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Antibodies
Antibodies used

The sample size for each experiment was described in Figure Legends. Sample size in mouse experiments was determined to get biological
meaningful results, and thus enough to reflect the huge differences between Control and Mettl3-cKO mice. Detailed mice numbers in each
experiment were determined by the number of mice born in the cages designed for indicated experiments. Sample sizes for qPCR, western
blot, dual-luciferase report assay, and other cell and molecular experiments were designed for at least three samples in each group for
analysis.

No data were excluded from the analysis.

All the cell culture experiments were repeated at least three times, and we made sure that cells in these data were cultured strictly sticking on
sterile and mycoplasma-free conditions. For animal studies, more than three mice in each group were used in animal experiments, which was
sufficient to get credible conclusions. Considering the animal welfare, especially for Mettl3-cKO mice which will die within 7 weeks old, we try
to get supportive conclusions with the fewest possible replicate experiments. Two individuals were used in each group in RNA-seq and m6A-
RIP-seq at each time point, which is enough to get biologically meaningful differences, particularly considering the tremendous phenotype
differences between Control and Mettl3-cKO mice. Also, potential targets identified in the RNA-seq were further validated with RT-qPCR. Two
replicates were used for LC-MS/MS to detect bulk mRNA m6A levels in each group, reflecting the m6A decreased situation in Mettl3-cKO and
icKO mice compared to Control. Western Blot was confirmed by at least four independent experiments with similar results and thus believed
to be reliable.

Mice with different genotypes were randomly divided into different groups. For example, when Control or cKO mice were divided into two
groups, each individual was chosen just randomly and allocated to different groups. Likewise, cultured cells in different dishes were randomly
allocated into different treatment groups.

H&E staining, BODIPY staining, Masson staining, IHC staining, and mouse experiments in this article were performed and analyzed by
investigators who were blinded for experimental designs. Blinding was not performed for cell-related experiments because the investigator
must know the treatment for each group. For western blot, qPCR, MERIP-qPCR, genotyping, and dual-luciferase report assay experiments, the
investigator was not blinded since these experiments were conducted by the same person.

1. m6A (N6-methyladenosine) antibody, Synaptic Systems Cat# 202003. 1 ug for each reaction in m6A-RIP-qpcr experiment

2. anti-METTL3 antibody, Rabbit Proteintech Cat# 15073-1-AP. 1:1000 for western blot experiment

3. anti-METTL3 antibody, Rabbit mAb Abcam Cat# ab195352. 1:200 for IHC experiment

4. anti-METTL14 antibody, Rabbit mAb Abclonal Cat# A8530. 1:1000 for western blot experiment

5. anti-GAPDH antibody, Rabbit mAb Cell Signaling Technology Cat# 2118. 1:4000 for western blot experiment

6. anti-"-actin antibody, Rabbit mAb Cell Signaling Technology Cat# 4970. 1:1000 for western blot experiment

7. mouse IgG Beyotime Cat# A7028. 1 ug for each reaction in m6A-RIP-qpcr experiment

8. anti-Albumin antibody, Mouse mAb R&D Systems Cat# MAB1455 (Clone # 188835). 1:1000 for western blot experiment
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Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

9. anti-SOX9 antibody, Rabbit Sigma Cat# AB5535. 1:1000 for western blot experiment. 1:100 for IHC experiment

10. anti-Ki67 antibody Abcam Cat# AB15580. 1:1000 for western blot experiment. 1:500 for IHC experiment

11. anti-alpha smooth muscle Actin (!SMA) antibody Abcam Cat# AB5694. 1:1000 for western blot experiment. 1:500 for IHC
experiment

12. anti-Cytokeratin 19 (CK19) antibody Abcam Cat# AB52625. 1:200 for IHC experiment

13. anti-mouse IgG HRP-linked antibody Cell Signaling Technology Cat# 7076. 1:2000 for western blot experiment

14. anti-rabbit IgG HRP-linked antibody Cell Signaling Technology Cat# 7074. 1:2000 for western blot experiment

15. anti-Hnf4! antibody, Rabbit mAb Cell Signaling Technology Cat# 3113. 1:1000 for western blot experiment

16. anti-Hnf1! antibody Abcam Cat# AB11974. 1:1000 for western blot experiment

17. Recombinant Anti-PDGFR beta antibody Abcam Cat# AB32570. 1:1000 for western blot experiment

18. anti-IGF2BP1 (IMP1) antibody, Rabbit mAb Cell Signaling Technology Cat#8482. 1:1000 for western blot experiment. 1 ug for each
reaction in RIP experiment

All of these antibodies are commercially available and have been test to recognize for both human and mouse species. The quality
control and validation are provided by the manufacturer's websites:

1. m6A (N6-methyladenosine) antibody, Synaptic Systems Cat# 202003.(https://www.sysy.com/product/202003#list)

2. anti-METTL3 antibody, Rabbit Proteintech Cat# 15073-1-AP.(https://www.ptgcn.com/products/METTL3-Antibody-15073-1-
AP.htm)

3. anti-METTL3 antibody, Rabbit mAb Abcam Cat# ab195352. (https://www.abcam.cn/mettl3-antibody-epr18810-ab195352.html)

4. anti-METTL14 antibody, Rabbit mAb Abclonal Cat# A8530. (https://abclonal.com.cn/catalog/A8530)

5. anti-GAPDH antibody, Rabbit mAb Cell Signaling Technology Cat# 2118. (https://www.cellsignal.cn/products/primary-antibodies/
gapdh-14c10-rabbit-mab/2118?site-search-type=Products&N=4294956287&Ntt=2118&fromPage=plp&_requestid=563069)

6. anti-"-actin antibody, Rabbit mAb Cell Signaling Technology Cat# 4970.(https://www.cellsignal.cn/products/primary-antibodies/b-
actin-13e5-rabbit-mab/4970?site-search-type=Products&N=4294956287&Ntt=4970&fromPage=plp&_requestid=563140)

7. mouse IgG Beyotime Cat# A7028. (https://www.beyotime.com/product/A7028.htm)

8. anti-Albumin antibody, Mouse mAb R&D Systems Cat# MAB1455 (Clone # 188835).(https://www.rndsystems.com/cn/products/
human-serum-albumin-antibody-188835_mab1455)

9. anti-SOX9 antibody, Rabbit Sigma Cat# AB5535.(https://www.sigmaaldrich.cn/CN/zh/product/mm/ab5535af488)

10. anti-Ki67 antibody Abcam Cat# AB15580. (https://www.abcam.cn/ki67-antibody-ab15580.html)

11. anti-alpha smooth muscle Actin (!SMA) antibody Abcam Cat# AB5694. (https://www.abcam.cn/alpha-smooth-muscle-actin-
antibody-ab5694.html)

12. anti-Cytokeratin 19 (CK19) antibody Abcam Cat# AB52625. (https://www.abcam.cn/cytokeratin-19-antibody-ep1580y-
cytoskeleton-marker-ab52625.html)

13. anti-mouse IgG HRP-linked antibody Cell Signaling Technology Cat# 7076. (https://www.cellsignal.cn/products/secondary-
antibodies/anti-mouse-igg-hrp-linked-antibody/7076?site-search-
type=Products&N=4294956287&Ntt=7076&fromPage=plp&_requestid=563191)

14. anti-rabbit IgG HRP-linked antibody Cell Signaling Technology Cat# 7074. (https://www.cellsignal.cn/products/secondary-
antibodies/anti-rabbit-igg-hrp-linked-antibody/7074?site-search-
type=Products&N=4294956287&Ntt=7074&fromPage=plp&_requestid=563236)

15. anti-Hnf4! antibody, Rabbit mAb Cell Signaling Technology Cat# 3113. (https://www.cellsignal.cn/products/primary-antibodies/
hnf4a-c11f12-rabbit-mab/3113?site-search-type=Products&N=4294956287&Ntt=3113&fromPage=plp&_requestid=563300)

16. anti-Hnf1! antibody Abcam Cat# AB11974. (https://www.abcam.cn/hnf1-alpha-antibody-ab11974.html)

17. Recombinant Anti-PDGFR beta antibody Abcam Cat# AB32570. (https://www.abcam.cn/pdgfr-alpha--pdgfr-beta-antibody-y92-c-
terminal-ab32570.html)

18. anti-IGF2BP1 (IMP1) antibody, Rabbit mAb Cell Signaling Technology Cat#8482. (https://www.cellsignal.cn/products/primary-
antibodies/imp1-d33a2-rabbit-mab/8482?site-search-
type=Products&N=4294956287&Ntt=8482&fromPage=plp&_requestid=563340)

HEK293T and HepG2 were obtained from ATCC.

The cell line has not been authenticated recently.

All cell lines were tested negative for mycoplasma contamination.

No ICLAC lines were used in this study

All the mice were C57BL/6J background and housed in a specific pathogen-free facility under 12 h light/dark cycle, temperature of 24
±2°C, humidity between 30-70%, with access to food and water ad libitum. Both C57BL/6J male and female mice for postnatal liver




