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Objective

To compare the tumor-targeting

effects of nab-sirolimus and The KRAS G12C mutation is the most common KRAS variant in nab-Sirolimus plus a KRAS G12C inhibitor reduced tumor growth Tumor and blood pharmacokinetics of mTOR inhibitors alone or in combination with KRAS G12C inhibitors
non-small cell lung cancer (NSCLC), present in 10-13% of
everolimus when administered advanced non-squamous NSCLC* nab-Sirolimus in combination with sotorasib or adagrasib demonstrated Significantly higher rates of tumor regression >30% were observed for For single-agent mTORi, nab-sirolimus trough concentrations were higher nab-Sirolimus trough tumor concentrations following single-agent
alone or in combination with _ o _ _ significantly greater tumor growth suppression compared with each as nab-sirolimus plus sotorasib or adagrasib compared with single-agent than everolimus trough concentrations in both tumor (39-fold, p = 0.0002) treatment or treatment with nab-sirolimus plus adagrasib were
Two selective KRAS G12C inhibitors, sotorasib and adagrasib, are single-agent treatment and combinations of either KRAS G12C inhibitor with sotorasib (p <0.0001) or adagrasib (p = 0.03) and for nab-sirolimus plus (Figure 2A) and blood (11-fold, p = 0.0660) (Figure 2B) similar (170.1 vs 121.6 ng/g, p = 0.0061), as were trough blood

KRAS G12C inhibitors, and to approved to treat KRAS G12C-mutated, locally advanced or

correlate these effects with the metastatic NSCLC>: however, resistance to KRAS G12C inhibitors everolimus (F|gur.e 1-A-) | | | sotor?5|-b versus.evc?r-ollmus plus sotorasib (p = 0.02) (Fl-gurfe 1B) The tgmgr/blood extraction ra’Fio was significantly higher wi.th . concentrations (Figures 2A and 2C)
impact on tumor growth, tumor poses an ongoing challenge® There was no significant difference in tumor growth suppression between A similar nonsignificant trend was observed for nab-sirolimus plus nab-sirolimus than with everolimus (30.2 vs 7.7, p = 0.030), indicating When nab-sirolimus and everolimus were combined with a
drug sccumulation. and i’nhibition ovel th y e i o nab-sirolimus plus sotorasib and nab-sirolimus plus adagrasib adagrasib versus everolimus plus adagrasib (p = 0.09) (Figure 1B) preferred tumor drug uptake KRAS G12C inhibitor, significantly greater trough tumor
ovel therapeutic approaches, including combination therapy : : e :

s - oations The combination of everolimus plus a KRAS G12C inhibitor failed to improve Treatments were tolerable with no overt signs of toxicity and produced a Compared with single-agent nab-sirolimus, treatment with nab-sirolimus concentrations were observed with nab-sirolimus plus sotorasib

of key downstream biomarkers of across parallel pathways, are under investigation - - - - (85-fold, p <0.0001) or adagrasib (91-fold, p = 0.0021) (Figure 2A)
tumor regression rates over single-agent treatment with either sotorasib or similar body weight change pattern when compared with the saline control plus sotorasib resulted in significantly reduced nab-sirolimus trough tumor ' P ToeEEE g . » P - 8 Al
the mTOR pathway The mTOR pathway is often activated in patients with adagrasib (Figure 1B) (Figure 1C) concentrations (170.1 vs 73.6 ng/g, p = 0.0061), but did not impact trough corresponding with the greater antitumor activity observed with
KRAS mutations and may contribute to resistance to KRAS G12C blood concentrations (Figures 2A and 2C) the nab-sirolimus combinations

inhibitors>°
Figure 1. Tumor volume (A), tumor volume change (B), and body weight change (C) following treatment with nab-sirolimus, everolimus, sotorasib, or
nab-Sirolimus is a nanoparticle, albumin-bound, IV-administered adagrasib, alone or in combination Figure 2. Comparison of trough drug concentrations in (A) tumor and (B, C) blood from mice treated with mTOR inhibitors alone or in combination
MTOR inhibitor (mTORI) approved in the United States for the with KRAS G12C inhibitors
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Treatment fre ?feic ) dose weekly . dm?nl:s(ter:tion 10 Figure 3. Expression of downstream markers of mTOR inhibition following treatment with mTORi and KRAS G12C inhibitors, alone or in combination
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aDoses of mTORis are clinically relevant and equal weekly doses. IV, intravenous; NA, not applicable; Error bars represent standard error of the mean. *Analysis of variance. "Any tumor volume reduction at the final timepoint compared to baseline (start of treatment). Fisher’s exact or Chi-squared test. TGI, tumor growth inhibition.
PO, oral. Note: single-agent dosing regimens were employed in combination treatment groups.
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