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Background Findings

" MIR injury causes focal tissue scarring and Initiates an = Clinically significant protection against left ventricular dysfunction at 7 days post-MIR
excessive Immune response Ieadlng t0O scar expansion, -

adverse remodelling and LV dysfunction, predisposing patients Compared to SAL and ISO, at 7d post-MIR surgery (n=3grps x 15/grp), anti-CD14 treatment significantly improved LV EF by >30 %
with poor LV function at admission (EF<40) to debilitating heart (332 vs 25+1 in SAL, 24+2 % in ISO, p<0.001); stroke work by >38 % (1662+69 vs 1103*x63 in SAL, 1201£96 mmHg x ul In
failure with reduced ejection fraction (HFrEF)! 1SO, p<0.001), -dV/dT by >24 % (-867+=67 vs 56330 in SAL, 70059 ul /s in ISO, p<0.01) and peak power by >70 % (14.4+2.8
vs 6.7%x0.7 In SAL, 8.4%x1.1 mmHg x ml /s in ISO, p<0.05), see Fig 5A-D.

= CD14 is a master regulator of the macrophage response to
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T(? assess sa.\fety,.{mmur.\ologlcal modulatl_on a_nd QardIODFOteCt!On Fig 5. LV function 7 days post-MIR A) Representative echocardiographic images at end-diastole and -systole, B) corresponding echocardiographic parameters,
with CD14 inhibition given at reperfusmn IN rgorous murine C) representative arterial blood pressures (upper) and pressure-volume loops (lower), and D) corresponding haemodynamic parameters. Scale bar 2mm.
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Fig 1.. Three-phase prgcl?nical trial design Hypothesis-driven studies were .performed ASSOCiated Wlth mOdUIatiOn Of macrophage pOpUlation phenOtypeS at 3 daVS pOSt'MlR

in series and parallel with independent cohorts for End-D1, D3 and D7 endpoints.

No differences were observed in area-at-risk, fibrosis, relative abundances of viable leukocyte sub-populations counted by either
flow cytometry or immunohistochemistry of CD68+ cells in whole left mid-ventricular sections; or any measure of echocardiographic
LV function at 3 days post-MIR (all ANOVA p>0.05), data omitted for space. However, principal component analysis of bulk tissue
RNA sequencing (RNAseq) data indicated deviations from saline and isotype controls with anti-CD14 treatment, further explored
with single cell RNAseq (corrected for false discovery rate, p<0.01), shown below.

Statistics One-way ANOVA and Tukey (parametric) or Kruskal-
Wallis (non-parametric) post-hoc tests were applied while blinded.
All graphed data presented as mean=SD, in-text as mean=SE.
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ruptured vessel durmg Fig 2. Example of ST-segment Elevation (STE) after
Catheterisation)_ left anterior descending coronary artery ligation in mice

Significantly differentially expressed (DE) marker genes for each cell subset are shown (Fig 8A). Cell type proportions were similar
between groups, with Mac 1 cells representing approximately 75% of total sorted cells in each group (Fig 8B and 8C).
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frequency echocardiography (D7), for relevant power calculations.
Conclusions & Future Translation
Anti-CD14 treatment given at reperfusion:
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 |Is associated with modulation of macrophage phenotype at 3 days and subsequent macrophage abundance at 7 days post-MIR



