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Materials and Methods Not applicable (see remarks).    

Results and discussion Applicant's version adopted with minor correction: 

Figures 2 and 3: NADH is not consumed during conversion of lactate to pyruvate 
by mLDH as the direction of the arrows in figures 2 and 3 suggest, but is 
generated from NAD+. 

Philp et al. (2005) concluded that “elevated lactate helps reduce glucose usage 
and glycogenolysis, minimising depletion of these stores as escalating acidosis 
reduces PKC (phophofructokinase) function.” Furthermore, gluconeogenesis was 
increased under artificially elevated lactate levels during moderate exercise. 

Conclusion Other conclusions: 

Lactate is an integral part of normal mammalian metabolism. Physiological 
plasma levels in man range between 1 mM at rest and 10 mM during exercise. 
Monocarboxylate transport proteins facilitate the distribution of lactate between 
organs, cells and subcellular organelles. Cytosolic and mitochondrial lactate 
dehydrogenases convert lactate into pyruvate, producing NADH. Pyruvate can be 
transformed to oxaloacetate, which is utilised for gluconeogenesis via production 
of phosphoenolpyruvate by decarboxylation and phosphorylation. Alternatively, 
metabolites of pyruvate (oxaloacetate and acetyl-CoA) are consumed in the 
tricarboxylic (citric) acid cycle generating NADH and ATP, or pyruvate may be 
transaminated to the amino acid L-alanine. Increased cellular levels of lactate 
influence pathways of cellular metabolism, resulting in reduction of glycolysis 
and glycogenolysis (reducing the generation of pyruvate from other sources such 
as glucose) and in enhancement of gluconeogenesis. 

Reliability 2  

Acceptability Acceptable with restrictions (see remarks) 

Remarks Review, no original data 

 
COMMENTS FROM ... 

Date Give date of comments submitted 

Materials and Methods Discuss additional relevant discrepancies referring to the (sub)heading numbers 
and to applicant's summary and conclusion.  
Discuss if deviating from view of rapporteur member state 

Results and discussion Discuss if deviating from view of rapporteur member state 

Conclusion Discuss if deviating from view of rapporteur member state 

Reliability Discuss if deviating from view of rapporteur member state 

Acceptability Discuss if deviating from view of rapporteur member state 

Remarks  

  

 

 

 


