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and human samples: A review

By Goncalves, Daniela; Alves, Gilberto; Soares-da-Silva, Patricio; Falcao, Amilcar

From Analytica Chimica Acta (2012), 710, 17-32. Language: English, Database: CAPLUS
A review. In the past years, it has been recognized that the levodopa therapy may be impi d with therap:
including a catechol-O-methyltransferase (COMT) inhibitor. At the present time, tolcapone and entacapone are the only two
COMT inhibitors available in the market. However, further COMT inhibitors are under development for Parkinson's disease,
namely nebicapone and opicapone (formerly known as BIA 9-1067). In addn., the nitecapone, another well-known COMT
inhibitor, is also in preclin. development but for neuropathic pain. Since the 1990s different lig. chromatog. methods...
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A method of treating a di ive disease, or disorder such as dementia or Parkinson's disease includes the
step of administering one or more anti epileptic agents in an amt. less than the daily dose of anti-epileptic agent typically
effective in mood stabilization or in treating epilepsy or epileptic symptoms and one or more agents effective in the treatment of
the neurodegenerative con rder. A pharmaceutical compn., or kit therefore, for treating the neurodegenerative
il
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By Stepan, Antoria F.; Wakker, Dariel P.; Bauman, Jonathan; Price, David A.; Bailie, Thomas A.; Kalgutkar, AmitS.; Aleo, Michael D, e —
From Chemical Research in Toxicology (2011), 24(3), 1345-1410. Language: English, Database: CAPLUS
Areview. Because of a preconceived notion that eliminating reactive metabolite (RM) formation wiith new drug candidates could mitigate the risk of idiosyncratic drug toxicity, S. Pat. Appl. Publ. 6
the potential for RM formation is routinely examd. as part of lead optimization efforts in drug discovery. Likewise, avoidance of "structural alerts" is almost a norm in drug — |
design. However, there is a growing concern that the perceived safety hazards assocd. with structural alerts and/or RM screening tools as standalone predictors of toxicity nical neuropharmacelogy 4
risks may be over exaggerated. In addn., the mutifactorial nature of idiosyncratic toxicity is nows well recognized based upon observations that mechanisms other than RM [F = —
formation (e.q., mitochondrial toxicity and inhibition of bile saft export pump (BSEF)) also can account for certain target organ toxicities. Hence, fundamental questions arise 1 et
such as: When is a mol. that contains a structural alert (RM pos. or neg.) a cause for concern. Could the mol. in its parent form exert toxicity. Can a low dose drug Wurobiology a
candidate truly mitigate metab.-dependent and -independent idiosyncratic toxicity risks. In an effort to address these questions, we have retrospectively examd. 68 drugs e
(recalled or assocd. with a black box warning due to idiosyncratic toxicity) and the top 200 drugs (prescription and sales) in the United States in 2009 for trends in Aabvica o . N
physiochem. characteristics, daily doses, presence of structural alerts, evidence for RM formation as well as toxicity mechanism(s) potentially mediated by parent drugs. .:%
Collectively, our anal. revealed that a significant propartion (~78-86%) of drugs assocd. with toxicity contained structural alerts and evidence indicating that RM formation as
a causative factor for toxicity has been presented in 62-69% of these mols. In several cases, mitochondrial toxicity and BSEF inhibition mediated by parent drugs were also Afchives of Gerontology
noted as potential causative factors. Most drugs were administered at daily doses exceeding several hundred milligrams. There was no obvious link between idiosyncratic ajd Geriatrics
toxicity and physicochem. properties such as mol. wt., lipophilicity, etc. Approx. half of the top 200 drugs for 2009 (prescription and sales) also contained one or more alerts q E
in their chem. architecture, and many were found to be RM-pos. Several instances of BSEP and mitochondrial liabilities were also noted with agents in the top 200 category. hemical Research in
However, with relatively few exceptions, the vast majority of these drugs are rarely assocd. with idiosyncratic toxicity, despite years of patient use. The major differentiating Tpxicology 2
factor appeared to be the daily dose; most of the drugs in the top 200 list are administered at low daily doses. In addn., competing detoxication pathways and/or alternate o— ————————
nonmetabolic clearance routes provided suitable justifications for the safety records of RM-pos. drugs in the top 200 category. Thus, while RM elimination may be a useful fug Metabolism and
and pragmatic starting point in mitigating idiosyncratic toxicity risks, our anal. suggests a need for a more integrated screening paradigm for chem. hazard identification in dfsposition 2
drug discovery. Thus, in addn. to a detailed assessment of RM formation potential (in relationship to the overall elimination mechanisms of the compd.(s)) for lead compds., [ —
effects on cellular health (e.g., cytotoxicity assays), BSEP inhibition, and mitochondrial toxicity are the recommended suite of assays to characterize compd. liabilities. eI
However, the prospective use of such data in compd. selection will require further validation of the cellular assays using marketed agents. Until we gain a better /Ao‘m‘a, Sciences 2
understanding of the pathophysiol. mechanisms assocd. with idiosyncratic toxicities, improving pharmacokinetics and intrinsic potency as means of decreasing the dose size ]
and the assocd. "body burden” of the its metabolites will remain an overarching goal in drug discovery. _ S —— U
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From Cheical Research in Toxicalogy (2018), 23(1), 171-133. Language: English, Database: CAPLUS
Drug-induced liver injury is one of the main causes of drug atirition. The ability to predict the liver effects of drug candidates from their chem. structures is crit. to help guide
exptl. drug discovery projects toward safer medicines. In this study, the authors have compiled a data set of 851 compds. reported to produce a wide range of effects in the (s
liver in different species, comprising humans, rodents, and nonrodents. The liver effects for this data set were obtained as assertional metadata, generated from MEDLINE
abstrs. using a unique combination of lexical and linguistic methods and ontol. rules. The authors have analyzed this data set using conventional cheminformatics approaches More detaied analysis based on CAS
and addressed several questions pertaining to cross-species concordance of liver effects, chem. determinants of liver effects in humans, and the prediction of whether a given I
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Original Title ?
DISC-1 PATHWAY ACTIVATORS IN THE CONTROL OF NEUROGENESIS

Abstract ?

The invention relates to methods of treating neurological disorders in a subject, by activating a DISC1
pathway. Methods of promoting neurogenesis in adult neural progenitor cells, enhancing nerve

generation and treating GSK3 disorders as well as related compositions are also provided.

First Claim ?

1. A method of treating a neurological disorder in a subject, comprising administering to a subject a

DISC1 pathway activator in an effective amount to treat the neurological disorder, wherein the DISC1

pathway activator has not previously been indicated for the treatment of a neurological disorder.
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