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Figure S1. Optimization of DAPT Concentration and Time of Exposure, 

Related to Figure 1. 

 (A) Analysis of Myh6 expression by q-PCR in MHC-GFP MEFs infected with 

GHMT and treated with DMSO (vehicle), or DAPT at the indicated 

concentrations for 15 days. (B) Analysis of the expression of different cardiac 

markers in MHC-GFP MEFs infected with GHMT and treated with DMSO 

(vehicle), or DAPT for the indicated periods of time. Values correspond to the 

average of three independent biological replicates and s.d. *p < 0.05;  

**p < 0.01; ***p < 0.001 

 

 



  
Figure S2.  Notch Inhibition Enhances Cardiac Reprogramming in MEFs 

and TTFs Without Affecting Cell Proliferation, Related to Figure 1. 

(A) Flow cytometry proliferation analysis in MEFs infected with GHMT, and 

treated with DMSO (vehicle) or DAPT for 7 days. (B) q-PCR analysis of RNA 

from MHC-GFP MEFs infected with GHMT and treated with DMSO (vehicle), 

DAPT or DBZ for 2 weeks. (C) Representative images of immunostaining 

showing GFP, cTnT and -actinin expression in MHC-GFP MEFs infected with 

GHMT and treated with DMSO (vehicle), DAPT or DBZ for 2 weeks. Scale bar, 



200 M. (D) q-PCR analysis of RNA from TTFs infected with GHMT or AGHMT, 

and treated with DMSO (vehicle) or DAPT for 2 weeks.  

Values correspond to the average of three independent biological replicates 

and s.d. *p < 0.05; **p < 0.01; ***p < 0.001 

 

 

 

 

 

 

 

  



 

 

 

Figure S3. Strategy for Measuring Calcium Flux with GCaMP MEFs, 

Related to Figure 1. 

MEFs derived from αMHC-Cre/Rosa26A-Flox-Stop-Flox-GCaMP3 transgenic 

mice were reprogrammed to iCLMs by addition of GHMT or AGHMT. 

Reprogrammed iCLMs exhibit spontaneous cyclic auto-fluorescence 

concomitant with calcium flux. 

 

 



 

Figure S4. Gene Set Enrichment Analyses of DAPT-GHMT MEFs, Related 

to Figure 2. Enrichment plots of the indicated gene-sets, and their 

corresponding heat maps. The heat maps were generated with the genes that 

constitute the core enrichment group.  

 



 

 

Figure S5. p27 and the Down-regulation of IL33 Are Not Necessary for 

DAPT Enhanced Reprogramming, Related to Figure 4. 

(A) Immunoblot showing expression of p27 protein in WT MEFs, at day 15 post-

GHMT reprogramming, with or without DAPT. (B) q-PCR analysis showing 

mRNA expression of Actc1 and Tnnt2 in WT or p27 knockout (KO) MEFs, at 

day 15 post-GHMT reprogramming; n=3 biological replicates.  (C) q-PCR 

showing mRNA expression of IL33 in GHMT-reprogrammed MEFS, treated with 

DMSO or with DAPT; n=3 biological replicates. (D) Detection of secreted IL33 

by ELISA in the conditioned medium of MEFs infected with empty vector, 

GHMT, GHMT+DAPT and GHMT-shRNA IL33. The conditioned medium of 



three biological replicates per group was pooled. (E) Relative expression of 

Tnnt2 and Actc1 in MEFs reprogrammed with GHMT or shIL33-GHMT, and 

treated with DMSO, DAPT, or recombinant IL33 (RIL33); n=3 biological 

replicates. (F) Representative images of immunostaining for GFP in MHC-

GFP MEFs infected with empty vector, GHMT, shRNA scramble (scr)-GHMT, 

shIL33-GHMT, and treated with DMSO or DAPT, as indicated. Scale bar, 100 

M. Values correspond to the average and s.d. 

 

 
  



 

SUPPLEMENTARY TABLES 

Table S1. Chemical Compounds Used in Drug Screening, Related to 

Figure 1 

 

 

 

  



 

Table S2. Summary of RNA-seq Sequencing Output, Quality Control 

Filtering and Mapping Results, Related to Figure 2 

 

 

  



Table S3. Up-regulated Genes in DAPT-GHMT MEFs, Related to Figure 2 



 

 

Table S4. Down-regulated Genes in DAPT-GHMT MEFs, Related to Figure 2 

 

  



 

 

SUPPLEMENTARY VIDEOS 

Video S1. Spontaneously Beating MEFs at Day 18 Following Reprogramming 

by GHMT and DAPT. 

 

Video S2. Spontaneously Beating MEFs at Day 18 Following Reprogramming 

by AGHMT and DAPT. 

 


