[bookmark: _Hlk200187334]Supplemental Figure 1. A) Quantification of pS6 in control and Tsc2mut/mut neurons. B) Image of NSCs cultured from a CRE electroporated mouse showing RFP recombination (red), GFAP (green), and pS6 (blue). C) Upper-Image of a DNA gel and identification of long-range PCR product demonstrating Tsc2 recombination in NSCs. Lower-Image of a DNA gel and identification of long-range PCR product from non-recombined NSCs. D) Image of a DNA gel and identification of Tsc2 recombination indicated by long-range PCR amplicon from olfactory bulbs from CRE electroporated or contralateral hemisphere. E) Western blots for the mTORC1 substrate Ulk1 in NSCs maintained in complete media and treated with DMSO, 100 nM rapamycin, or 100 nM ATP competitive inhibitor for two hours and lysate collected. F) Western blots for the mTORC1 substrate Ulk1 in NSCs starved for two hours and then refed with complete media and treated with DMSO, 100 nM rapamycin, or 100 nM ATP competitive inhibitor for two hours and lysate collected. Note that pUlK1 is largely rapamycin resistant. ATP=Torin1

Supplemental Figure 2. Acute high-dose Rapalink-1. A-B) Example of Tsc2f/f P60 p4EBP1 (green) staining. Note the presence of p4EBP1 in lesion cells (RFP, red) within the striatum. C-D) Example of P60 pS6 (green) staining. Note the presence of pS6 in lesion neurons (RFP, red) within the striatum. E-F) Example of ~P66 p4EBP1 (green) staining following Rapalink-1 treatment (6 mg/kg) daily. Note the absence or diminished p4EBP1 (green) in lesion cells (RFP, red) within the striatum. G-H) Example of ~P66 p4EBP1 (green) staining following Rapalink-1 treatment (6 mg/kg) daily. Note the absence or diminished pS6 (green) in most cells with the occasional giant cell still slightly labeled. I) Western blot of pS6 and total S6 from hearts of mice treated with DMSO or 6 mg/kg Rapalink-1. J) Quantification of western blot data. Note that while pS6/S6 was decreased, both the phosphorylated form and total form of S6 appeared lower. K) The mTORC1 substrate pS6 and the mTORC2 substrate pAKT are decreased after 6 mg/kg Rapalink-1 treatment. Data are represented as mean ± SEM. Scale bar = 75 mm.  *=p<0.05
