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1. Background 2. Design (Continued)

Ribosomal S6 kinase (RSK) is situated at the convergence of the PI3K and ERK-MAPK pathways and plays a crucial role in cell growth and survivall. It has been reported that up to 70% of breast Figure 6. Dauntless-1 is a single arm phase 2a trial of PMD-026 plus fulvestrant in 2L-3L  Figure 7. The distribution of RSK expression levels in 30 ER+/HER2- 2L mBC patients

tumors have a high expression of RSK223, which is an indicator of poor prognosis in patients with breast cancer 4. RSK2 binds directly to estrogen receptor alpha (ERa) to promote tumor ER+/HER2- mBC patients with RSK2 high expression (>50%) previously treated with  screened for DAUNTLESS-1 was universally expressed at different levels in the primary
growth and the development of breast cancer in mice> (Figure 1A). RSK1-4 have been linked to endocrine therapy (ET) and CDK4/6 inhibitor (CDK4/6i) resistance, which are common in CD|_<4/6i + ET and with n-o prior exposur.e to a SERD. A.C.AP/C.UA RSK CDx .iS used to screen  breast tumor as well as in distant m(?tastf';\ses,.with the.frequency of high expressi.on_(67%)
patients with HR+/HER2- advanced or metastatic breast cancer (mBC)®. RSK drives resistance by promoting the G2/M phase of the cell cycle and bypassing G1/S control. PMD-026 is a first-in- patients for RSK expression. ESR1 mutatlor]s are quantified via ctDNA testing. comparable to those repprted historical in fche llterature (70%). The majority of
class oral small molecule RSK inhibitor that halts G2/M progression and blocks growth in pre-clinical models of CDK4/6i resistance (Figure 1B). In addition, PMD-026 inhibits the nuclear Figure 6 RSK2+/HR+/HER2- mBC patients were on CDKi:li/gG&;‘gg 12 months or more.

translocation of RSK2 (with no change to levels of nuclear ERa) (Figure 2A). Combining PMD-026 and fulvestrant reduced ERa transcription by 84% as demonstrated by ELISA (Figure 2B). Taken ﬁAUNTLESS-l: Phase 2 PMD-026 + Fulvestram

together, the working model for overcoming CDK4/6i resistant in mBC patients is to combine PMD-026 and fulvestrant (Figure 3). In MCF-7 IBR (a CDK4/6i resistant ESR1 WT breast cancer ZL'3LE%'&f;ﬁfi’;{tgi‘;ym:ém;%:=2°)

model), PMD-026 synergizes with fulvestrant to yield a 7000-fold improvement in the inhibition of tumor growth in soft agar (Figure 4A). Likewise, PMD-026 was synergistic with all oral Eligibility Tissue types tested:
selective estrogen receptor degraders (SERDs) or vepdegestrant (ARV-471) in this model (Figure 4B). » RECIST Measurable Disease or Bone Only Disease oo : _ . Lymph node
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PMD-026 200 mg ELAINE-1 I 20 | 100 1 100 0 37 2.9 4. Discussion (continued) * Preliminary results indicate the combination is tolerable with promising early signs of
Q12H + Fulvestrant PMD-026 P3 Dose CAPItello-291 | 248 | NA 1 70 0 2.6 NA : durable anti-tumor activity in CDK4/6i refractory RSKy, ESR1,, mBC patients.
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