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breast cancer in the real-world setting: Results

Table 1: Patient and tumor characteristics (FAS) Figure 1: Progression-free survival in total and by TFI (FAS)
CDK4/6 inhibitors (CDK4/6i1) plus endocrine therapy (ET) are first-line (1L) standard
of care for patients with HR+/HERZ2- advanced breast cancer (ABC) based upon T°t_~‘=“1268 TF'_>;723m°nths TFLS11:3m°nthS De_nsoc‘)/: ABC
results of the pivotal trials'-5. Treatment-free interval (TFI) is a prognostic factor Ji= ] I =) 10=155) Ji= et
in ABC; a short TFI, a surrogate of endocrine resistance, is associated with more Age at start of 1L treatment [years]
aggrelssive diselase alnd pIOOI;er treat(rjnent outcr(])mesﬁi. Real-worldd(RW) evidencz Median (25%/75% quantiles) ~ 69.6 (60.0—77.6)  70.1 (62.7—77.6)  65.4 (55.0-74.6)  71.2 (60.3-78.1)
. - complements clinical trials by providing insights into patients underrepresente i i : :
. . . . . . . < 0 . - + a . -
D|Scuss|on in clinical trials. Here we present interim analysis 5 (IA5) of the prospective non- 65 years [n (%)] 471 (37.1) 117 (31.4) 66 (49.6) 176 (34.9) A: Progression-free survival of 1L treatment, PAL + ET (n = 1268) B: Progression-free survival of 1L treatment by TFI
_ o _ _ o interventional German and Austrian PERFORM study, conducted five years after 65—74 years [n (%)] 380 (30.0) 134 (35.9) 35 (26.3) 144 (28.6)
PERFORM IAS provides real-world insights into patient characteristics and first patient inclusion, describing real-world characteristics, treatment patterns, and 7579 years [n (%)] 207 (16.3) 61 (16.4) 17 (12.8) 100 (19.8) ; o
effectiveness of 1L treatment with palbociclib + ET. Outcomes were consistent outcomes in patients receiving 1L palbociclib + ET, stratified by TFI from last (neo) | | | | __ 100+ __ 100+ Events FIRHEai [255 L]
Wlth and Comp|ement PALOMA_Z, Supporting apphcabl“ty to routine C”nica' adjuvant therapy to recurrence: <12 months’ >12 months’ and de novo ABC. 280 years [n (%)] 210 (16.6) 61 (16.4) 15 (11.3) 84 (16.7) .°\i. Events Median [95% CI] Io\i >12 months 193 (51.7%) 29.2 [23.3, 33.1]
) )
praCtice_9 This ana|ysis describes effectiveness and QOL by TFI. Sex [n (%)] 2 Total 673 (53.1%) 25.5[23.0, 28.6] 2 <12 months 84 (63.2%) 14.6 [ 9.3, 19.4]
. . . L o Female 1257 (99.1) 372 (99.7) 132 (99.2) 497 (98.6) s 77 5 777 de novo adv. dis. 241 (47.8%)  31.5[26.5, 36.7]
Most patients with available TFl initiated 1L palbociclib + ET after a TFl >12 months or Methods . oo 04 . . & o
. . . . : : : 7 (1. = -
with de novo ABC. Outcomes were more favorable in patients with a TFI >12 months or T o dooint P ot val (1L PES) defined " ©9) ) ©9) 04 g S
de novo ABC than with TFI €12 months. This observation highlights the limited efficacy 'he primary endpoint was first line progression free survival ( ), defined as Menopausal status [n (%] ol o
‘ H oluding ET CDKA4/6i. | _ h hort TE| time from 1L treatment initiation to progression or death. Secondary endpoints oo /Perimenonasal 87 (6.9) 12 (32) 5(11.3) 48 (9.5) = =
of current treatment approaches, including -and _ 6_|a In .patlents wit as _OrJf included 2L PFS (time from 2L initiation to progression or death), PFS2 (time from g | | | | & 2
and underscores the need for novel therapeutic strategies in this subgroup with limited 1L initiation to progression or death during 2L), and overall survival (OS; time from Postmenopausal 1170 (92.3) 360 (96.5) 117 (88.0) 449 (89.1) S . > e
endocrine sensitivity.™ 1L initiation to death). Patients without events were censored at last contact or Not derivable 108) 1 (03) 1 (08) 7 (1.4) = =
initiation of the next therapy line, as applicable. Patient and tumor characteristics (1.e. male patients) | | | | S S
Patients with a TFl <12 months had poorer outcomes across endpoints, consistent with and treatment patterns were summarized descriptively. Time to event endpoints ECOG Performance Status [n (%)] o 0- o 0-
more aggressive disease. Given their frequent exclusion from pivotal trials, PERFORM We_re estimated using Kaplan'Meier methods, with observation period estimated 0 535 (42.2) 156 (41.8) 59 (44.4) 209 (41.5) 0 10 20 30 40 50 60 0 10 20 30 40 50 60
adds valuable real-world data and highlights a substantial unmet medical need. Recent using reverse Kaplan-Meier methodology. Tumor assessments followed local | |
. . L . clinical practice. First line endocrine based palbociclib was defined from initiation ! St ilg) 102 o) o ezl e e Time [months] Time [months]
advances may be relevant: inavolisib (PI3Ka inhibitor) added to palbociclib and fulvestrant o . . o e _
_ , _ _ o of palbociclib or endocrine therapy to discontinuation of combination therapy; 2_4 168 (13.3 40 (10.7 13 (9.8 79 (15.7 : -
(13.3) (10.7) (9.8) (15.7) Number at risk Number at risk
showed encouraging efficacy in PIK3CA-mutated ABC, following recurrence on or within - - - :
ging _ _y _ ’ _9 _ _ endocrine backbone switches were not considered new therapy lines unless due ot assassed | misin S - A — 13 i g — 158 118 = o .
12 months of completing adjuvant endocrine treatment.” Ongoing studies targeting to disease progression. ° | | | | Total 1268 902 554 353 199 45 0 <12 months 133 71 43 36 22 3 0
i I I I I _ _ _ Time since initial diagnosis [years] de novo adv. dis. 504 387 249 153 79 15 0
additional biomarkers may further expand options for patients with short TFI. Seifient remeniad eulceres (FROE) wers sesssscd vsing FACETE & bescline
_ _ _ _ - T - - Median (25%/75% quantiles) 3.0 (0.1-9.7) 12.4 (8.6-16.5)  4.2(2.2-6.7) NA
QOL data by TFI are scarce in randomized controlled trials and real world studies. and. every 3 ceintinss elliae pal.bOC'C“b treatment. .The PIRO EIMEEI et Inalie/ze
_ e _ patients with evaluable baseline and post baseline FACT-B scores. Based on Histology of primary tumor
In PERFORM, FACT-B total -and I_:ACT'G_' Change§ remained W_'th'_n e.stabllshed MID an exploratory I1AS analysis, only change from baseline during 1L treatment was Cribt | 403 000 08 506
thresholds for over 12 months durlng 1L, Irrespective of TFI. This flndlng underscores that evaluated. Clinically meaningful change was defined using established minimally rDTIoTM Careinoma 03) 0.0) 08) 06)
quality of life can be maintained during 1L treatment across TF| subgroups, including in important differences (MID)g. L”gi;‘evgaﬁr;?et carcinomaof 779 (51.4) 231 (61.9) 86 (64.7) 307 (60.9)
patients who are more likely to remain on long-term therapy, such as those with a TFIl >12 asive lobular carcinoma 260 (22.1 66 (17.7 33 (248 130 (25.8)
months or de novo disease. | | | | C: Progression-free survival 2 by TFI D: 2L progression-free survival by TFI
Res u Its Mucinous carcinoma 20 (1.6) 7 (1.9) 0 (0.0) 10 (2.0)
PERFORM will continue follow-up over the next 1.5 years and will further evaluate Tubular carcinoma 8 (0.6) 4 (1.1) 0 (0.0) 2 (0.4)
effectiveness and QOL in additional clinically relevant subgroups. ATIENT FOFLILAITICH Other carcinoma 177 (14.0) 65 (17.4) 13(0.8) 52 (10.3) 100 1001 Events  Median [95% CI]
Between October 27", 2020, and database cut on September 30", 2025, 1,436 - e at initial _ >, >, X >12 months 102 (63.0%)  6.0[4.9, 9.1]
patients were enrolled at 188 study sites across Germany and Austria; all qualified Hmor grading ot Il €lagnesis 3 3 N <1 menths 47 (78.3%)  5.0[3.3, 5.8]
C I - for IA5 (=6 months follow-up). Of 1,389 treated patients, 121 were excluded from G1 86 (6.8) 28 (7.5) 5 (3.8) 27 (5.4) E 75 E 75 "—‘; de nove st s, 961509 73 [ E.6, 5]
onciusions tr]le :‘ullbalnalysis set éFASf, nd= 1f,268) due to off-lab(el uze)(n=52), eligibilliéy viollab’;ilcz)_rlm_ - 820 (64.7) 240 (64.3) 83 (62.4) 350 (69.4) g g 7 | o
: : : . L of eligibility criteria identified after treatment start (n=67) or missing palbocicli = = |
In. thls large prqspectlve non-lnterven.tlonal COh.OI’t, 1L palbociclib plus ET demonstrated start (n=2). At database cutoff, 850 patients discontinued 1L therapy (mainly due to G3 278 (21.9) 65 (17.4) 40 (30.1) 107 (21.2) S Sy, TR S \ o
C|.|nlca”y meanlng.ful real-world effectl\{eness \_’V'th _QOL genetjally Preserved. Outcomes disease progression; n=523 patients). TFl was available for 1,010 of 1,268 treated % 84 (6.6) 40 (10.7) 5 (3.8) 20 (4.0) g \ g 24
differed by TFI, with shorter TF| associated with higher baseline risk features and shorter patients (79.7%). Missing TFI (n=258) was due to the recurrence date before last Location(s) of metastatic sites present at inclusion (i.e., >10%) 5 Events  Median [95% CI] 5 a
PFS and PFS2, while QOL was maintained across TF| subgroups. These descriptive (neojadjuvant dose or aiter inclusion. Median observation time from start of 1L > 254 s12months 150 (40.2%)  39.0 [33.7, 51.4] > 25-
- : SR - o treatment was 36.8 months overall (95% Cl: 35.8—38.2) and 39.3, 37.4 and 36.4 Sl U2 2551(625) e ST = 7 T =
results are consistent with prior trials and real world evidence and support TFI as clinically e TR <19 monthe. TE| 519 Oth e Dot resbactvely 5 <12 months 74 (55.6%)  21.2 [17.4, 37.0] =
- : : - months for <12 months, >12 months and de novo subgroup, respectively. Liver 202 (15.9) 50 (13.4) 35 (26.3) 75 (14.9) a - ' ' 2l ®
relevant factor to inform expectations and patient counseling. 2 de novo adv. dis. 198 (39.3%)  40.9 [37.0, 46.9] 2
Lung 277 (21.8) 84 (22.5) 22 (16.5) 122 (24.2) 0+ 0
PATIENT AND TUMOR CHARACTERISTICS Lymph nodes (distal) 103 (8.1) 32 (8.6) 14 (10.5) 44 (8.7) 0 10 20 30 40 50 60 0 10 20 30 40
Median age at 1L start was 69.6 years (FAS). Patients with a TFI <12 months were Lymph nodes (regional) 119 (9.4) 25 (6.7) 12 (9.0) 60 (11.9) Time [months] Time [months]
younger (median age of 65.4 years) than those with TFl >12 months (70.1 years) and Pleura 142 (11.2) 66 (17.7) 13 (9.8) 37 (7.3) Number at risk Number at risk
de novo ABC (71.2 years); with a higher proportion of pre/perimenopausal patients . . . . >12 months 373 325 220 146 78 23 0 >12 months 162 41 11 3 0
(11 3% vs 3.2% and 9.5%. respectively). Disease site present at baseline of 1L treatment [n (%)] <12 months 133 97 56 38 25 5 0 <12 months 60 10 ) 0 0
| | | | Visceral 632 (49.8) 193 (51.7) 73 (54.9) 240 (47.6) de novo adv. dis. 504 431 296 187 97 16 0 de novo adv. dis. 163 40 17 7/ 1
Invasive breast carcinoma of no special type was the most common histology (>60% Nomvisearal o
across all TF| subgroups). oxc. bor oriy) 144 (11.4) 38 (10.2) 17 (12.8) 55 (10.9)
Patients with a TFl <12 months exhibited a more aggressive disease profile (G3: Bone only 430 (33.9) 126 (33.8) 40 (30.1) 178 (35.3)
30.1%; liver metastases: 26.3%), compared with patients with TFlI >12 months L — 6 14 64 \ s 1 (6
(17.4%; 13.4%) and those with de novo ABC (21.2%; 14.9%). Visceral disease at at inclusion* £l ) 2l .
1L Start occu rred |n 5490/0, 51 7%, and 476% Of patlentS Wlth TFI S1 2 mOnthS, TFI :(S;:g;ocuapnzvci)tthsgtagseélzz‘;ads’easspngfﬁéi;igggf;odnoyfkgstseg?;ie”r:tesé/vDitg.Iocally advanced br.east cancer and patients with removed metastases (surgery, radiation) after initial diagnosis.
>12 monthS and 476% W|th de Nnovo ABC, reSpeCtlvely (Table 1) ® Multiple answers possible. Only locations with more than 10% in one of the subgroups are displayed

EFFECTIVENESS

Table 2: Effectiveness of treatment (FAS) Figure 2: Mean change from Baseline in FACT-B total score and FACT-G score by TFI during 1L treatment (PRO set)
Overall median PFS was 25.5 months (95% CI: 23.0 — 28.6) (Figure 1A) and 14.6
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Limitations include the descriptive, hypothesis-generating design and exploratory
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Radiotherapy 1 (01 %) NA NA NA The minimally important differences (MID) in the positive and negative direction are indicated by black dotted lines.

N corresponds to the number of returned and evaluable questionnaires at the respective time point.
n corresponds to the number of evaluable responses for the respective score at the respective time point.

completion varied over time.

*Category “Other” in TFI subgroups comprises all depicted categories except “(Serious) Adverse Event” and “Progressive disease”.
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