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Extended Data Fig. 8 | DM-hCOs to predict positive inotropes.  
a, DM-hCO responses to drugs modulating L-type calcium channel  
(BAYK-8644), β-adrenergic signaling (isoprenaline), α1-adrenergic signalling 
(phenylephrine) or Na+, K+ - ATPase (ouabain). n = hCOs. b, DM-hCO responses  
to phosphodiesterase inhibition using milrinone (PDE3/PDE4) and rolipram 
(PDE4). n = hCOs. c, Isoprenaline dose-response curves with 10 μM and/or  
30 μM milrinone. n = experimental averages from 3 different cell lines.  
d, EC50 of isoprenaline from the min-max scaled curves in c. e, DM-hCO 
responses to sarcomeric acting inotropes targeting troponin (CK-136) or myosin 
(omecamtiv mecarbil and danicamtiv). All experiments were performed at 

0.6 mM Ca2+ by mixing weaning medium made in RPMI and DMEM base. Data 
are mean ± standard deviation. Functional parameters were normalized to 
non-dosed hCOs then DMSO controls (a, b, e) or as described on the y-axis (c). 
Richard’s 5 parameter dose-response was used to fit the curves. Mixed-Effects 
testing with Dunnett’s multiple comparison tests (a, b, e), two-way ANOVA with 
Dunnett’s multiple comparison tests relative to DMSO (c) and one-way ANOVA 
with Dunnett’s multiple comparison tests relative to DMSO (d). Corrected 
p-values are only shown for the highest concentration and intermediate 
concentrations where Tr50 is impacted (a, b, e). **** P < 0.0001.
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Extended Data Fig. 9 | Modelling and drug testing in DSPmut hCOs. a, Rate 
in hCOs in different experimental batches. n = hCOs and each bar is a different 
experiment. b, Tr50 versus rate in DSPcorr hCOs with 50–80 bpm highlighted. 
n = 90 hCOs from all DSPcorr experiments in a. c, Contraction parameters with 

treatment of INCB054329 and danegaptide in DM-hCOs (as per Fig. 7a). n = hCOs 
pooled from 3–4 experiments. Two-way ANOVA with Sidak’s multiple comparison 
tests between lines for DMSO or relative to DMSO for DSPmut (c). **** p < 0.0001.
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Extended Data Table 1 | Comparison of DM-hCO drug sensitivities with in vivo derived heart muscle or cardiomyocytes
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