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INTRODUCTION RESULTS

Safety and Tolerability Patients’ Baseline Characteristics by Pulmonary Embolism Patients with Pulmonary Embolism

® Breast cancer is the most commonly occurring cancer in women and the second most common
cancer overall. The hormone receptor-positive (HR+)/Human Epidermal Growth Factor Receptor
2-negative (HER2-) population is the largest subgroup amongst postmenopausal women with me-
tastatic disease representing approximately 65% of cases.

Table 2. Comparison of baseline characteristics between patients with and without pulmonary embolism Figure 3. Study follow-up and reasons for end of treatment in patients with pulmonary embolism

® Neutropenia, leukopenia, ® A total of five patients died

® Febrile neutropenia was re-

anemia, asthenia, arthralgia, oorted in 1.2% (3 patients) due to unrelated AEs: of .
* Cyclin-dependent kinases 4 and 6 inhibitors (CDK4/6i) -palbociclib (P), ribociclib, and abemaciclib- fatigue, and diarrhea were and 0.4% (1 patient) in the them three patients (1.2%) in et (0 AT Pulmonary embolism
are now the standard of care for HR+/HER2- metastatic breast cancer (MBC). In the PALOMA-1 and the most frequent AEs in EP and LP arms respectively the FP arm and two patients aracteristics, n (%) patients Voe
-2, P plus letrozole (L) significantly prolonged progression-free survival (PFS) when compared to L both treatment arms. ’ ' (0.8%) in the LP arm. 110-001 (Disease progression) -
alone in postmenopausal women with HR+/HER2- MBC ", and in the PALOMA-3, the combination Age, median (range) 63 (25-90) 62 (25-90) 69.5 (47-84) <0.01 |
of P and fulvestrant (F) was associated with significant improvements in PFS compared with F plus 307-003 (Disease progression) -
placebo .. . ECOG PS score 0-1 462 (95.1) 446 (95.3) 16 (88.9) 0.221 j :
, o s Incidence Rate of Adverse Events 401-010 (Death) _
® Although venous thromboembolic events have been reported in registrational trials '**), a systema- 2 24 (4.9) 22 (4.7) 2(11.1) ' '
tic review and meta-analysis of randomized controlled trials showed a high rate of these adverse Figure 2. Percentaqge of patients with AEs 502-027 (Unrelated AE) _
events (AEs) in HR+/HER2- MBC patients treated with combined CDKi plus endocrine therapy '°. In - - ' Premenopausal status No 449 (92.4) 432 (92.3) 17 (94.4) 0.737 , , _
addition, rare but severe cases of interstitial lung disease (ILD)/pneumonitis have been observed VRO (Blisezk2 piregftassion) ,
during post-approval use of all CDK4/6i""". Yes 37(7.6) 36(7.7) 105.6) 117-006 (Un related AE) _I
® PARSIFAL is an open-label, randomized, controlled, multicenter phase Il study assessing the efficacy Patients with AEs (%) De novo disease No 288 (59.3) 279 (59.6) 9 (50) 0.415 101-034 (Disease progression) _-
and safety of the combination P+F vs. P+L in terms of PFS in women with HR+/HER2-MBC. . . . .
996 Yes 198 (40.7) 189 (40.4) 9 (50) 408-001 (Di : _
100 — . 992 ISease progressmn) . . . .
O BJ ECT | VE Visceral disease No 253 (52.1) 245 (52.4) 8 (44.4) 0.51 115-007 (Disease progression) _
* To analyze the toxicity profile of patients included in the PARSIFAL study, with particular emphasis OIS IElvee <3 A B Ao 558 19722 0-167 101-054 (Study terminated) _
iven to AEs of special interest of the overall safety population. | ' ' ' ' '
M ETH O DS B Fulvestrant + Palbociclib casUrable disease © (22.6) (22.6) — B (Pleeess proglesen) . : : : : :
Bl Letrozole + Palbociclib Yes SOl Sl ), lelg/zee) 502-002 (Related AE) _
0 Chemotherapy 407-004 (Disease progression) | [
Patients and Study Design | ' ' | | | ' :
| dy Desig | Neoadiwant 46 (95 16008 0 0162 p— B
Figure 1. Study design of the PARSIFAL trial - - - - - - - -
297 Adjuvant 144 (29.6) 140 (29.9) 4(22.2) 0483 B COT I DIEEES plogess o) _
Fulvestrant 7 5.4 Endocrine therapy 302-004 (study terminatec) | [
Key inclusion criteria: SIS LBl Bap Ty Lessl 0- = A - - ) 5 o 15 20 25 30 35 40 45
1 E'R/PR HERD- MBC ' monthly:cl_hereafter AEs Grade 3-4 Related Grade 3-4 SAEs Related AEs leading to Tamoxifen Tamoxifen 177(36.4) 171(36.5) 6(33.3) 0782
‘ HRERS Palbociclib AEE = eletze e >AEs  discontinuation Als Als 115 (23.7) 112 (23.9) 3(16.7) 0.477 Follow-up (Months)
2. No prior therapy for advanced disease 125mg PO, once daily, 3 weeks on, 1 week off , ,
AE: Adverse Events; SAE: Serious Adverse Events Previous AT No 430 (88.5) 414 (88.5) 16 (88.9) 0.53
3. Postmenopausal or premenopausal* N = 486 Bl Time to pulmonary embolism [l Time between PE to EoT
4. Endocrine sensitive criteria: ) oo . M i) 22k AT
Letrozole Table 1. Incidence of AEs of special interest (Safety analysis)
® Relapse >12 months from the end of 2.5mg PQ, once daily, * The analyses were based on Wilcoxon exact test for quantitative characteristics and Chi-square or Fisher exact test for Asymptomatic grade 3 pulmonary embolism was reported in 10 patients on routine 3-monthly CT scan. In addition, in five
endocrine therapy; or continuously Fulvestrant + Palbociclib (N=241) Letrozole + Palbociclib (N=242) qualitative characteristics. patients, pulmonary embolism was detected in the context of progressive disease.
® Endocrine naive o **The antithrombotic medication was based on Adiro. AE: Adverse event; EoT: End of treatment; PE: Pulmonary embolism.
Palbociclib Patients with AEs, n(%) Any grade Any grade o _ , _
125mg PO, once daily, 3 weeks on, 1 week off Als: Aromatase inhibitors; AT: antithrombotic; ECOG PS: Eastern Cooperative Oncology Group, Performance Status.
Thromboembolic events 14 (5.8) 13 (5) 11 (4.5) 7 (2.9)
Stratification factors: Pulmonary embolism* 12 (5.0) 12 (5.0) 6 (2.5) 6 (2.5)
. . Treatment until progressive disease per
® Visceral involvement (No /Yes) investigator or intolerable toxicity Varicose vein 0(0.0) 0(0.0) 2 (0.8) 0(0.0) CO N C L U S I O N S m AC KN OW L E D G M E N TS
® “de novo"/recurrent
. | . . od o Pelvic venous thrombosis 0(0.0) 0(0.0) 1(04) 0(0.0) * The authors would like to thank the patients enrolled in this study and
ER: Estrogen receptor; HER2: Human Epidermal Growth Factor Receptor 2; IM: Intramuscular; MBC: Metastatic breast Jugular vein thrombosis 1(0.4) 0 (0.0) 0 (0.0) 0 (0.0) ® First-line treatment with FP and LP for HR+/HER2- MBC in the 1. Finn RS et al., Lancet Oncol. 2015;16:25-35. ' y J
cancer; PO: Oral administration; PR: Progesterone receptor. PARSIFAL stud fi d : : :
- y confirmed the favorable safety profile, with 2. Finn RS et al., N Engl J Med 2016; 375:1925-1936. . it -
Ischaemic stroke 1(0.4) 1(0.4) 0 (0.0) 0 (0.0) neutropenia representing the most common AE. ) C ot ot N Eral | Mod 2015 179900915 Study sponsored by Medica Scientia Innovation Research (MedSIR).
. . 3. Turner NCetal., N Eng e ; 373:209-2109.
Safety Assessments Ischaemic cardiomyopathy 0(0.0) 0(0.0) o Oy, * Although rare, ILD/pneumonitis occurred in 2.5% of patients. o i
| g Y | Y | 4. Cristofanilli M et al., Lancet 2016. The PARSIFAL study was funded by Pfizer Ltd.
Cerebrovascular accident 0(0.0) 0(0.0) 1(0.4) 1(0.04) * Venous thromboembolic event and pulmonary embolism .
* Safety assessments included blood analysis and collection of vital signs at screening, day 1 of each S incidence rates were consistent with age-specific analyses 5. HortobagyiGNetal,NEnglJMed.2016;375:1738-1748.
: ILD/pneumonitis 6 (2.5) 2 (0.8) 6 (2.5) 3(1.2) £ . -
cycle, and end of treatment/withdrawal. rom PALOMA trials and breast cancer population. 6. Thein KZ et al., Cancer Res 2018;78(4 Suppl):Abstract nr
® Grade 3 and 4 AEs and serious adverse events (SAEs) were assessed to determine the safety and ‘0 ont died due t ted oul bolism in fulvestrant of bociclib arm ® Early detection of these AEs may assist in optimizing their P3-14-02. Conflicts of interest: https://www.medsir.org/parsifal
HR . : . : - ne patient die ue to unrelated puimonary empolism in tuivestrant plus pa IClHI . manhaaement. . .
:[rzlrenr\?r?(l)l;gz;fgr?éﬂ;fi‘%rrexgsenrjsge %(\)/g]nk,)clsn(%c-lr%rxgi/ze(;;he Nattienal Camees msimie (ICl) Cemmmer. ** ILD/pneumonitis includes any reported preferred terms that are part of the Standardized MedDRA Query (narrow scope) J 7. Watson GA et al., Clin Breast Cancer 2019: e186-e194.
Interstitial Lung Disease.
AEs: Adverse Events; ILD: Interstitial lung disease.
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