
High levels of RSK2 in breast cancer patients is associated with longer PFS in patients treated with PMD-026, a first 

in class RSK inhibitor

BACKGROUND

• RSK2 (p90 ribosomal S6 kinase 2) is an 

important driver for breast cancer (BC) and is 

associated with poorer prognoses

• RSK2 is highly activated in ~70% of cases, 

across all subtypes of BC1

• RSK2 was discovered as a novel drug target 

for triple negative breast cancer (TNBC)2 and 

nuclear expression leads to the development 

of breast cancer in mice3

• PMD-026 is a first in class, oral RSK inhibitor 

being developed alongside a companion 

diagnostic measuring activated RSK2 in 

tumor tissue 

STUDY OBJECTIVES
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CONCLUSIONS

P4-01-16

A. Exposure was achieved in the desired preclinical range is seen following oral dosing 

of PMD-026 at the RP2D of 200 mg Q12h on cycle 1 day 15 (continuous dosing)

B. A food effect (FE) sub-study of 12 patients showed:

- there was no significant change in exposure AUC in fed vs fasted

- there was greater variability in Tmax and a decrease in Cmax in fed vs fasted

Based on the FE data PMD-026 will continue to be administered without food.

• We thank the patients and their families who took part in this study, as well as the staff, research coordinators, and 

investigators at each participating institution.

• SciQuus Oncology, Inc. and Cardiff Clinical, Inc. provided support in the development of this poster.

Figure 2. Stable tumors and tumor shrinkage in heavily pretreated TNBC 

(patients with measurable disease n=23)

The objectives of this analysis of Phase 1/1b escalation/expansion cohorts from a first 

in human trial of PMD-026 were to:

• evaluate safety in metastatic BC patients

• identify subgroups, among 30 efficacy evaluable patients, who can benefit from 

PMD-026 treatment

• evaluate the pharmacokinetics of PMD-026 in breast cancer patients dosed at the 

RP2D of 200 mg Q12h 

• evaluate the effect of food on the pharmacokinetics of PMD-026 following a single 

200 mg dose
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PHARMACOKINETICS

Table 1. Treatment related adverse events 

(TRAEs) in ≥10% of patients in the escalation 

and expansion cohorts
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A. The overall PFS of the study population was 1.3 months.

B. Median PFS is significantly longer in BC patients that had ≤5 compared with >5 lines of prior therapies (HR, 0.19; 95% CI [0.06–0.52], p=0.0014).  

C. Median PFS with ≤5 prior therapies and high RSK2 H-score was longer than with a low RSK2 H-score,  4.3 vs 1.3 months, respectively (HR, 

0.12; 95% CI [ 0.02-0.06], p=0.0075).

D. Median PFS with ≤5 prior therapies and high RSK2 H-score was longer than with a low RSK2 H-score,  4.8 vs 1.3 months, respectively (HR, 

0.07;95% CI [ 0.02-0.36], p=0.0012).

Figure 3. Kaplan-Meier progression free survival (PFS) analysis in subsets of patients dosed with PMD-026 
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Safety – TRAEs were generally mild (G1/2) with some G3, but no G4 events

Clinical activity - subgroup analysis of patients treated with PMD-026 demonstrates:

- Longer time on treatment in BC patients with high RSK2 in both de novo TNBC and 

refractory CDK4/6i HR+ patients 

- Longer PFS in BC patients who had very high RSK2 (H:Score 180) and ≤5 prior 

therapies.

- Disease  stabilization in 48% of heavily pre-treated TNBC patients 

- PK: the first orally available RSK inhibitor, PMD-026 exposure was achieved in the 

desired range in patients and was better administered without food

In Summary: 

PMD-026 has promising activity in RSK2+ breast cancer patients with fewer lines of 

prior therapies.

Possibly/Definitely related events

PMD-026 in heavily pre-treated 

mBC patients (n=41)

• Escalation 25 -200 mg QD; 200 –

300 mg Q12h

• Expansion RP2D 200 mg Q12h

• PMD-026 monotherapy was 

generally well-tolerated with 

mostly low grade TRAEs

• Fatigue and nausea were the 

most common TRAEs in the 

escalation and expansion 

patients 

• G1/2 TRAEs were mostly GI 

related with no G4 events

• G3 TRAEs in the expansion 

patients dosed at the RP2D were 

AST & ALT increase and 

decreased lymphocytes

Figure 1. Time on treatment (all evaluable patients n=30)
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• Stabilized tumor growth in 48% (11/23) of heavily pre-treated TNBC 

patients with measurable disease, is consistent with the mechanism 

of action (MoA) of PMD-026 (Fig. 2)

• Best patient response was in de novo TNBC with high RSK2*; stable 

breast /lymph node lesion size decrease were observed following 

PMD-026 treatment (Fig. 2)

*Definitions: “De novo” TNBC (patients with <10% ER, PR and HER2 at initial diagnosis) and “Secondary” TNBC (patients who were initially diagnosed with ER+, PR+ or HER2+ BC but 

lost ER/PR/HER2 expression). RSK2 IHC H scores are high (≥140) and low (<140) based on a bridging study conducted with Roche (post submission of SABCS 2022 abstract). 103-

0001 was considered borderline high with HScore:140 and 10% 3+ nuclear staining. Unaudited data cut Sep 2022 

• De novo TNBC and CDK4/6i refractory HR+ patients had longer 

time on PMD-026 treatment (Fig. 1)

• The disease control rate (DCR) was 40% and there was reduction 

in measurable tumor in 20% of patients (n=30) (Table 2)

• Subgroup analysis revealed specific subsets of patients that 

responded to PMD-026 treatment (Table 2)

• Best response was observed in de novo TNBC with high RSK2* 

(n=10) with DCR of 70% and tumors decreasing in size in 40% of 

that subgroup (Table 2) based on H:Score 140. 

Table 2. Subgroup analysis of evaluable patients to identify best disease 

and tumor responses to PMD-026 treatment

Figure 4. PK at the RP2D and food effect on PK of PMD-026 

Event All Grades (%) Grade 3 (%) Grade 4 (%)

Fatigue 16(39) 3(7)

Nausea 14(34)

AST increased 10(24) 5(12)

ALT increased 8(20) 3(7)

Vomiting 7(17)

Rash maculo-papular 6(15)

Diarrhea 6(15)

Lymphocytes decreased 5(12) 2(5)

Constipation 5(12)

Dehydration 4(10) 1(2)

Decreased appetite 4(10)

Stomatitis 4(10)
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