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Ribociclib adyuvante en cancer de mama HR+/HER2-: estudio NATALEE
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PORQUE ?

Locally advanced

1
Early breast cancer breast cancer?

Stage I Stage Il
(llA, 1IB) (A, B, IC)

N /7
IPatients Diagnosed with

HR+HER2- BC, % 4% B 10%

Location of disease

Risk of Recurrence, %*a 18% 27-37% 46-57%
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Treatment options for EBC Treatment Journey: HR+, HER2- Early Breast Cancer

have not changed o . chemotherany! Endocrine therany 12 -
' urgery" emotnera naocrine therapy * oliow-u
In the IaSt two dECﬂdES i gRZiiﬂtherapw Duration: ~=3-6 monEr?s Duration: 5-10 yeagy P |

Duration: 3.5-6 weeks

i-\LocaI treatment Systemic adjuvant treatment

EBdm“ - “ABC i/ “




Recurrence

Risk of recurrence is high in HR+ EBC and continues after
completion of adjuvant ET

Time to recurrence in BC' Distant recurrence by nodal involvement3
Early relapse Late relapse N4-9 52
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0 5 1 1 20 0 5 10 15 20
Time to meta8tasis, years 5 Years

* Unlike most solid tumors, ER+ breast cancer may
recur 5-30 years after initial diagnosis?

* Longer treatment duration may be necessary to
prevent early and late recurrences

» >50% of recurrences occur after 5 years of adjuvant ET#
» Risk of recurrence remains with adjuvant ET and beyond
3 years?

References: 1. Gomis RR, et al. Mol Oncol. 2017;11(1):62-78. 2. Pederson RN, et al. J Nat/ Cancer Inst, 2022;114(3): djab202
3. Pan H, etal. N Engl J Med. 2017;377:1836-1846. 4. Hess KR, et al. Breast Cancer Res Treat. 2003;78:105-118
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Control of Micrometastatic Disease

Possible mechanisms underlying metastasis dormancy?

Exceeding » CDK4 inhibition has been
Slow growth detection limit .
- S previously demonstrated to lead to
o r_— ly— i — y ” cell senescence (irreversible cell
/ - 7 cycle arrest)4
]
Balanced turnover
’j - ! -_ * Interaction witf ECM or stromal cells comblnatlon D:r ET wr CDK4I6I IS
2 \\r : expected to achieve better control
Cellular quiescence - . .
/| - ' ..';' of micrometastatic disease
]
' "
! -
Dormant micrometastases Macrometastases

(years to decades)




Menopausal status Pre- and postmenopausal
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Men and women

Pre- and postmenopausal

Pre- and postmenopausal
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Men and women

Pre- and postmenopausal

Disease severity = Stage lll (NO and N1)

= Stage 1B (N0 and N1) and

» Stage IANO G3 or NO G2
with Ki-67 =20% or high risk
by genetic test

= Stage |l pts capped at 40% of

+ Stage |l
+ Stage Il
* NO, N1, N2, N3

* Residual invasive disease after
neoadjuvant therapy =16 weeks
(including 6 weeks of taxane)

* CPS-EG =3 or score 2 if vpN+

« NO, N1, N2, N3

* Cohort 1: 24 ALN or 1-3 ALN
+ tumor size =5 cm and/or
grade 3

* Cohort 2: 1-3 ALN +
Ki-67 =20%

CDKA4/6i, dose

RIB 400 mg QD
(3 weeks on/1 week off)

ET partner LET or ANA
ET prior to

el e = 12 months ([neo]adjuvant)

Duration of CDK4/6i

PAL 125 mg QD
(3 weeks on/1 week off)

Al or TAM * LHRH agonist

= 6 months (adjuvant)

2 years

PAL 125 mg QD
(3 weeks on/1 week off)

Standard adjuvant ET

Mot specified

~13 months

ABE 150 mg BID

Standard adjuvant ET (eq, Al,
TAM, LHRH agonist)

= 12 weeks (adjuvant)

Up to 2 years




NATALEE study design'-?

* Adult patients with HR+/HER2- EBC Ribociclib
* Prior ET.aIIowed up toa12 mo 400 mg/day Primary End Point
* Anatomical stage [IA 3 weeks on/1 week off — iDFS using STEEP criteria
* NO with: for 3 y
. f;:(aic_i:?Z:zrz)ci/oewdence of high risk: NSAI secondary End Points
« Oncotype DX Breast Recurrence Score = 26 or Letrozole or - R.ecu rren_ce'free survival .
« High risk via genomic risk profiling m anastrozoled for = 5 y — Distant disease—free survival
. 'N1Grade 3 + goserelin in men _ (F?IgOs
and premenopausal .
« Anatomical stage IIB? P womenp — Safety and tolerability
* NOorN1 - PK
) I-}n;:)omlc; | stage li NSAI Exploratory End Points
Y _ b | Letrozole or — Locoregional recurrence—free
= ‘ anastrozoled for= 5y survival
Randomization stratification + goserelin in men — Gene expression and alterations in

Anatomical stage: Il vs llI

Menopausal status: men and premenopausal women vs postmenopausal women
Receipt of prior (neo)adjuvant chemotherapy: yes vs no

Geographic location: North America/Western Europe/Oceania vs rest of world

and premenopausal tumor ctDNA/ctRNA samples
women




DIFERENCIAS EN EL ESTUDIO NATALEE

Lower RIB starting dose than in ABC2
In EBC, lower dose is expected to show fewer dose-
dependent toxicities while demonstrating efficacy

Ribociclib 400
mg/day

3-year duration 3-years’ RIB treatment'3-

(period of highest risk of recurrence)
OR Longer duration of treatment may reduce the
chance of recurrence: Prolonging cell-cycle arrest,
driving more tumor cells into senescence and death

Patient population
(stage Il or stage 112 EBC) | Randomization
Inclusion of patients with 11

N+ or NO disease’
Letrozole 2.5 mg/day or

anastrozole 1 mg/day®
(60 months)

+

LHRHS agonist
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“ NATALEE! -
Anatomic Stage Group Il Anatomic Stage Group 112

=
K

'

Grade 3

e|qibie JoN

If any of the following:
Ki67 =220%, or
Oncotype Dx RS =26, or
Prosigna/PAMS0 High Risk, or
MammaPnnt High Risk, or
EndoPredict High Risk

Eligible




Baseline characteristics

Parameter RIB + NSAI NSAI Alone All Patients
n = 2549 n = 2552 N = 5101

Age, median (min-max), years 52 (24-90) 52 (24-89) 52 (24-90)
Menopausal status, n (%)

Men2 and premenopausal women 1126 (44) 1132 (44) 2258 (44)

Postmenopausal women 1423 (56) 1420 (56) 2843 (56)
Anatomical stage,* n (%)

Stage IIA 479 (19) 521 (20) 1000 (20)

Stage 1B 532 (21) 513 (20) 1045 (20)

Stage Il 1528 (60) 1912.(59) 3040 (60)
Nodal status at diagnosis, n (%)

NX 272 (11) 264 (10) 536 (11)

NO 694 (27) 737 (29) 1431 (28)

N1 1050 (41) 1049 (41) 2099 (41)

N2/N3 483 (19) 467 (18) 920.(19)
Prior ET, n (%)¢

Yes 1824 (72) 1801 (71) 3625 (71)
Prior (neo)adjuvant CT, n (%)

Yes 2249 (88) 2245 (88) 4494 (88)
ECOG PS, n (%)

0 2106 (83) 2132 (84) 4238 (83)

1 440 (17) 418 (16) 858 (17)




Median follow-up of 34.0 months (minimum, 21 months)?

Parameter. n % RIB + NSAI NSAI alone
' n = 2549 n = 2552
Patients treated 99 2442 (96
Patients with treatment ongoing® 1984 (78 1826 (72) D
Patients who discontinued NSAI (617 (24) D
Primary reason for treatment discontinuation (NSAI)¢
Adverse Event
Patient/Physician decision 256 (10) 296 (12)
Disease relapse 142 (6) 186 (7)
Otherd 13 (0.5) 15 (0.6)
Lost to follow-up 8(0.3) 12 (0.5)
Deathe 5(0.2) 3(0.1)
Patients who completed ribociclib treatment
=2 years (including ongoing) 1449 (57) -
Completed 3 years RIB 515 (20) -

Primary reason for early discontinuation of RIBf
Adverse Event 477 (19)




Ribocicclib alcanza la significacion estadistica en iDFS
Primary endpoint of NATALEE met

1007 e, » Median follow-up for iDFS was 27.7 months
80 - i, 1 T AN _
ar;“ 80 7 « Based on the P value of 0.0014, the IDMC
§ 70 - concluded that the results met the criteria to
‘g 60 demonstrate statistically significant and
s clinically superior efficacy
¢ 50
8 40 . L
g - « Absolute |DFS‘D benefit with RIB + NSAIl at 3
@ n/N (%) 189/2549 (7.4)  237/2552 (9.3) years was 3.3%
£ 20+ 3-Year iDFS rate, % 90.4 87.1
| HR(95% CI) 0.748 (0.618-0.906) . . . :
197 pyalyes 0014 - Risk of invasive disease was reduced by
01 | . | | . | | | 25.2% with RIB + NSAI vs NSAI alone
0 6 12 18 24 30 36 42 48
No. at risk Months . . . ;
RIB+NSAl 2540 2350 2274 2193 1718 1111 31 12 0O - Ongoing patients will remain on treatment and

NSAlalone 2552 2240 2166 2071 1631 1067 286 13 0 follow-up will continue as prespecified




Subgroup n =2549 n =2552 . HR (95% ClI)

Menopausal status :

Men and premenopausal women 711126 93/1132 o 0.722 (0.530-0.983)

Postmenopausal women 118/1423 144/1420 L 0.781 (0.613-0.997)
AJCC stage .

Stage Il 49/1011 65/1034 —a— 0.761 (0.525-1.103)

Stage Ill 140/1528 172/1512 H:-l 0.740 (0.592-0.925)
Prior CT 1

Neoadjuvant 111/1085 132/1095 4 0.785 (0.610-1.011)

Adjuvant 63/1223 89/1220 —e—1 0.671 (0.486-0.927
Prior ET |

Yes 127/1824 157/1801 - 0.756 (0.598-0.955)

No 62/725 80/751 —a— 0.774 (0.556-1.079)
Region '

North America/Western Europe/Oceania 111/1563 139/1565 —e—i| 0.759 (0.591-0.974)

Rest of world 78/986 98/987 —o— 0.757 (0.562-1.019)
Histological grade at time of surgery :

Grade 1 9/213 121217 ——— 0.778 (0.328-1.846)

Grade 2 102/1460 125/1432 o 0.749 (0.577-0.973)

Grade 3 61/684 78/702 —— 0.776 (0.555-1.085)
Ki-67 status® '

Ki-67 < 20% 76/1199 95/1236 —o—H 0.801 (0.593-1.083)

Ki-67 > 20% 82/920 105/938 y 0,746 (0,559-0,996)
Nodal status"* !

NO 16/285 28/328 = 0.630 (0.341-1.165)

N1-N3 173/2261 208/2219 re- 0.771 (0.630-0.944)

| e S B B B E—
00 05 10 15 20 25 30

1 Hazard Ratio




Distant Disease-Free Survival, %
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1004 W%
90 P » Distant disease—free survival is defined as
20 the time from date of randomization to date of
first event of distant recurrence, death (any
70 7 cause), or second primary non-breast
50 invasive cancer2
50 —
» The one-sided nominal P value was .0017
40
30 - Absolute distant disease—free survival benefit
n/N (%) 167/2549 (6.6) 212/2552 (8.3) with RIB + NSAI at 3 years was 2.2%
209 3.Year DDFS rate, % 90.8 88.6 '
104  HR(95% CI) 0.739 (0.603-0.905)
P value® .0017 « Risk of distant disease was reduced by
0 —]

T 1 1 1 1 1 1 1 T 26.1% with RIB + NSAI vs NSAI alone
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Ribociclib showed a trend for improved OS

100 W
90 « Median follow-up for OS was 30.4 months
80 —
70 - - Additional follow-up for OS is planned
8
s 60
=
e
3 504
T
5 40—
-
(@]
30 RIB + NSAI NSAI Alone
20 nIN (%) 61/2549 (2.4) 73/2552 (2.9)
HR (95% Cl) 0.759 (0.539-1.068)
10 —
P value? 0563
.D —
T I T T T I T I T
0 6 12 18 24 30 36 42 43

Na at rick Months




Incidence of Adverse Event, %
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TOXICIDAD

100 AESIs inthe RIB + ET arm

90 Neutropenia? ECG QT Prolongation
80 74%
70 62%
60
50
40
30
20
10
0

Incidence of Adverse Event, %

L T -

NATALEE Pooled MONALEESA  NATALEE Pooled MONALEESA
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Stage I Stage lll

100 S 1001
8 — 52
E 80 Tg 801
4 g
=] =
(77 n
[} 60 @ 60
o o
' ‘s RIB + NSAI
§ o RIB + NSAl | NSAlal § 0] e e

alone
% - ——— —— § n/iN 140/1528 17211512
n
R 2,1 3-YeariDFS 87 84
. 3-Year iDFS rate, % 94 91 [ rate. %
= = L]
= HR (95% Cl) 0.761 (0.525-1.103) £ HR (95% CI) 0.740 (0.592-0.925)
0_' T T T T T T T T T 0 = T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk Months No. at risk Months
RIB + NSAl 1011 930 903 884 854 616 168 10 RIB + NSAl 1528 1410 1362 1300 855 491 143 2 0

oo

NSAIl alone 1034 9498 924 893 864 615 160 9 NSAIl alone 1512 1287 1238 1174 763 449 126 4 0
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NO N1-N3
100 ———— e 100
“H_‘LL. +} -+
801 80"
60| 60~

07 RIB + NSAl | NSAIalone 407 RIB + NSAI | NSAIalone

Invasive Disease-Free Survival, %
Invasive Disease-Free Survival, %

n/N 16/285 28/328 n/N 17312261 208/2219
201 3.vear iDFS rate, % 94 89 207 3.Year iDFS rate, % 90 87
HR (95% ClI) 0.630 (0.341-1.165) HR (95% ClI) 0.771 (0.630-0.944)
0 T T T T T T T T T 0 - T I L L I T I Ll 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk Months No. at risk Months
ng +a N':M 285 282 258 250 239 186 59 3 0 RIB + NSAI 2261 2085 2013 1940 1478 925 2oz ¢ 0
NSAI alone 228 300 293 286 263 191 63 3 0 NSAI alone 2219 1937 1871 1783 1366 874 223 10
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Premenopausal women Postmenopausal women
1007 N h
807 807
60 604

407 RIB + NSAl | NSAl alone 407 RIB + NSAI | NSAI alone

Invasive Disease-Free Survival, %
Invasive Disease-Free Survival, %

niN 71/1126 93/1132 n/N 11811423 144/1420
207 3.vear iDFS rate, % 91 89 207 3.year IDFS rate, % 90 86
HR (95% Cl) 0.722 (0.530-0.983) HR (95% CI) 0.781 (0.613-0.997)
0 l;l é 1I2 1IB 2.4 3.0 3IE 4I2 4.8 ° (I) Eli 1I2 1\;3 2I4 3I0 3I6 4l2 4:8
No. at risk Months No. at risk Months
RIB + NSAl 1126 1047 1022 990 755 470 125 3 RIB + NSAl 1423 1303 1252 1203 963 641 186 9 0

oo

NSAIl alone 1132 1001 979 929 707 449 108 3 NSAl alone 1420 1239 1187 1142 924 618 178 10 0



IDFS benefit with ribociclib + NSAl across age groups

<6J years
100 1007
s £
] g
801 = 801
E >
5 @
(7
@ 60 § 60
g (e
uw &
H @
® 407 $ 407
g RIB + NSAI NSAIl alone o
@ n/N 155/2142 195/2186 S
= 207 = 7] 207
§ 3-Year iDFS rate, % 90 87 E
= o HR (95% CI) 0.765 (0.619-0.944) - o
0 6 12 18 24 30 36 42 48
No. at risk Months No. at risk
RIB + NSAl 2142 1985 1928 1860 1448 918 253 9 0 RIB + NSAI
NSAl alone 2186 1913 1861 1777 1379 897 231 8 0 NSAI alone

HITOS .
ONCOLOGICOS: pe™"

RIB + NSAI NSAI alone
n/N 34/407 42/366
3-Year iDFS rate, % 90 86
HR (95% CI) 0.723 (0.460-1.137)
0 é 1'2 1'3 2|4 3'0 3|a 4|2 4|3
Months
407 365 346 333 270 193 58 3 0
366 327 305 204 252 170 55 5 0



Ki-67 =20%
100 Ty

2 R e
E 80 L,
=]
w
o 60
w
&
]
o 401
& RIB + NSAl | NSAIlalone
(=]
0 niN 76/1199 95/1236
@ 297 3.year iDFS rate, % 92 90
>
E HR (95% ClI) 0.801 (0.593-1.083)

o

E]J IB 112 '118 2I4 3]0 3IE 4I2 4IB
Nn at rick Months

1004

Invasive Disease-Free Survival, %

Rl =d wimals

801

601

401

201
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Ki-67 >20%

n/N 82/920 105/938
3-Year iDFS rate, % 89 84
HR (95% CI) 0.746 (0.559-0.996)
6 é 1I2 1r8 2I4 3|0 3r6 4'2 4'3
Manths
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EORTC QLQ-C30: GLOBAL HEALTH STATUS

Descriptive Analysis

Model-Based Analyses

o =1 year® = 2 years? = 3 years® o =1 year® = 2 years? = 3 years®
4+ ==HN3Al alone 4 == N3Al alone
3 == Ribeciclib + NSAl s == Ribaciclib + NSAl
2 24
= 14 = 1+
e e
S s oo 305
—I I g (=3.13 to -1.67) . a7
- = (=3.67 to =2 24) -
o] £ - 2 o (~4.65 to ~2.76)
G a ER E a4
e
ko) § - g
-.CI-'J IC 5+ £ .54 =299 165
o e | (=3.63 to -2.39) -1
e - =43 to -299) -430
577 57 {=5.04 to =3.56)
EE B
EE &
~i6 '] 10
=11 A1
BE A2+
Bul.:lhnnc;ﬂ‘| Cl’lﬂ'l CIlIJEH G'I;D‘ 'E‘HIIB'I G'IIUEH 'EZ;D'I EZ;DI G'!;DI GB;’D‘ Ed;ﬂ' C‘;DI E‘;'I' B.-mleln. C-llbl C?IDI C‘|EID| ¢‘|5b"| C‘l.:b‘| ¢1libl Czlitﬂ CZ.;)I'.H l::!; (23] ti;lﬁ Cl.liﬂﬂ
Visit visit
Mo. of patients with PRO measure at time point No. of patients with PRO measure at time Gguinl
Ribociclib + NSAI 2165 1939 1052 Ribociclib + NSAI Fal 1939 1052
NSAI alone 2061 1797 991 NSAI alone 2061 1797 991

Global health status was not impacted over time in both arms1.de




EORTC QLQ-C30: SOCIAL FUNCTIONING

Descriptive Analysis Model-Based Analyses

5 =1 year® = 2 years? = 3 years® . =1 year® = 2 years® = 3 years®
4 : NSAl alone 4 125 : MSAI alone
3 . . 182 179 1-39RI|J-DCIC|-IEI + NSAl 3 03710 214 042 Ribaciclib + NSAl
2 A1 T ] 2 - - (~0.56 o 1.40) -0.41
g . g1 /——__.___;___;__ = - ) (-1.53t0 0.72)
o o hog —
1 BER o 0.67 __———__._______:
o) g N % 2 {=0.11 to 1.45) =016
&) 5, g . {=0.97 to 0.64) —0.99
— {-1.89 to ~0.10)
Tl E - E 4
= S
@ t &5 t 5
o XS P s
o a
£ 74 = 7
o | o
S e
BB -4
10 A0
A1+ A1 4
Az -2
Hu:;unut-llfn t?‘bl tll‘JEn Cl;m ¢1l:bl ¢1IFD| 1:1;01 l.‘.i.;lﬁl -::;m ca;m Cq.:tl‘n l.‘.-l;ﬁl E‘{;T !ns;lmn '.‘.'Jltn cl’lbl C1eID| ¢1;l‘.l1 tléﬂll 1:1;D| ca;m C:.;lm cs;m c:l?m |:1.‘IAD1
Visit Visit
No. of patients with PRO measure at time point No. of patients with PRO measure at time point
Ribociclib + NSAI 2161 1940 1052 Ribociclib + NSAI Fal 1940 1052
NSAl alone 2061 1795 992 NSAI alone 2061 1795 092

No difference in social functioning from baseline was observed in both arms1.de
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EORTC QLQ-C30: EMOTIONAL FUNCTIONINLG.

Descriptive Analysis

Model-Based Analyses

- =1 year® = 2 yearsh = 3 years® 5 =1year? = 2 years? = 3 years®
4 == M3Al alone 4 == NZAl alone
ad == Ribociclib + NSAI 2 == Ribociclib + NSAI
2+ 2
s 1 s 1
=2 =2
2 2
Y ?:? - 'g . -319
@] S 2| T 2 __ (393 to-244) 410
a & - 8 o e {-4.86 to -3.33) _5.00
— — (=5.86 to =4.15)
) E £+ —t—
° I = s -349 =
L] L] - =—
] . 2 .6 (=4.33 to =2.63) -4.40 |
-] -] -
5 ES 5 -7 {=3.33 to =3.46) -5
8- ER (~6.38 fo =4.24)
R e
AD 10+
A1+ BAE
A2+ BFE
Bnluinvcllm c?lm cullm 61551 C‘;IH cﬂlam C&;ﬁ‘ czslm QSI‘N CS;"O“ ct:lam C“:Dl ilo‘l' Iun;linu C‘ID1 crlm 611;01 r:u'am cli:lﬂ cllﬂl! 62;01 :2;D1 CB;D! C:I':'M MJ‘D'
Visit Wisit
No. of patients with PRO measure at time pcunt No. of patlents wnh PRO measure at tlme int
Ribociclib + NSAI 1941 1053 Ribociclib + NSAI 1941 1053
NSAI alone 21)52 1797 992 NSAI alone ZDDZ 1797 992

A small deterioration in emotional functioning from baseline was observed in both arms.d.e
No difference was observed between patients treated with ribociclib + NSAI vs NSAI alone
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EORTC QLQ-BR23: BREAST CANCER SYMPTOMS

5 =1 year® = 2 years? = 3 years® 5 =1 year =2 years® = 3 years®
4 == NSAl alone 4] == N3Al alene
2 == Ribaciclio + NSAI 2 == Ribociclib + NSAI
2 2
s 1 g 1
e g
BN 2 "
0 E BE E =1
& T T 2 -4.08
E I 4 8 (=473 to =3.42) - .'5_1g .
=— I g ] — {-3.92 to -4.43) =520
b & - £ oo (~7.13 o -5.45)
& @
2 - 2 .0 -4 57 R
- - (=5.15 to =3.99)
S S =568
LS -8 (-6.28 to -5.08) 679
0] N (=7 46 to =6.12)
10+ ET
114 114
12 12+
'n;invCi‘Dl I':TIOi Q“;H'.H ¢|;Di C—1;D1 ¢|I:Di 62501 ¢!5‘D| ¢$I1D| CS;D“ ¢4;Dl ¢4';D' iIOT Buu.lulinu calm I:TID| C11I101 l:1;ﬂ| CI‘SU‘ I:IIQDI 62;01 l:z.;.m CM‘D‘ C:I'Ifm Gd-;D‘
Visit Visit
No. of patients with PRO measure at time polnt No. of patients with PRO measure at time point
Ribociclib + NSAI 1922 1048 Ribociclib + NSAI Fal 1922 1048
NSAIl alone 20-18 1786 979 NSAl alone 2048 1786 979

Breast cancer symptoms were reduced quickly and
then improved at a slower rate over the studyd
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Madrid, 22 y 23 de noviembre de 2023

En definitiva...

EL FUTURO DEL TRATAMIENTO ADYUVANTE PARA EL CANCER DE MAMA
LUMINAL(INCLUIDAS PACIENTES DE “RIEGO INTERMEDIO”) ES PRESENTE.
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Madrid, 22 y 23 de noviembre de 2023

GRACIAS
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