Supplementary information for

Transcriptome-wide RNA 5-methylcytosine profiles of human iPSCs and iPSC-derived cardiomyocytes

Authors

Szu-Ying Chen"'°, Yi-Hsien Fang?®'°, Chen-Yu Huang®, Jou-Hsien Wu?®, Yan-Shen Shan?®’, Yen-Wen Liu'*%%", Po-Hsien Huang"®

Affiliations

"Institute of Basic Medical Sciences, College of Medicine, National Cheng Kung University, Tainan, Taiwan

2|nstitute of Clinical Medicine, College of Medicine, National Cheng Kung University, Tainan, Taiwan

3 Division of Cardiology, Department of Internal Medicine, National Cheng Kung University Hospital, College of Medicine, National Cheng
Kung University, Tainan, Taiwan

4 Department of Medical Laboratory Science and Biotechnology, College of Medicine, National Cheng Kung University, Tainan, Taiwan
5School of Medicine, College of Medicine, National Cheng Kung University, Tainan, Taiwan

8 Center of Cell Therapy, National Cheng Kung University Hospital, College of Medicine, National Cheng Kung University, Tainan, Taiwan
" Division of General Surgery, Department of Surgery, National Cheng Kung University Hospital, College of Medicine, National Cheng
Kung University, Tainan, Taiwan

8 Department of Pharmacology, College of Medicine, National Cheng Kung University, Tainan, Taiwan

% Department of Biochemistry and Molecular Biology, College of Medicine, National Cheng Kung University, Tainan, Taiwan

® These authors contributed equally: Szu-Ying Chen, Yi-Hsien Fang

Correspondence please address to:
Dr. Po-Hsien Huang, Department of Biochemistry and Molecular Biology, National Cheng Kung University, Tainan, Taiwan; Phone:

+886(6)235-3535 ext. 5517; Email: phhuang@mail.ncku.edu.tw; and

Dr. Yen-Wen Liu, Department of Internal Medicine, National Cheng Kung University Hospital, College of Medicine, National Cheng Kung

University, Tainan, Taiwan; Phone: +886(6)235-3535 ext. 2382; Email: wen036030@gmail.com



mailto:phhuang@mail.ncku.edu.tw
mailto:wen036030@gmail.com

mRNA BT-mRNA BT-mRNA library Mean Quality Scores

10cycle

- [FU] [Fu] [FUl | o

§ 20

< 54 20

h

e 10 10

[¢]

(2] 0+ 0 0 -

E Trrrr T T T T T T T T TT T 1T T T T T 11T 117017

< 25 1000 4000 [nt] 20 30 40 S0 60 70 [s] 35 150 300 500 1000 7000 [bp]
10cycle

Q [Fu) [FU] [FU] S

faed 304

e 20

= 54 204

LU), | 104 10

2 o 0 0 .

= | L T T T T T T T T rr17 T T T 17TT1Tr T 1rTrT

25 1000 4000 [nt] | 20 30 40 50 60 70 80 [s) 35 150 300 500 1000 7000 [bp]

10cycle

2 Fu) [Fu] [Fu] — ~

S 10+ 20 s

e

hy

s 54 10 20

3

aQ 0 0 0

= L ERLEELI O T T T T T T T TTTT T TTTIT 17717

25 1000 4000 [nt] 20 30 40 50 60 70 80[s] 35 200 400 10380 [bp]

Figure S1. The fragment distribution and reads quality assessment of bisulfite-treated mRNA library samples. A. The

representative capillary electrophoresis images of hiPSCs(1103)-1, hiPSCs(1103)-2, and hiPSCs(1103)-3 samples quality after mRNA

enrichment, bisulfite treatment, and library preparation. B. The representative mean quality scores across each base of the reads from
trimmed read1 and read2 fastq files of hiPSCs(1103)-1, hiPSCs(1103)-2, and hiPSCs(1103)-3 samples.
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Figure S2. Distribution counts of the m°C sites and the standard deviation in each group of cells.



mRNA-enrichment

BT-mRNA preparation

Library preparation

Sample T;La;l(r:]pgt;t Out(?‘L;tI:Ic))nc. Quma%t“lg(wg)ut Out(?:;tlﬁlt))nc. Qu;:t;\t)({l:g)put #PCR Cycle Out(?‘L;tI:Ic))nc.
hiPSC(1103)-1 25.8 19.2 365.1 4.0 12.0 10 0.8
hiPSC(1103)-2 17.8 7.6 144.6 0.2 1.2 14 1.0
hiPSC(1103)-3 19.2 7.4 141.4 1.0 5.4 14 0.5
hiPSC(1103)-CM-1 24.4 28.4 539.9 4.8 14.4 12 1.6
hiPSC(1103)-CM-2 25.8 24.0 456.0 2.7 10.9 10 0.7
hiPSC(1103)-CM-3 22.5 29.3 556.7 4.2 12.6 10 0.7
hiPSC(1103)-CM-lac-1 30.0 21.6 411.5 4.2 21.0 12 4.1
hiPSC(1103)-CM-lac-2 30.0 19.9 378.4 4.8 24.0 12 1.7
hiPSC(1103)-CM-lac-3 30.0 21.4 406.9 5.0 25.0 12 2.5
hiPSC(1103)-CM-TDI-1 30.0 24.7 450.0 5.4 21.7 10 0.6
hiPSC(1103)-CM-TDI-2 30.0 27.0 450.0 5.6 22.4 10 0.4
hiPSC(1103)-CM-TDI-3 30.0 25.9 450.0 5.4 27.4 12 1.8
hAFSC-iPSC-1 40.0 32.2 644.0 5.4 21.8 10 1.0
hAFSC-iPSC-2 28.9 18.8 357.9 5.0 15.0 10 29
hAFSC-iPSC-3 28.8 23.2 4423 4.6 18.4 12 1.4
hAFSC-iPSC-4 27.5 16.5 313.5 4.2 16.8 10 0.9
hAFSC-iPSC-CM-1 12.3 12.2 244.0 2.9 14.6 12 0.2
hAFSC-iPSC-CM-2 17.0 16.1 307.5 2.6 13.1 10 1.5
hAFSC-iPSC-CM-3 28.1 8.7 165.9 1.1 5.6 14 24
hAFSC-iPSC-CM-lac-1 30.0 21.6 419.0 3.4 17.3 12 3.8
hAFSC-iPSC-CM-lac-2 24.0 13.2 256.0 2.9 14.7 12 3.1
hAFSC-iPSC-CM-lac-3 30.0 18.0 350.3 3.1 15.9 12 2.9
hAFSC-iPSC-CM-TDI-1 26.9 19.8 384.1 4.0 20.0 12 24
hAFSC-iPSC-CM-TDI-2 24.0 16.6 322.4 2.8 14.3 12 1.8
hAFSC-iPSC-CM-TDI-3 20.0 14.4 279.3 2.8 14.2 12 0.9
hESC(RUES2)-1 29.2 26.2 524.0 4.4 17.6 10 0.8
hESC(RUES2)-2 27.7 18.0 342.0 4.2 12.6 10 2.2
hESC(RUES2)-3 40.5 38.7 735.3 7.8 15.6 10 0.8
hESC(RUES2)-4 20.8 15.8 300.9 4.0 16.0 12 1.2
hESC-CM(RUES2-CM)-1 16.3 13.7 274;.0 2.6 13.1 10 0.7
hESC-CM(RUES2-CM)-2 46.8 25.0 476.5 4.6 18.4 10 1.1
hESC-CM(RUES2-CM)-3 32.8 24.6 467.4 4.0 16.0 10 1.8
hESC(RUES2)-CM-lac-1 24.0 13.8 267.7 3.5 17.7 12 3.1
hESC(RUES2)-CM-lac-2 24.0 17.0 330.5 4.8 24.0 12 2.8
hESC(RUES2)-CM-lac-3 22.5 13.2 256.0 4.0 20.0 12 2.9
hESC(RUES2)-CM-TDI-1 30.0 23.5 456.2 5.2 26.4 12 4.4
hESC(RUES2)-CM-TDI-2 30.0 24.2 470.2 5.9 29.9 12 3.5
hESC(RUES2)-CM-TDI-3 30.0 20.7 401.5 5.3 26.5 12 1.2

Table S1. The quantities of materials in mRNA enrichment and the preparation of bisulfite RNA-seq libraries.

Group Name

Cell line common m®C site counts

m°C site counts with SD<0.025

hiPSC(1103) 4215 648
hiPSC(1103)-CM 2068 218
hiPSC(1103)-CM-lac 9971 1918
hiPSC(1103)-CM-TDI 8300 1701
hAFSC-iPSC 2487 149
hAFSC-iPSC-CM 1952 181

hAFSC-iPSC-CM-lac 9952 2970
hAFSC-iPSC-CM-TDI 7900 1927
hESC(RUES2) 2740 128
hESC(RUES2)-CM 1628 279
hESC(RUES2)-CM-lac 23562 5302
hESC(RUES2)-CM-TDI 11011 3474

Table S2. Common m°C sites in each cell group.



