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 In individual analyses of the phase 3 PALOMA-2 and SUBGROUP ANALYSIS « Unstratified HRs for PFS and TTC were estimated from

Therapy (ET) on Time to Chemotnerapy
o Ba C kg rO U ﬂ d PALOMA-3 trials, time to subsequent chemotherapy M eth O d S | | | the Cox proportional hazards model with associated
TTC A S b f P t t t (TTC) after disease progression was prolonged in » Women (N=521) of any menopausal status with HR+/ « Numbers and percentages of patients who received 95% CI.
C rO S S u g rO u p S O a | e n S p S * For women with hormone receptor-positive/human patients in the palbociclib arm compared with the HER2- ABC whose disease had progressed after any a subsequent chemotherapy after discontinuing — An HR <1 indicated a reduction in hazard rate in

PATIENTS AND STUDY DESIGN

epidermal growth factor receptor 2-negative (HR+/HER2-) placebo arm.5¢ number of lines of previous ET and who could have study treatment were calculated by treatment group favor of palbociclib.
o o o advanced breast cancer (ABC), cyclin-dependent kinase LA (i U 204 vs 909 - PALOMA-2 and PALOMA-3 were phase 3, double-blind, received up to one prior chemotherapy regimen for in the PALOMA-2 and PALOMA-3 intent-to-treat (ITT)
| t O r I l I O n e e C e p t O r— O S | t | ve u | l ' a n 4/6 (CDK4/6) inhibitors in combination with end?zcrlne - r:onths for- :'aE'eentrz?n I:hne albvc\)li'scl'b. |Vz ET. i randomized, placebo-controlled studies of palbociclib ABC were randomized 2:1 to receive palbociclib (125 mg populations and in subgroups of patients according to
, | | iclib plu Y . . .
therapy (ET) have become the standard of care. i i . > . plus ET in patients with HR+/HER2- ABC.3# daily, 3/1 schedule) plus fulvestrant (500 mg every baseline demographic and disease characteristics.
o o S placebo plus ET arm, respectively (hazard ratio [HR], . o
° * Ul sl dess CRRAHS Jinlonier pellsod ey in 0.74 [95% (I, 0.59-0.92]; P<0.005).° 14 days for the first 3 Injections and then every — Separate analyses were performed for both
| e r ’ ' l a rOWt a Ct O r e C e tO r — combination with ET is approved to treat patients with ' ' PALOMA-2 28 days) or placebo plus fulvestrant.* | p | y. P
HR+/HER- ABC based on the demonstration of prolonged — In PALOMA-3, the TTC was 17.6 vs 8.8 months in the ot | N=666) with - individual studies.
ion- i o ° LrosinnE@REl el InEn (IN= SN RINSAAL 1 — Patients who were pre- or peri-menopausal received
. R fr.ee survival (FFS) and an acceptable palbociclib plus ET vs placebo plus ET arm (HR, 0.58 S g e . P P . . p | . The Kaplan-Meier method was used to estimate
safety profile in phase 3 trials of patients with HR+/ [0.47-0.73]; P<0.001).6 g ptor=p concurrent ovarian suppression with goserelin. , , , ,
e a | Ve _l_ - va n C e re a S HER- ABC who were previously untreated (PALOMA-2; ' were randomized 2:1 to receive palbociclib (125 mg median TTC and PFS in the ITT population and in
NCT01740427) and who had relapsed or progressed + In post hoc analyses, we evaluated TTC in subgroups daily in 4-week cycles in a 3/1 schedule [3 weeks on/ * Approximately one-third of patients who participated patient subgroups by treatment arm along with the
during prior ET and could have received 1 prior line of of patients with HR+/HER2- ABC from each of the 1 week off]) or placebo; patients in both arms received in PALOMA-3 had received prior chemotherapy for their corresponding 95% CIs, based on the Brookmeyer and

C a n C e r A B C : P O St H O C A n a |y S e S |: r O m chemotherapy for ABC (PALOMA-3; NCT01942135).34 PALOMA-2 and PALOMA-3 trials. letrozole (2.5 mg daily; continuous treatment). advanced disease at baseline. Crowley method.
PALOMA-2 (P2) and PALOMA-3 (P3 Results

Table 1. Baseline Demographics and Disease Characteristics for Table 2. PFS in Patients From PALOMA-2 by Subgroup and Table 3. Select Baseline Patient Demographics and Disease Table 4. PFS in Patients From PALOMA-3 by Subgroup and PALOMA-2
Patients Who Did and Did Not Receive Subsequent Chemotherapy Treatment Arm> Characteristics for Patients Who Did or Did Not Receive Treatment Armé . More patients in the placebo plus ET vs palbociclib plus
in PALOMA-2, by Treatment Arm ITT mPES (95% CI). mo Subsequent Chemotherapy in PALOMA-3, by Treatment Arm ITT mPES (95% CI). mo ET grou.p reee|ved first subsequent chen;otherap)g after
Without With _ Popu(!atlon, o Without With . Popu‘!atlon, o discontinuation of study treatment (46.8% vs 33.6%).
Subsequent CT First Subsequent CT Patient Subgroup Yo PAL+LET PBO+LET HR (95% CI) Subsequent CT First Subsequent CT Patient Subgroup Yo PAL+FUL PBO+FUL HR (95% CI) . Baseline demographics and disease characteristics
PAL+LET  PBO+LET | PAL+LET  PBO+LET O"eral” ITT) 100 27.6 (22.4-30.3) | 14.5(12.3-17.1) 0.56 (0.46-0.69) PAL+FUL PBO+FUL PAL+FUL PBO+FUL O"er?” T 100 11.2(9.5-12.9) | 4.6(3.5-5.6) 0.50 (0.40-0.62) for patients with vs without a subsequent first
: : (n=295) (n=118) (n=149) (n=104) population (n=105) (n=44) (n=242) (n=130) population o h ted in Table 1
O bJ e Ct |Ve Age, median, y 63.0 62.0 530 60.5 DFI <12 mo 22 16.6 (13.9-24.2) | 11.0(5.6-12.9) 0.48 (0.32-0.72) Age, median, y 60 615 56 55 ET sensitive 79 12.0 (11.1-13.9) | 4.2(3.5-5.6) 0.46 (0.36-0.59) chemotherapy are presented in Table 1.
<65, % 532 576 711 70.2 DFI >122 mo ;11 223 (24.8—NE) 163: (22.8—1222.2) 85; (8.;12—8.76) <65y, % 63.6 70.5 80.2 76.9 ET rhe5|stanF - 21 7.4 (5.5-11.1) 5.1 (1.9-7.4) 0.69 (0.43-1.09) _ Patients in both the palbociclib p|US ET and placebo
565, % 46.8 42.4 78.9 9.8 DFl>24 mo ° > (27.5-NE) | 16.6(13.723.5)0.52(0.36-0.75) 265y, % 36.2 29.5 19.8 23.1 Without prior CTin 66 12.9 (11.0-15.0) | 5.5(3.6-7.6)  0.49 (0.37-0.65) plus ET arms were more likely to receive vs not
— De novo metastatic 37 27.9 (22.1-33.4) | 22.0 (13.9-27.4) 0.61(0.44-0.85) Race.” % aE receive chemotherapy after discontinuation of study
* To evaluate time to chemotherapy (TTC) in subgroups of patients with e e st B White 78: 795 702 754 Nt angprier oA SR BRI treatment if they were younger (<65 years), hac
py g p p White /1.6 79.7 /1.2 75.0 Nonvisceral 51 35.9 (27.7-NE) | 17.0 (13.8-24.8) 0.50 (0.37-0.67) Without any prior 29 11.0(7.3-13.2) | 51(21-9.2)  0.59 (0.37-0.93) - - '
.. . ok - 0 - o | Black 3.8 6.8 3.3 3.8 therapy in ABC 0 (7.3-15. 1(2.1-9. 29 (0.37-0. a disease-free interval (DFI) <12 months, or had
ac : : : : Bone on 23 36.2 (27.6-NE 11.2 (8.2-22.0) 0.41 (0.26-0.63 : : : : :
hOrmone rece pto r_pOSItIVE/h u ma n eplderma I g rOWth fa Ctor rece ptor Acian 46 19 148 54 Visceral ||)\//er ( ) ( ) ( ) Asian 15.2 13.6 24 19.2 Visceral 60 9.2 (7.5-11.1) 3.5 (2.0-5.1) 0.50 (0.38-0.65) received prior (neO) adjuvant SyStemlc or hormonal
) ti HR+/HER?2 d d b t ABC f th h | | ' ' volvernent 18 13.7 (10.9-16.6) | 8.4(5.5-12.9) 0.62 (0.41-0.94) Other 2.9 0 2.1 0.8 Nonvisceral 40 16.6 (13.2-NE) | 5.6(4.6-10.9) 0.48 (0.33-0.71) therapy or chemotherapy.
-negative ( —-) advanced breast cancer ( ) Trom the phase Other 6 76 6.0 77 | Weight, mediar onvisce el Il T |
Visceral lung ' ' 67.2 71.2 67.6 69 one only 3 (11.2-NE) | 9.2(4.8-20.0) 0.63 (0.38-1.06) — Patients in the placebo plus ET arm were more likel
A A 2 d A A . | Weight, median, kg 63.0 670 69.0 65 5 e 38 23.2 (17.0-27.8) | 12.9(8.1-16.6) 0.58 (0.42-0.80) kg el Thrs . P op y
3 PALOMA-2 and PALOMA-3 trials. | o _ | — _ | | Menopausal status, % yisce 39 75(56-9.2) | 2.4(19-36) 0.49(0.36-0.68) to receive vs not receive subsequent chemotherapy
Disease site, % DFI=disease-free interval;, HR=hazard ratio; ITT=intent-to-treat; LET=letrozole; mPFS=median progression-free survival; ! Involvement |f the had Visceral metastases
. NE=not estimable; PAl=palbociclib; PBO=placebo; PFS=progression-free survival. Pre/peri 15.2 1.4 23.1 23.8 Vi ral lun y ‘
Visceral 47.1 40.7 50.3 59.6 ot on g o8 ¢ . 65 in'\slg‘fvgm:n? 31 111 (9.2-12.0) | 3.7(21-7.2)  0.45(0.31-0.67) | o |
Nonvisceral 52.9 59.3 49.7 40.4 Disease site, % | | | | AB(=advanced breast cancer; CT=chemotherapy,; ET=endocrine therapy; FUl=fulvestrant; HR=hazard ratio; ITT=intent-to-treat; ' ]Ac\)cr:OZi \?Vllltiu baglrlg)ooliipcslilbndlu Cielgtlrr:);cgllz igrariysalile;jrl\;sltv%las
o Disease-free completion of pl’iOI’ (neo) adjuvant therapy, % Visceral ' 619 477 £33 646 mPFS=median progression-free survival; NE=not estimable; PAL=palbociclib; PBO=placebo; PFS=progression-free survival. | g b | p| ¢ | (lF:)' u 1) p
: : : - acebo plus letrozole (Figqure 1).
CO r] C ‘ u S I O n De novo metastatic 40.3 42.4 32.2 29.8 Nonvisceral 38.] 52.3 41.7 35.4 P . P " J o n ;
DFI <12 mo 16.9 16.9 32.2 26.9 : : _ Sensitivity to prior ET, % _ . * Patients with DFI €12 months had a median TTC o
Figure 1. ForesF Plot of TTC by Treatment Arm in PALOMA-2, Overall ytop b Figure 3. Forest Plot of TTC by Treatment Arm in PALOMA-3, Overall 936 ths in the balbociclib olus ET
DFI >12 42.7 40.7 35.6 43.3 : Y 76.2 68.2 80.2 81.5 -0 MoNts In the paibociclib pius £-arm vs
>12 mo : : : : and Across Patient Subgroups; ITT Population es : : : : =rd Across Patient Subarouns: IiT Populat .
. . . groups, opulation 17.0 months in the placebo plus ET arm (HR, 0.76
o o 0 f Nature of prior (neo) adjuvant anticancer therapy, % No 23.8 31.8 19.8 18.5 [95% CL 0.50-1.16]): for patients with DFI >12 months
° M ore patl e ntS treatEd Wlth p I aCce bO p I US ET rece IVEd a Tl rSt SU bseq ue nt Prior systemic therapy ITT mTTC (95% CI), mo Previous chemotherapy for primary diagnosis, % mTTC (95% CI). mo o Y S X o
. . . population, %  PAL+LET PBO+LET HR (95% CI) N 3.8 136 59 & 531 T ) the median TTC was 45.6 vs 30.7 months, respectively
hemotherapy after discontinuation of study treatment compared No 403 424 | 322 298 ° | | | | (HR, 0.64 [0.45-0.92]; Figure 2A)
C py y p Overall (ITT) population 100 40.4 (34.7-47.3) 299 (25.6-35.1) — 0.74 (0.59-0.92) Yes 76.2 86.4 71.5 76.9 Overall (ITT) population 100 175(15.2-197)  8.8(7.3-12.9) — 0.60 (0.49-0.74) Y ‘ =241, Flg ‘
W|th thOSe patie Nnts treatEd W|th pa | bOCiCI | b p I us ET p Yes hemoth for orimary di 5-9'7 e e o > 2o 20IIE " Onheo Neoadjuvant 25.7 27.3 16.5 16.2 1 sensitive 0 Baee ) 8165723) — 0.38 (046-07% + Patients with nonvisceral disease had a median TTC
o rior cnemotherapy for primary diagnosis DFI >12 mo 41 45.6 (37.5-NE)  30.7 (23.5-39.3) —a— 0.64 (0.45-0.92) Adjuvant 41 56.8 A4.6 49 2 ET reS|stanjc | 21 10.8(9.0-15.2)  127(3.2-14.6) A 0.74(0.45-1.20) of 45.6 vs 35.2 months in the palbociclib plus ET vs
. . . No 55 6 59 3 45.0 41.3 DFI >24 mo 35 45.6 (45.6—NE) 35.2 (24.9—-NE) _— 0.59 (0.39-0.87) M _ 36.2 36.4 31 36.9 Without prior CT in ABC 66 18.4 (16.0-21.5) 11.9 (7.8-14.2) —=— 0.62 (0.48-0.81) I b I ET . I HR O 87 950/ CI
Pa I b OCli CI | b p I usS ET p 'O I on g Ed TTC an d P FS com pa red Wlth p | dce b O De novo metastatic 37 (11 (361-473)  33.0 (28.7-NE) — 0.80 (0.55-117) etastatic : ' : With prior CT in ABC 34 143(116-20.3) 7.3 (4.3-10.3) — 0.56 (0.39-0.81) pPlacepo plus arms, res.peCt_We y( U [95% (I,
. . . . Yes 44.4 el 22.0 >8.7 Visceral 49 344 (269-NE) 247 (14.9-31.4) —.— 0.63 (0.47-0.85) Previous hormonal therapy, % Without any prior therapy in ABC 22 171 (124-244) 111 (4.2-147) S— 0.61 (0.38-0.97) 0.62-1.21]); for patients with visceral disease, the
p | us ET dCross dad | I pat| e nt SU bg FOu pS N CI U d ed N th e dna Iys |S. Neoadjuvant 9.2 15.3 18.1 13.5 Nonvisceral 51 456 (371-NE)  35.2 (28.7-NE) — 0.87 (0.62-1.21) 1 42.9 45.5 33.5 39.2 Visceral 60 152(12.2-173) 6.4 (4.4-97) =i 0.58 (0.44-0.76) median TTC was 34.4 vs 24.7 months (HR, 0.63
Adjuvant 38.6 30.5 44.3 51.0 Bone only 23 40.4 (34.1-NE) 30.1 (21.3-NE) —_ : 0.71 (0.43-1.15) >1 57.1 54.5 66.5 60.8 Nonvisceral 40 23.3 (19.1-291) 17.0 (8.9-23.3) —— 0.63 (0.44-0.89) [().47_().85]; Figure ZB).
" " " - " 1 " - . . . . Visceral liver involvement 18 19.7 (14.6-25.6)  14.2 (6.3-20.3) — . 0.70 (0.46-1.05) : Bone only 24 22.7 (15.8-300)  19.5(11.8-36.7) — ! 0.77 (0.49-1.22)
Patl e ntS Wh O rece Ived pa I bOC I Cl I b p | u S ET I n th e fl rSt-I I n e SEttI n g Prior hormonal therapy for prlmary dlagnOSIS Visceral lung involvement 38 47.0 (31.9-NE) 29.5 (18.2-351) —_— 0.58 (0.41-0.82) I_\/Iet.aStatlc Al 0 o s oo Visceral liver involvement 39 12.7 (10.4-15.1) 5.7 (3.5-8.1) —— 0.57 (0.41-0.79) ° Med|an PFS was h|gher |n the paIbOC|CI|b plus IetrOZO|e
o : o No 47.8 50.8 35.6 34.6 - - Prior lines of therapy for ABC, % Visceral lung involvement 31 16.8 (14.5-20.3) 7.5 (4.2-13.7) N 0.59 (0.39-0.87) arm compared with the placebo plus letrozole arm
(ie, no prior therapy in ABC) had a greater delay to subsequent G i 0w s 10125 1 0-1 686 636 9.1 738 PRI |
/ Yes 52.2 49.2 64.4 65.4 «— Infavor of PALHLET In favor of PBO+LET —» 0 025 05075100125 1.5 across the same patient subgroups from PALOMA-2
° ° ° ° . _ o 22 31 4 364 409 262 <— In favor of PAL+FUL In favor of PBO+FUL =——p . 5
chemotherapy than patients who received palbociclib plus ET after e e e A o e et T e e e e o (Table 2), as previously reported.>
sOther includ d/missi - . =disease-free interval, HR=hazard ratio; ITT=intent-to-treat; LET=letrozole; mo=months; mTTCG=median time to first subsequen ABC=ad db t : CT=ch th ; ET=endocrine th ; FUL=fulvestrant; PAL=palbociclib; PBO=placebo. . P — , , _ D T :
Other indludes not reported/missing patients chemotherapy; NE=not estimable; PAL=palbociclib; PBO=placebo; TTCG=time to first subsequent chemotherapy. aOthear i\r/]iTJjeS r:gfiegzrrwtcee(jr/misscmgrgstieiEPy ST R e e P fﬁ%&iﬁ:g;endtmeea; ﬁfStcfﬁ’eﬂgtcﬁeegsytbgﬁfgg|EJ;§QSQC;'E?S:tggfepgg) ?%iﬂiér?ﬁ;Eﬁggagtahredr;%tf' IEintentto-treat

PALOMA-3

progressing on ET.

« In PALOMA-3, more patients in the placebo plus ET vs

Figure 2. TTC in Subgroups of Patients From PALOMA-2 With (A) DFI <12 and >12 Months and (B) Nonvisceral and Visceral Disease; Figure 4. TTC in Subgroups of Patients From PALOMA-3 (A) With and Without Prior Chemotherapy in ABC and (B) With Nonvisceral and Visceral valbociclib plus ET group received a first subsequent
ITT Population Disease; ITT Population chemotherapy after discontinuation of study treatment
74.7% vs 69.7%).
A. TTC in patients with DFI €12 mo TTC in patients with DFI >12 mo A. TTC in patients without prior CT in ABC TTC in patients with prior CT in ABC ( )
100 _ Palbociclib + Letrozole (n=98) 100 _ Palbociclib + Letrozole (n=179) 100 - Palbociclib + Fulvestrant (n=234) 100 Palbociclib + Fulvestrant (n=113) o Base“ne demographics and disease characteristics for
mTTC=23.6 months mTTC=45.6 months mT TC=18.4 months mTTC=14.3 months . ) h . h b h h
Placebo + Letrozole (n=48) Placebo + Letrozole (n=93) Placebo + Fulvestrant (n=110) Placebo + Fulvestrant (n=64) patlents with vs V\{It OUjE d SL‘.l Sequent - emOt‘ erapy
80 _ mTTC=17.0 months 80 _ mTTC=30.7 months 80 _ mTTC=11.9 months 80 _ mTTC=7.3 months after study drug discontinuation are presented in Table 3.
S S S N
) ) ) ) — A higher percentage of younger patients (<65 years)
g 60 g 60+ g 60 g 60- received vs did not receive chemotherapy after
2 2 2 2 discontinuation of either palbociclib plus ET or
T 40- T 40- T 40- T 40- placebo plus ET.
= | = = =
A A A A HR, 0.562 (95% CI,0.390-0.811) — Patients with subsequent chemotherapy had more
20 - 20 - 20 - 20 - prior hormonal therapies and prior lines of therapy
HR, 0.758 (95% CI, 0.495-1.161) HR, 0.644 (95% CI, 0.450-0.922) HR, 0.621 (95% CI, 0.477-0.809) - ' et for ABC.
O | | | | | | | | | | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | h | b I h- h f
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 0 2 4 6 81012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 0O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 - In t. € placebo plus ET arm, a igher percentage O
) | | Time, mo | | Time, mo | | Time, mo | | Time, mo patients with visceral metastasis received vs did not
Electronlc Poster Patients at risk, n Patients at risk, n Patients at risk, n Patients at risk, n recejve su bsequent chemotherapy.
. . . . . . . Palbociclib + Letrozole 98 96 90 86 80 77 67 65 62 59 54 50 46 41 38 36 34 32 24 17 8 5 4 2 2 0 Palbociclib + Letrozole 179 174 169 165 158 153 146 141 140132127 123 117 114110106100 92 76 47 29 9 5 O Palbociclib + Fulvestrant 234 188 149 119 87 70 60 44 37 34 31 23 17 16 13 4 0 Palbociclib + Fulvestrant 113 81 56 41 31 26 20 16 13 8 7 5 4 4 3 0
P hi ick R R d ith Thr Ao An electronic version thhls pQSter may be Obtalned by scanning this QR code with your Placebo + Letrozole 48 46 41 39 37 35 32 29 25 21 21 18 16 15 14 12 12 12 8 6 2 1 1 1 0 Placebo + Letrozole 93 92 80 77 74 72 69 65 61 59 55 52 50 47 46 44 41 39 32 18 8 4 3 1 1 1 0 Placebo + Fulvestrant 110 66 47 33 24 17 15 13 10 7 5 3 3 3 2 0 Placebo + Fulvestrant 64 32 19 14 11 5 3 2 2 2 2 1 1 1 1 0 » Across all subgroups from PALOMA-3 included in
ease scan this Quick Response (QR) code wit : smartphone app. Copies of this e-Poster obtained through the QR Code are for personal use : - - s
: : ) N . this analysis, TTC was longer with palbociclib plus ET
your smartphone app to view a plain language t.»-r-a18l only and may not be reproduced without permission of the authors. To request permission T o o . . o . . :
) - =k o or to ask questions about the poster, please contact hope.rugo@ucsf.edu B. TTC in patients with DFI <12 mo TTC in patients with DFI >12 mo B. TTC in patients with nonvisceral disease TTC in patients with visceral disease compared with placebo plus ET (Figure 3).
Summary Of the accepted SCIentIfIC abStra Ct° - ' ) ) 100 Palbociclib + Letrozole (n=230) 100 - Palbociclib + Letrozole (n=214) 100 - Palbociclib + Fulvestrant (n=141) 100 Palbociclib + Fulvestrant (n=206)
#ESMO21 @PfizerOncMed mTTC=45.6 months mTTC=34.4 months mTTC=23.3 months mTTC=15.2 months « Patients without prior Chemotherapy in the ABC
Placebo + Letrozole (n=112) Placebo + Letrozole (n=110) Placebo + Fulvestrant (n=69) Placebo + Fulvestrant (n=105) . . .
https://scientificpubs.congressposter.com/pls/ry5nhlk4ga6rgllp https://scientificpubs.congressposter.com/p/ry5nhlk4gaérglip %0 mTTC=35.2 months 08 MTTC=24.7 months %0 mTTC=17.0 months 50 mMTTC=6.4 months SEtlgng. rl‘%d 5|‘ median TTC OF]: 18-|4 V5b11-9| months in the
3 i} 3 ) 3 ) 3 ) palbociclib plus ET arm vs the placebo plus ET arm,
| | N | . . _ ) ) ) ) respectively (HR, 0.62 [95% CI, 0.48-0.81]); for patients
Reference;. 1. Cardoso F, et al. Ann Oncol. 2020;31(12):1623-1649. 2. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). Breast Cancer. Version 3 60- 3 60- 3 60- 3 60- with prior chemotherapy in the ABC setting, the median
5.2021. National Comprehensive Cancer Network; June 28, 2021. 3. Finn RS, et al. N Engl ] Med. 2016,375(20):1925-1936. 4. Turner NC, et al. N Engl ] Med. 2015,;373(3):209-219. 5. Rugo HS, et al. Breast Q 9 2 s TTC was 14.3 vs 7.3 months (HR, 0.56 [0.39-0.81];
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O | | | | | | | | | | | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | 0044_0089]); for patlents Wlth Vlsceral dlseasel the
0 2 46 8101214161820 22 2426 2830 32 3436 38 40 42 44 46 48 50 52 0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 median TTC was 15.2 vs 6.4 months (HR, 0.58
Time, mo Time, mo Time, mo Time, mo - - Fi
Patients at risk, n ! Patients at risk, n ! Patients at risk, n ! Patients at risk, n ! [044 076]’ Flgure 4B)
Palbociclib + Letrozole 230226 223 217 212 202188 184178 168 163 157 147 143138 136129121103 65 35 19 8 3 2 O Palbociclib + Letrozole 214 210 199 191 181 175 165 157 151 143 132 125122 116 112105 98 88 67 38 23 11 7 2 1 O Palbociclib + Fulvestrant 141 122 100 83 71 59 48 37 30 25 23 16 11 11 8 1 0 Palbociclib + Fulvestrant 206 147 105 77 47 37 32 23 20 17 15 12 10 9 8 3 0 o Median PFS was h|gher in the pa|bOCiC|ib pIUS
Placebo + Letrozole 112 111 106 105102100 94 91 87 79 76 68 64 62 60 54 52 47 35 25 14 6 4 3 2 1 O Placebo + Letrozole 110105 89 84 81 78 73 66 61 60 56 54 52 47 46 44 40 38 28 16 3 2 1 O Placebo + Fulvestrant 69 46 32 27 22 14 10 8 6 4 3 1 1 1 1 0 Placebo + Fulvestrant 105 52 34 20 13 8 8 7 6 5 4 3 3 3 2 0 .
fulvestrant arm compared with the placebo plus
DFI=di free | ; HR=h d ratio; ITT=i TTC dian ti fi b h h TTC= fi b h h DFI=di free | l; HR=h d ratio; ITT=i T TC dian ti fi b h h TTC= fi b h h fUIVEStrant arm across the >dme patlent SUbgrOUpS
=dIsease-Tree Interval; =Nnazard ratio; =Intent-to-treat; m =median time to Tirst subsequent chemotherapy; =time to Tirst supsequent chemotnerapy. =dlisease-free Interval, =Nnazard ratio; =Intent-to-treat; m =medalan time to Tirst subsequent chemotnerapy; =time to Tirst subsequent chemotherapy. .
’ i ’ i ’ i ’ i from PALOMA-3 (Table 4), as previously reported.’?
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