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finding supported the notion that the dysfunction of PGE2 
transportation was dependent on SLCO2A1.

In summary, we identified a novel compound heterozygous 
mutation in the SLCO2A1 gene, a nonsense mutation 
p.Arg603X, and a splice-site mutation c.96+4A>C in a 
Chinese primary hypertrophic osteoarthropathy family. 
While more than fifty causal mutations have been reported, 
the correlation between genotypes and phenotypes has yet 
to be confirmed. One report showed a splicing homozygous 
c.940+1G>A mutation that potentially correlated with 
the severity of clinical phenotypes in Japanese patients, 
which resulted in the entire loss of exon 7 and introduced a 
premature stop codon.3 More studies are needed to confirm 
the genotype-phenotype correlation in the Chinese cohort.

The p.Arg603X was previously reported in a Chinese patient, 
who also carried a p.Gly183Arg missense mutation.4 The 
proband’s sister did not present a typical primary hypertrophic 
osteoarthropathy phenotype but died of aplastic anaemia, 
leading us to suspect she was a carrier of the same compound 
heterozygous mutation. In agreement with previous findings, 
female patients with compound heterozygous or homozygous 
mutations may not have symptoms of primary hypertrophic 
osteoarthropathy but can present with anaemia and earlier 
menopause.5 This sex difference might be interpreted by 
the regulatory function of the prostaglandin transporter 
encoded by SLCO2A1. The level of prostaglandin regulates 
the secretion of hormones in females and potentially 
protects them from being affected. This finding will help us 
to better understand the aetiology of primary hypertrophic 
osteoarthropathy.

The limitation of this project is a lack of genotype and 
phenotype correlation.
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Supplementary Table 1:  Primer sequences used for PCR 
amplification

Primer ID Sequence
SLCO2A1-1F gtcctatgggtacggcagag
SLCO2A1-1R actgtcatctcaagcccagg
SLCO2A1-2F AAAACTTCTAGGCGCGCAC
SLCO2A1-2R ggggatgagatcggagcg


