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gk Why did we perform this research?
&D To understand if the evidence gaps identified as areas of payer concern during health
technology assessment (HTA) of HER2-negative therapies have subsequently been

Two studies in patients with advanced/metastatic (a/m)BC were identified that link patient preference to PFS as measured by discrete choice
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. # of experiments, although another study shows that physical mobility and OS are of higher importance than PFS in relation to cancer treatment 234
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addressed and could be used to justify accelerated access for future HER2-low therapies references | . iion* In the first DCE study, 282 patients with mBC responded to an online questionnaire exploring the relationship among PFS, QoL, importance of
launching with immature data, we aimed to answer the following questions: treatment outcomes, and preferences. When asked which of the two scenarios (16- or 12-month PFS) patients prefer assuming OS and side
_ - o _ _ — Two discrete choice experiments (DCES) effects are the same, 63% preferred 16-month PFS, 26% were unsure and 12% preferred 12-month PFS (p < .001)?2
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review so far? = between PFS and morbidity, | disease progression is linked to Reinisch et al. (2021) showed that patient’s physical mobility (19.4%) and OS (15.2%) were of higher importance than PFS in relation to
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key concerns and determined, through a targeted literature review (TLR), what, if any, g confirmed the initial reported 113 hits 28 confirmed initially reported PFS outcomes > Both CDK 4/6 therapies demonstrated PFS benefit at initial submission, indicating PFS could serve as indicator for longer-term OS benefit
additional evidence has Subsequently been generated that addressed these concerns outcomes in HR+ or HR-, HER2- and furthermore showed OS benefit after v Athird CDK 4/6 inhibitor (palbociclib) have also published more mature OS data which, although have not reached statistical significance (p =
What the findi f thi h and what the implicati 5 negative mBC patients? having more mature data available 0.09), could do so with more mature data, further strengthening the value of PFS as an indicator of OS
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BC ¢ 99 dd d with sub f ted evid Thi ) g RO4: For a given targeted thera PFS outcome identified for palbociclib Other targeted therapies (alpelisib, talazoparib and olaparib) in HER2-negative mBC have reported non-statistically significant median OS in mBC
m : agents were addresse ’ with subsequently genera _e evigence. '_S may give _ i HIéRZ-negative mIgC does a 24 where its use in 1L or 2L was associated for the ITT population, despite having significant PFS benefit > 13-14, However, these therapies are studied in biomarker subgroups that have
confidence around accelerating access for future therapies where the evidence base is e i tr?eatment Iiné — 519 hits 2 with better PFS and OS compared to use in relatively low prevalence amongst the BC population (e.g., ~5% for germline BRCA) which limits the sample size for the studies and hence, their
not as mature = =315 ability to demonstrate statistically significant improvements in OS

—& PFS and OS outcome? _ : :

O — Association between earlier treatment “_”el4 However, subsequent readouts has shown olaparib provide a +7.9 months nominal statistically significant OS benefit (p=0.02) compared to TPC
c:; and further OS benefit shown for olaparib for 1L patients, supporting the findings that OS benefit is greater in mBC treatments by treating earlier
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1L CDK 4/6 therapy + ET increase OS compared to chemo or endocrine monotherapy

Poster presented at ISPOR Europe 2021 by Eirini Anastasaki _ _ _ . _ .
A retrospective RWE study of 16,017 mBC patients has shown that 1L treatment with CDK 4/6 combination therapies resulted in increased OS

compared to 1L treatment with chemo or endocrine monotherapy followed by CDK4/6 combination therapies, whilst time to next treatment from
start of CDK4/6 therapy was similar irrespective of line of treatment.1°
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