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Interventional Study PERFORM

Background

CDK4/6 inhibition (CDK4/6i) plus endocrine therapy (ET) is standard of care in first-line (1L) setting for patients

Table 1: Patient and tumor characteristic Table 2: Individual treatments in the 2L subgroups*

with HR+/HER2- advanced breast cancer (ABC) based upon results of the pivotal trials’=>. The rapidly evolving Patients at start of 1L Patients who started 2L CTx (n = 205, 41.1%) Targeted Therapy (n = 98, 19.6%) CDKA4/6i (n = 97, 19.4%) ET mono (n = 86, 17.2%)
therapeu“C Iandscape, with new treatment options after failure of first-line CDK4/6i + endocrine therapy (ET)’ raises e _— Capecitabine 50 (24.4) Everolimus; Exemestane 58 (59.2) Ribociclib; Fulvestrant 21 (21.7) Fulvestrant 43 (50.0)
questions about optimal treatment sequences that can only be addressed through real-world data in the absence Age at start of respective treatment line [years] ' ’ ' — ' '
C I n of prospective clinical trial evidence. Here, we present real-world data from the pre_p|anned interim analysis (|A) 5 Median (25%/75% quantiles) 69.6 67.2 Capecitabine; Bevacizumab 26 (12.7) Capivasertib; Fulvestrant 10 (10.2) Ribociclib; Letrozole 19 (19.6) Elacestrant 27 (31.4)
O n C u S I O n S of the prospective non-interventional German and Austrian PERFORM study, conducted five years after inclusion (60.0-77.6) (594 =75.7) Paclitaxel; Bevacizumab 23 (11.2) Alpelisib; Fulvestrant 8 (8.2) Abemaciclib; Letrozole 14 (14.4) Exemestane 6 (7.0)
y y
: L . of the first patient, focusing on treatment patterns and outcomes for patients in the second-line (2L) setting after 1L <65 years [n (%) 471 (37.1) 219 (43.9) , , — .
PERFORM I|AS5 provides real-world-insights into 2L treatment patterns and outcomes sElans C”bp J P P (2L) J o570 yomre 1 0] 50.600) 5087 Paclitaxel 23 (11.2) Olaparib 7(7.1) Palbociclib; Fulvestrant 11 (11.3) Tamoxifen 5 (5.8)
. O . . . —74 years [n (% : :
following 1L palbociclib + ET. In the 2L setting, a range of treatment strategies were used, Nab-Paclitaxel 9 (4.4) Everolimus; Fulvestrant 5 (5.1) Abemaciclib; Fulvestrant 10 (10.3) Letrozole 3 (3.5)
: . : . : . 75-79 N (%)] 207 (16.3 63 (12.6 ; . ;
with outcomes varying in routine clinical practice. Notably, chemotherapy remained the years [n (%) (16.3) (12.6) o ADG Subaroun 116 patents receved T0Xa.
most frequently used option. These findings provide context for real-world sequencing after Methods R e ) Sk e R
CDK4/6i exposure in an evolving and rapidly changing therapeutic landscape. Sex atinclusionin (%)] : : S -
We report results of the IA5 of PERFORM (NCT04767594), an observational, prospective, non-interventional N 1257 (99.1) 193 989 Table 3: Patient and tumor characteristics of 2L subgroups
study designed to generate real-world evidence on effectiveness, safety, tolerability and patient-reported outcomes o 109) 6(12)
(PRO) in patients with advanced or metastatic HR+/HER2- breast cancer initiating 1L palbociclib + ET and during CTx (n = 205) (T:'Eggd UL 2 CDK4/6i (n = 97) ET mono (n = 86)
¥ g subsequent treatment lines in Germany and Austria. The primary endpoint is progression-free survival (PFS) in Menopausal status at inclusion [n (%)]
q- y . P Y . P Prog . ( ) . . Age at start of 2L treatment [years]
|S C U Ss | O n 1L, defined as start of 1L treatment to first progression or death, whichever occurred first. A secondary endpoint is Pre-/Perimenopausal 87 (6.9) 37 (7.4)
_ . o _ _ o PFS of second-line treatment (2L-PFS), defined as start of 2L treatment to first progression after start of 2L therapy Median (25%/75% quantiles) 04.9 or1 or.3 720
The IAS of the PERFORM non-interventional study offers deeper insights into patient characteristics or death. In the 2L population, treatment cohorts were defined according to the documented 2L therapy received. Fostmenopausal 170 023) OO 0 O7:97159) (9917748) (09:57763) (0467759)
and the effectiveness of 1L treatment with palbociclib + ET, as well as subsequent treatments in a Patients without tumor progression or death at the time of analysis were censored at the date of last contact or at the Not derivable 11(0.9) 6 (1.2) <65 years [n (%)] 106 (51.7) 43 (43.9) 42 (43.3) 22 (25.6)
real-world setting. The effectiveness data on 1L palbociclib + ET from PERFORM are consistent with start of next-line therapy, whichever qccurre(_d first. Another secondary endpoint is PFSZ_, defined as time from §tart ECOG Performance Status at start of respective treatment line [n (%)] 65-74 years [n (%)] 55 (26.8) 32 (32.7) 23 (23.7) 27 (31.4)
el eslaEnEn ekl eiftine (R MRkl [eslEm HAS s 288 mentisiin (o eveelipestiEen (0S), cofined as time rom the stat date of 1L treatment o eath from any causs, Patent and tumor characteritics ° 120
(median overall survival is immature). and treatment patterns were assessed using descriptive statistics. Time-to-event endpoints were estimated using 1 925 (1.5 105 20, “COUES 0L 0 S =i ) = el
_ _ o the Kaplan-Meier method. The observation period was estimated using reverse Kaplan-Meier method with last 2-4 168 (13.3) 34 (6.8) Sex [n (%)]
PERFORM also captures data on treatments applied after 1L treatment failure, providing rare documented visit date as event date and date of death as censoring date. Tumor assessments were recorded and A — o —— Female 200 (97.6) 97 (99.0) 97 (100.0) 86 (100.0)
prospective insights into the rapidly evolving 2L treatment landscape. In the ongoing observation, evaluated according to local medical routine standards. 1L palbociclib treatment is defined as time from treatment _ | _ ., ol 5 20 (10 0(00) 000)
41.1% of patients received CTx in the 2L setting, making it the most frequently used treatment. In Ztart of ei;t:her ET Or: palbociclib until disc]iontinuation 01(’j both sutl):;s.ltjances. In case p;aEIt_JrocicIib vr;/as discontigu?d edarlier Received (neojadjuvant systemic therapy [n (%) . e ) | | | |
: : - : : ue to safety or other reasons except of progressive disease . termination o monotherapy was defined as Yes 120 (9.5) 59 (11.8) enopausal status [n (%
para”el.’ ) D] EIE ©f non-CTX gpp TEEITNSS WEE apphed, hlgh.llghtlntq g _h_eterogenglty 2 tr.e Uil end of 1L. Ayswitch of ET was not dgcumZntgd as a subseque(nt IiLe of therapy, unless it was dugyPD. In contrast, a No 1148 (90.5) 440 (88.2) Pre-/Perimenopausal 17 (8.3) 10 (10.2) 7(7.2) 3(3.5)
stratggles used after 1L 9DK4/6 inhibitor plus endOC”r_‘e th_er_apy In routine C“n_'Cal praptlce. Patients switch of palbociclib to another therapy (including another CDK4/6i) other than ET monotherapy was documented as _ o | | oostmenonaysa 183 (89.3) 57 (35.8) 00 (928) 53 (96.5)
receiving chemotherapy in 2L more often presented with clinical features consistent with a more subsequent therapy independently of the reason. Therefore a switch to another therapy (except ET monotherapy) e NA g | | | |
aggressive disease course, such as shorter 1L PFS and a higher prevalence of visceral involvement, due to AE or patient wish or physician decision is documented as 2L even if it is technically still in 1L treatment. <6 months 112 (22.4) Not derivable 5 (24) 1.9 0(0.0) 0(0.0)
likely influencing physician treatment choice in routine practice. At the same time, the high proportion Based on data from IAS, we describe .real-world ﬁlatientfand disear\]se c4haracte.r|st|ci, treatment pattesz, and provide S et 116 (23.2) ECOG Performance Status at start 2L [n (%)]
of patients receiving chemotherapy reflects the treatment landscape at the time of data cut-off, before ?huiicggt]: gjtta 127 [meis e 1,000 prelients ereiEl @i o mMei® e 200 [pEliRn e newig) ESenee 25 IEaimEt £ 12-18 months 104 (208) 0 20 (9.8) 15(15.3) 17 (17.5) 8 (9.3)
molecular therapeutic options became broadly available. Future analyses will help to determine whether ' N — 167 (33.5) 1 46 (22.4) 18 (18.4) 20 (20.6) 15 (17.4)
the increasing availability of novel therapies will progressively reduce reliance on chemotherapy in this De novo advanced disease at initial diagnosis NA 2-4 24 (117) 1(1.0) 3 (3.1) 5 (5.9)
setting. Median PFS in the overall 2L population was 6.0 months and varied by treatment strategy, with Re SuU |ts Vos I — Notjassessed)/\missing? 115 (56.1) 64 (65.3) 57 (58.8) 58 (67.4)
the. nurnencally Ipngest PFS observed in patients receiving a CDK4/6 inhibitor in Consecytlve Ilnes,. | ATIENT POPULATION . 764 (60.3) De novo advanced disease at initial diagnosis [ (%)]
which is at the higher end of what has been reported to date’-®. In PERFORM, some patients classified . . . .
. . . . . . . . Brain metastases present at start of 2L [n (%)] NA Yes 53 (25.9%) 39 (39.8%) 36 (37.1%) 33 (38.4%)
as receiving 2L therapy had discontinued first-line treatment without documented disease progression. Between October 27", 2020 and database cut on September 30", 2025, 1,436 patients were enrolled at 188 study i oas No 152 (74.1%) 59 (60.2%) 61 (62.9%) 53 (61.1%)
As a result, especially the 2L CDK4/6 inhibitor cohort may have been enriched for patients with more sites across Germany and Austria. Of these, 1,389 patients initiated 1L treatment. Following exclusion of 121 treated resen 5:8)
. . . . Pgr . . . . i ts. d t ff-| bel _52 t-b li id tf ti fi I - / I ion criteria violation n _67 Not present 480 (96.2) Time since initial diagnosis [years]
indolent disease or sustained endocrine sensitivity, which likely contributed to the comparatively patients, due to off-label use (n=52), post-baseline identification of inclusion/exclusion criteria violations (n=67), | | | -
prOlonged PFS Observed. or because palbOCIC“b or endocrine therapy was not started (n = 2)= the full ana'VSIS set included 1 =268 patlents. At Disease site present at baseline at start of respective treatment line [n (%)] Ic\j/::s;asr;(25%/75 % quantiles) for patients with non- de novo advanced 3.6 (0.2-7.3) 2.3(0.1-8.8) 4.7 (0.1-11.3) 5.5(0.2-11.1)
database cutoff, 850 had discontinued 1L therapy, mainly due to disease progression (523 patients) (Table 4). For Viseral — —— _
" . el H half - PERFORM | il 499 patients 2L treatment was documented, with median observation time of 22.1 months (95 % CI; 20.7, 23.8) from ' ' AUELDN EAIE TS| (0]
P_ER';ORM Wi _Cz?t_'”tuetho g_"Vt'L_’E ?_Ver tfz Cth Ct’”e at”d_ 2 | 5(‘1 | yefhrs- ﬁ“tutr_e ) anl'f‘t YS?T_]:’V'_ start of 2L treatment. Non-visceral only (excl. bone only) 144 (1.4) 38 (7.6) <6 months 63 (30.7) 14 (14.3) 25 (25.8) 7(8.1)
Ive deeper INSi INTO the distripution O reatments Inciudin e erecliveness an uality ot lite In
?otal andpof indivgidual oL treatment cohorts J Aty PATIENT AND TUMOR CHARACTERISTICS AND TREATMENT PATTERNS ACROSS SECOND-LINE sone ony 9039 2150 6-12 months 47(229) 25 (255) 22 (227) 19 (22.1)
' TREATMENT COHORTS No metastases present at start of respective treatment line* 62 (4.9) 72(14.4) 12—18 months 40 (19.5) 25 (25.5) 18 (18.6) 16 (18.6)
Median age at start of 1L was 69.6 years, 417 (32.9%) were 75 and older. 632 (49.8 %) patients presented with Missing 1(02) =18 months 55 (26.8) 34 (34.7) 32 (33.0) 44 (51.2)
visceral disease. At start of 2L treatment, median age was 67.2 years, 137 (274 %) were 75 years or older. 305 ;‘nﬁ;tl)%:gggov;ii’;hout metastases present at 1L or 2L treatment includes patients with LABC and patients with removed metastases (surgery, radiation) after Brain metastases present at start of 2L [n (%)]
(61 1 %) patients presented with visceral disease (Table 1) | . 2 ECOG performance status at start of second-line treatment was frequently missing due to real-world documentation practices. Present 12 (5.9%) 2 (2.0%) 1(1.0%) 3 (3.5%)
A treatment regimen containing chemotherapy was used in 205 patients (41.1%). A total of 98 patients (19.6 %) ot t 193 (041 06 (65.0% 06 (66.0% 03 (06,59
received targeted therapies, 97 patients (19.4 %) CDK4/6i-based 2L therapy and 86 patients (17.2%) ET orpresen (94.1%) (96.0%) (99.0%) (9.5%)
monotherapy. For 13 patients, the use of antibody-drug conjugates as 2L treatment was documented (Figure 1). The Figure 1- 2L treatments Disease site present at start of 2L treatment [n (%)]
5 most common regimens for the most common 2L cohorts, are depicted in Table 2. All patients in the ADC group Visceral 151 (73.7) 55 (56.1) 49 (50.5) 40 (46.5)
received T-DXd. In the CTx cohort, 50 patients (24.4 %) received capecitabine monotherapy and 26 (12.7%) patients Non-visceral only (excluding b v 1507.3) 5 (6.2) 2 72) 2 61
. o o . o o . - 0 — on-visceral on excludin one on . . . .
received capecitabine in combination with bevacizumab. In the targeted therapy cohort, 58 (59.2 %) patients were Treatment strategy of 2L therapy (n=499), % 2.6 g ° Y
treated with everolimus+exemestane. After 1L palbociclib, ribociclib+fulvestrant was the most common regimen used Bone only 24 (11.7) 20 (20.4) 19 (19.6) 19 (22.1)
in 21 (21.6 %) patients and in combination with letrozole in 19 (19.6%) patients in the CDK4/6i cohort. For patients No metastases present at start of 2L* 15 (7.3) 15 (15.3) 21 (21.6) 20 (23.3)
with endocrine monotherapy in 2L, in 43 (50.0 %) patients fulvestrant was used. B Chemotherapy-based .
. L. . : : . Missing 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0)
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. Samuel Eziokwu A, Varella L, Lynn Kruse M, et al. Real-world Outcomes of Cyclin-dependent Kinase Inhibitors Continued Beyond First Disease Progression in Hormone Receptor- 4.0 months in the ET mono cohort, respectively (Figure 2B). 58 (67.4%)  4.0[3.0, 5.6] 12-month rate [% (35% CI)] 90.2% (88.4,91.7)
positive Metastatic Breast Cancer. Clin Breast Cancer. 2021;21(3):205-209. doi:10.1016/j.clbc.2020.09.010 FURTHER TIME TO EVENT ANALYSES < 751 62 (63.3%)  5.9[4.8, 9.1] 24-month rate [% (95% CI)] 76.7% (74.1, 79.1)
e of _ | | | | | Figure 2A: Progression-free survival of 2L treatment (n=499) ; Reason for end of palbociclib treatment [n (%)]
Conflicts of Interest: _ _ _ _ _ _ _ , _ The estimated median PFS of 1L was 25.5 months (95% ClI: 23.0—28.6). The median PFS2 from first- to second-line 2
Michael Patrick Lux: Honoraria, Consulting or Advisory Role, Speaker’s Bureau, Responsible Investigator Study Site, Travel/Accomodation Expenses | Matthias Korell: Responsible % Cl- 33.0—-40.6 4 Progressive disease 523 (41.2)
Investigator Study Site | Georg Pfeiler: Honoraria, Consulting or Advisory Role, Speaker’s Bureau, Responsible Investigator Study Site, Travel/Accomodation Expenses | Thomas treat.ment tO.’[a|. was 36.6 months (95 0 i .0-40.6). . _ £ ol
Gabrysiak: Responsible Investigator Study Site | Thomas Fietz: Consulting or Advisory Role, Responsible Investigator Study Site | Mustafa Deryal: Responsible Investigator Study Median OS is immature as, at the time of database cut-off, only 411 patients of the Full Analysis set FAS (32.4 %) 1001 2 (Serious) Adverse Event 157 (12.4)
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