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Various factors such as diet, environment, stress and lifestyle as
important factors that regulate drug safety and therapy to stabilize
insulin resistance are now relevant to various chronic diseases. The
need to optimize drug therapy and improve therapeutic outcomes
has become of major concern with relevance to alarming reports of
drug-drug interactions or drug-protein interactions, Anti-aging
genes such as Sirtuin 1 (Sirt 1) are important to hepatic drug
metabolism with its preg X receptor inactivation (REF 1, REF
2) associated with the defective hepatic clearance of drugs with
inactivation of drug therapy. Pharmacological management that
includes the use of antimicrobial drugs (REF 3) statin and anti-
epileptic drug use can be inactivated with Sirt 1 repression
associated with drug induced mitochondrial apoptosis. Defective
heat shock response regulation (REF 4) can induce protein
aggregation and inactivate drug metabolism with relevance to
neuronal mitophagy and epilepsy induced stroke. In global chronic
diseases the disturbed xenobiotic metabolism (REF1) will
inactivate drug therapy with relevance to the induction of insulin
resistance and neurodegenerative diseases.

Editorials published in various journals have indicated the need to optimize
drug therapy and improve therapeutic outcomes with relevance to alarming
reports of drug-drug interactions (REF6). Individuals with NAFLD, diabetes
and neurodegenerative diseases that consume caffeine [REF7] or Indian
spices [REF8,9] need to be carefully evaluated with relevance to interference
with drug therapy (Figure 2). In the developing world plasma bacterial
lipopolysaccharides (LPS) levels need to be fully 1 to pre Sirt
I repression and antimicrobial drug use monitored with relevance to the
release from gram negative bacteria of bacterial amyloid peptide and
induction of toxic amyloid beta oligomers (REF10). Heat shock gene
inactivation may lead to complete heat shock factor 1 inactivation (Figure 3)
associated with protein aggregation and inactivation of drug metabolism
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Research trends now indicate that the anti-microbial drug market
will cost the global population approx. 36 billion dollars by the year
2022, The understanding of nutritional therapy to activate the
antimicrobial drug therapy has become important to antimicrobial
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resi ¢ and phagy (REFS5) (Figure 1). In recent studies
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protein biomarker investigation is now critical to activation of drug
metabolism. Gene expression and plasma heat shock protein analysis
identify Sirt 1 linked to be defective in Type 3 diabetes and chronic
disease. In vivo and in vitro studies have indicated that
immunogenic proteins such as heat shock proteins and amyloid beta
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oligomers are important to drug metabolism (REF2,REF4)
Unhealthy diets can repress Sirtuin 1 and promote immunogenic
protein formation with the induction of mitophagy and programmed
cell death.

Figure 2. Excessive Indian spice intake such as curcumin may
induce phagy with rel ¢ to NAFLD, chronic disease with
inactivation of hepatic drug metabolism.
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Figure 3. Overnuirition inactivates Sirt 1-HSF-1 interactions with interference of brain

and liver drug phar kinetics, Sirt | repression is involved with primary HSP-amyloid
beta misfolding and intersects with defective drug metabolism and drug toxicity.
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Figure 1. Nuritional therapy is essential for maintenance of Sirtuin 1 (Sint 1) with Sint 1
inactivati d with mitoph. and inactivation of hepatic antimis ial drug kol
connected 1o Sin | inhibitors and magnesium deficiency. (REF 5)

1. Analysis of plasma Sirtuin 1 is essential to determine defective Sirt 1 expression
with relevance to antimicrobial activation and hepatic drug metabolism,

2. Food quality and healthy diets are essential to maintain hepatic drug metabolism
with rel to mitophagy in NAFLD, diak and neurod ative di




