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randomized trial. In a double-blind, placebo-controlled, randomized, parallel-group trial, the effectiveness of cimetidine, ranitidine, and famotidine in the treatment of severe alcohol withdrawal was investigated. The severity and duration of withdrawal signs and symptoms were evaluated for

each substance during each of the 4 treatment periods of 24 hours each. During the first 24 hours of withdrawal, famotidine produced significantly higher percentages of "good" and "excellent" withdrawals than ranitidine or cimetidine. During the second 24 hours of withdrawal, ranitidine was
more effective than cimetidine and famotidine in reducing "poor" withdrawals. No significant differences were found between cimetidine, ranitidine, and famotidine during the third or fourth 24-hour periods of withdrawal. Improvement was not associated with a decrease in intoxication or signs
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conformational role for ligand binding in a co-agonist-binding site of the human thyroid hormone receptor. The human thyroid hormone receptor (hTR) is a ligand-dependent transcription factor that belongs to a family of nuclear hormone receptors. TRs exert their function through interactions
with specific target gene promoters via specific binding to DNA. TRs are ligand-dependent transcription factors that bind to thyroid hormone response elements (TREs) in the proximal promoter regions of target genes. TRs require two binding sites for receptor co-agonists: Site 1, containing a
purine nucleotide or a lipophilic co-agonist with specific side chain substituents; and Site 2, a sequence with two inverted and similar purine nucleotides separated by a spacer of 15 bp. Previous studies have shown that small molecules can bind to Site 1 and Site 2. We describe the design and

synthesis of peptidyl molecules complementary to specific, inverted purine nucleotides of Site 2 with respect to the proposed conformation required for optimal binding affinity and with respect to potential bioavailability in serum and cell membranes. The design, synthesis, and binding
properties of such peptidyl co-agonists are presented. Site 2-mimicking peptidyl ligands were in vitro differentiated to co-agonists with affinities and activities similar to those of the binding partner that they mimic. We tested the hypothesis that partial "mutation" of Site 2 mimics a more stable

conformation for interaction with Site 1. We show that the conformation requirement can be met by peptidyl molecules that mimic a subset of partial mutations, thus validating our in vitro differentiation approach. Interestingly, the peptidyl 6d1f23a050
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