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SPECIFIC COMMENTS TO AUTHORS

This is an interesting paper presenting a hypothesis regarding the pathogenesis of the

tirst signs of PBC in the asymptomatic stage.

The authors present us with a very

thorough overview of the various mechanisms involved in the pathogenesis of PBC at

various levels. This is essentially a detailed review paper, and not necessarily a novel

hypothesis, it is more a synthesis of existing data. Additionally, to suggest a hypothesis,

it is necessary to provide experimental proof. This is not to diminish the value of this

paper, but it should be formulated, including a possible change in the title, so as to show

that it is a review on the topic
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SPECIFIC COMMENTS TO AUTHORS

This manuscript reviews the mechanisms contributing to the cellular damage, AMA
formation and development of ductulopenia in PBC in the asymptomatic stage of the
disease. The authors propose a hypothesis explaining the pathogenesis of the first
morphological, immunologic and clinical signs of the disease in the asymptomatic
stage, suggesting that in susceptible individuals, an initial trigger causes an X-linked
epigenetic change that leads to gene reactivation and increased expression of miR-506 .
Triggering increased synthesis and activation of miR-506 leads to inhibition of InsP3R3
and AE2 translation. As a result, bicarbonate entry into the bile duct lumen is reduced
and HCO3- accumulation in the cytosol of cholangiocytes occurs. Changes in extra- and
intracellular pH alter the protonation and deprotonation of bile acids. uncontrolled entry
and accumulation of unconjugated and glycine-conjugated bile acids into the BECs is
increased. The detergent properties of bile acids trigger cell membrane disruption,
senescence and apoptosis of cholangiocytes, mitochondrial permeabilization, destruction
and immunomodification of E2 PDG followed by AMA formation. Senescence,

apoptosis and proliferation of cholangiocytes leads to the gradual development of
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ductulopenia. Involvement of PDG in the pathological process contributes to insufficient
ATP synthesis, development of energy deficiency, and appearance of a nonspecific
clinical sign. This review is of high scientific quality, the text is concise with a logical
sequence of ideas for the reader. The figures are illustrative and well displayed. Minor

english polisshing is needed. Congratulations for the authors.
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