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component encoded by exon 28-32 of PKHD1 gene may have closer correlation with the 

development of bile duct than with renal tubules.” ) as the data presented in this paper 

does not establish strong evidence for this hypothesis. 
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This is an interesting/noval observation of potential correlation between PKHD1 gene 

and VMCs (bile duct microhamartomas); which VMCs have been reported to be 

associated with ADPKD, than ARPKD.  However, I have several suggestions for 
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investigators in order to improve their manuscript.  1. Please add a table summarized 

on the The clinical presentation of Von Meyenburg complexes: Please see PMID: 

22110302 PMCID 2. Please discuss more on the previously known/correlated 

ADPKD/ADPLD and VMCs; PMID: 12500201, PMID: 3811921  3. Any family 

member/offspring in pedigree died or had clinical full-blown ARPKD at all? 4. Some 

grammatically errors: - Introduction: Mutations of the polycystic kidney and hepatic 

disease 1 (PKDH1) gene have been proved to cause autosomal recessive polycystic 

kidney disease (ARPKD), a severe type of DPMs. Epigenetic changes in the liver and bile 

ducts "varies" from different exon mutation regions of PKHD1. Herein, we reported the 

PKHD1 gene sequences in two families of VMCs.    Suggest to change to Mutations of 

the polycystic kidney and hepatic disease 1 (PKDH1) gene have been proved to cause 

autosomal recessive polycystic kidney disease (ARPKD), a severe type of DPMs. 

Epigenetic changes in the liver and bile ducts "vary" from different exon mutation 

regions of PKHD1. Herein, we reported the PKHD1 gene sequences in two families of 

VMCs.  -case information Pedigree 2 (VMC2)：Proband B was a previously healthy 

57-year-old woman (Fig.F, III:2), and abdominal ultrasonography displayed intrahepatic 

diffuse lesions (Fig.G), with no kidney cysts seen. Laboratory tests showed 34 U/L ALT, 

32U/L AST, 10.8 µmol/L total bilirubin, 3.8 ng/ml AFP, 1310.95 IU/ml HBsAg, 0.02 

s/co HBeAb, 11.57 s/co HBeAb, < 500 copies/ml HBV- DNA viral load. She was finally 

diagnosed "as" VMCs, congenital hepatic fibrosis (CHF) and HBeAg-negative chronic 

hepatitis B after MRI and histopathological examinations.  Suggest to change to She 

was finally diagnosed "with" VMCs, congenital hepatic fibrosis (CHF) and 

HBeAg-negative chronic hepatitis B after MRI and histopathological examinations.   In 

discussion: -In our previous study, the prevalence was 0.35% in patients who underwent 

liver biopsy for diagnostic purposes [6].  Mutations of the PKHD1 gene have been 

demonstrated to cause ARPKD, a type "of of" DPM [7].  There are 2 "of", please remove 
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