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Supplementary Figure S1. High doses of lactic acid induced apoptosis of BM cells
cultured in vitro. Apoptosis of BM cells cultured with lactic acid or medium for 48 hours
and assessed by flow cytometry of Pl and annexin V (Ann V) staining. The data represent

the mean + S.E.M.(n=3). *P<0.05.
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Supplementary Figure S2. Plasma EPO levels increased in the lactic acid-treated mice.
Increased plasma EPO levels relative to the control levels were detected in the mice at day 1

and day 2 in the 1.25 mmol/kg LA group. The data represent the mean = S.E.M., *P<0.05.
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Supplementary Figure S3. Lactic acid induces haemoglobin expression in K562 cells
Haemoglobin expression in K562 cells at 72 hours after treatment with 5-, 7.5- or 10-mM
lactic acid. These cropped blots are used in the main figure (Figure 1) and these full-length

blots are included in the supplementary figure
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Supplementary Figure S4. Haemoglobin expression is inhibited by antioxidants in
lactic acid-treated K562 cells. Haemoglobin levels in the K562 cells were detected via
immunoblotting 72 hours after lactic acid and antioxidant treatment. These cropped blots are
used in the main figure (Figure 6) and these full-length blots are included in the

supplementary figure
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Supplementary Figure S5. Lactic acid controls erythroid gene activation in K562 cell
lines. (a) Expression analysis of Jak2, STAT5, GATAl and MCT-1 in K562 whole cell
extracts following stimulation with 10-mM lactic acid for the indicated times. (b) Expression
analysis of p-STAT5 and STAT5 in K562 cell extracts 72 hours after stimulation with 5-,
10-and 15-mM lactic acid. These cropped blots are used in the main figure (Figure 7) and

these full-length blots are included in the supplementary figure



