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1. This article presents a new variational principle for computing nonequilibrium fluxes and potentials in genome-scale biochemical networks.
2. The variational principle is based on a convex optimization problem with flux balance constraints, which leads to polynomial-time algorithms for computing steady state fluxes that also satisfy energy conservation and the second law of thermodynamics.
3. The theorem introduced in this paper states that the thermodynamic constraints hold at its unique solution, and all thermodynamically feasible steady state fluxes are instances of this problem for a different free parameter vector.
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Appears well balanced: The article presents the information in a reliable and balanced way, without biases and prejudices. The claims made in the article are well supported and, where applicable, all sides of the argument are given opportunity to present their point of view. The article appears trustworthy and reliable.
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The article “A Variational Principle for Computing Nonequilibrium Fluxes and Potentials in Genome-Scale Biochemical Networks” is an informative piece of research that provides insight into the application of thermodynamic constraints to biochemical networks. The authors present a new variational principle based on a convex optimization problem with flux balance constraints, which leads to polynomial-time algorithms for computing steady state fluxes that also satisfy energy conservation and the second law of thermodynamics. 
The article is well written and provides detailed information about the topic, including examples from linear resistive networks and biochemical networks, as well as an introduction to Kirchhoff’s loop law and the second law of thermodynamics. The authors provide evidence to support their claims by citing previous work in the field, such as Savinell and Palsson (1992), Beard et al (2002), Price et al (2006), Yang et al (2005), Nagrath et al (2007), Fleming et al (2010), Schellenberger et al (2011), Kummel et al (2006), Xu et al (2008), Garg et al (2010) Liebermeister et al (2010) Soh and Hatzimanikatis (2010). 
The article does not appear to be biased or one-sided; it presents both sides equally by providing evidence from both linear resistive networks and biochemical networks. Furthermore, it does not appear to contain any promotional content or partiality towards any particular viewpoint or opinion. All possible risks are noted throughout the article, such as mixed integer programs having unpredictable computational complexity. 
In conclusion, this article appears to be trustworthy and reliable due to its comprehensive coverage of the topic, its lack of bias or partiality towards any particular viewpoint or opinion, its thorough citation of relevant sources throughout the text,
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· Thermodynamic constraints 
· Flux balance constraints 
· Kirchhoff’s loop law 
· Mixed integer programs 
· Linear resistive networks 
· Biochemical networks
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