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education statistics including the number of schools and colleges enrollments teachers graduates educational attainment
finances federal funds for education libraries international education and research and development no matter how perfect a
project plan may be on paper it is worthless if nobody actually uses it this innovative guide shows you how to ensure that your
team has the process capabilities needed to successfully carry out any project plan you put to paper by using the sei s capability
maturity model the project management maturity model and pmbok knowledge areas you can baseline your team s process
level to see how it measures up to those required by a project plan alcohol use disorder aud is a complex disorder with multiple
pathophysiological processes contributing to the initiation progression and development of the disease state aud is a chronic
relapsing disease with escalation of alcohol intake over time in repeated cycles of tolerance abstinence and relapse and hence it
is very difficult to treat there are only a few currently available treatments with narrow efficacy and variable patient response
thus it is important to find new more effective medications to increase the number of patients who can benefit from
pharmacological treatment of aud the research presented in this thesis work focuses on the critical involvement of central
neuropeptides in alcohol related behaviors the overall aim was to evaluate the nociceptin orphanin fq nop receptor the
neuropeptide y npy y2 receptor and the melanin concentrating hormone mch receptor 1 as novel and potential pharmacological
treatment targets for aud by testing the nop receptor agonist sr 8993 the npy y2 receptor antagonist cym 9840 and the mchl
receptor antagonist gw803430 in established animal models in the first study paper i the novel and selective nop agonist sr
8993 was assessed in rat models of motivation to obtain alcohol and relapse to alcohol seeking behavior using the operant self
administration sa paradigm firstly treatment with sr 8993 1 mg kg showed a mildly anxiolytic effect and reversed acute alcohol
withdrawal induced hangover anxiety in the elevated plus maze epm next it potently attenuated alcohol sa and motivation to
obtain alcohol in the progressive ratio responding prr and reduced both alcohol cue induced and yohimbine stress induced
reinstatement of alcohol seeking without affecting the pharmacology and metabolism of alcohol nor other control behaviors to
extend these findings sr 8993 was evaluated in escalated alcohol intake in rats treatment with sr 8993 significantly suppressed
alcohol intake and preference in rats that were trained to consume high amounts of alcohol in the two bottle free choice

intermittent access ia paradigm sr 8993 also blocked operant sa of alcohol in rats that showed robust escalation in operant
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alcohol sa following chronic ia exposure to alcohol in the second study paper ii sr 8993 was further evaluated in a model for
escalated alcohol intake induced by long term ia exposure to alcohol the effect of previous experience on operant alcohol sa on
two bottle free choice preference drinking was evaluated and sensitivity to treatment with sr 8993 was tested in rats selected
for escalated and non escalated alcohol seeking behavior we found that rats exposed to the combined sa ia paradigm showed
greater sensitivity to sr 8993 treatment in addition acute escalation of alcohol sa after a three week period of abstinence was
completely abolished by pretreatment with sr 8993 in the third study paper iii the effects of the novel small molecule npy y2
antagonist cym 9840 were tested in operant alcohol sa prr which is a model for motivation to work for alcohol and
reinstatement of alcohol seeking behavior treatment with cym 9840 10 mg kg potently attenuated alcohol sa progressive ratio
responding and stress induced reinstatement using yohimbine as the stressor while alcohol cue induced reinstatement was
unaffected moreover a range of control behaviors including taste sensitivity locomotor and pharmacological sensitivity to the
sedative effects of alcohol remained unaffected by cym 9840 pretreatment indicating that its effects are specific to the
rewarding and motivational aspects of alcohol intake and related behaviors cym 9840 also reversed acute alcohol withdrawal
induced hangover anxiety measured in the epm and reduced alcohol intake in the 4 hour limited access two bottle free choice
preference drinking model finally in the fourth study paper iv the selective mch1 r antagonist gw803430 was tested in rat
models of escalated alcohol intake pretreatment with gw803430 effective at 10 30 mg kg dose dependently reduced alcohol and
food intake in rats that consumed high amounts of alcohol during ia while it only decreased food intake in rats that consumed
low amounts of alcohol during ia likely due to a floor effect upon protracted abstinence following ia gw803430 significantly
reduced operant alcohol sa and this was associated with adaptations in mch and mchl r gene expression in contrast gw803430
did not affect escalated alcohol sa induced by chronic alcohol vapor exposure and this was accompanied by no change in mch or
mch1 r gene expression overall these results suggest that the mch1 r antagonist affects alcohol intake through regulation of
both motivation for caloric intake and the rewarding properties of alcohol in conclusion our results suggest critical roles for
these central neuropeptides in the regulation of anxiety and of alcohol reward making them potential pharmacological targets
in the treatment of aud reprint of the original first published in 1859 aid activities in asia provides detailed information on
individual commitments i e intended disbursements of foreign aid to asian countries for the year 2003 this yearly publication
records the commitments reported by countries represented in covers the period from 1790 to 1905 in the times of london this
book reframes theoretical methodological and practical approaches to public administration by drawing on complexity theory
concepts it aims to provide alternative perspectives on the theory research and practice of public administration avoiding
assumptions of traditional theory building the contributors explain both how ongoing non linear interactions result in macro
patterns becoming established in a complexity informed world view and the implications of these dynamics complexity theory
explains the way in which many repeated non linear interactions among elements within a whole can result in processes and
patterns emerging without design or direction thus necessitating a reconsideration of the predictability and controllability of
many aspects of public administration as well as illustrating how complexity theory informs new research methods for studying
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this field the book also shines a light on the different practices required of public administrators to cope with the complexity
encountered in the public policy and public management fields this book was originally published as a special issue of the public
management review journal
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no matter how perfect a project plan may be on paper it is worthless if nobody actually uses it this innovative guide shows you
how to ensure that your team has the process capabilities needed to successfully carry out any project plan you put to paper by
using the sei s capability maturity model the project management maturity model and pmbok knowledge areas you can baseline
your team s process level to see how it measures up to those required by a project plan
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alcohol use disorder aud is a complex disorder with multiple pathophysiological processes contributing to the initiation

progression and development of the disease state aud is a chronic relapsing disease with escalation of alcohol intake over time
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in repeated cycles of tolerance abstinence and relapse and hence it is very difficult to treat there are only a few currently
available treatments with narrow efficacy and variable patient response thus it is important to find new more effective
medications to increase the number of patients who can benefit from pharmacological treatment of aud the research presented
in this thesis work focuses on the critical involvement of central neuropeptides in alcohol related behaviors the overall aim was
to evaluate the nociceptin orphanin fq nop receptor the neuropeptide y npy y2 receptor and the melanin concentrating hormone
mch receptor 1 as novel and potential pharmacological treatment targets for aud by testing the nop receptor agonist sr 8993
the npy y2 receptor antagonist cym 9840 and the mch1 receptor antagonist gw803430 in established animal models in the first
study paper i the novel and selective nop agonist sr 8993 was assessed in rat models of motivation to obtain alcohol and relapse
to alcohol seeking behavior using the operant self administration sa paradigm firstly treatment with sr 8993 1 mg kg showed a
mildly anxiolytic effect and reversed acute alcohol withdrawal induced hangover anxiety in the elevated plus maze epm next it
potently attenuated alcohol sa and motivation to obtain alcohol in the progressive ratio responding prr and reduced both
alcohol cue induced and yohimbine stress induced reinstatement of alcohol seeking without affecting the pharmacology and
metabolism of alcohol nor other control behaviors to extend these findings sr 8993 was evaluated in escalated alcohol intake in
rats treatment with sr 8993 significantly suppressed alcohol intake and preference in rats that were trained to consume high
amounts of alcohol in the two bottle free choice intermittent access ia paradigm sr 8993 also blocked operant sa of alcohol in
rats that showed robust escalation in operant alcohol sa following chronic ia exposure to alcohol in the second study paper ii sr
8993 was further evaluated in a model for escalated alcohol intake induced by long term ia exposure to alcohol the effect of
previous experience on operant alcohol sa on two bottle free choice preference drinking was evaluated and sensitivity to
treatment with sr 8993 was tested in rats selected for escalated and non escalated alcohol seeking behavior we found that rats
exposed to the combined sa ia paradigm showed greater sensitivity to sr 8993 treatment in addition acute escalation of alcohol
sa after a three week period of abstinence was completely abolished by pretreatment with sr 8993 in the third study paper iii
the effects of the novel small molecule npy y2 antagonist cym 9840 were tested in operant alcohol sa prr which is a model for
motivation to work for alcohol and reinstatement of alcohol seeking behavior treatment with cym 9840 10 mg kg potently
attenuated alcohol sa progressive ratio responding and stress induced reinstatement using yohimbine as the stressor while
alcohol cue induced reinstatement was unaffected moreover a range of control behaviors including taste sensitivity locomotor
and pharmacological sensitivity to the sedative effects of alcohol remained unaffected by cym 9840 pretreatment indicating that
its effects are specific to the rewarding and motivational aspects of alcohol intake and related behaviors cym 9840 also reversed
acute alcohol withdrawal induced hangover anxiety measured in the epm and reduced alcohol intake in the 4 hour limited
access two bottle free choice preference drinking model finally in the fourth study paper iv the selective mch1l r antagonist
gw803430 was tested in rat models of escalated alcohol intake pretreatment with gw803430 effective at 10 30 mg kg dose
dependently reduced alcohol and food intake in rats that consumed high amounts of alcohol during ia while it only decreased
food intake in rats that consumed low amounts of alcohol during ia likely due to a floor effect upon protracted abstinence
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following ia gw803430 significantly reduced operant alcohol sa and this was associated with adaptations in mch and mchl r
gene expression in contrast gw803430 did not affect escalated alcohol sa induced by chronic alcohol vapor exposure and this
was accompanied by no change in mch or mchl r gene expression overall these results suggest that the mch1 r antagonist
affects alcohol intake through regulation of both motivation for caloric intake and the rewarding properties of alcohol in
conclusion our results suggest critical roles for these central neuropeptides in the regulation of anxiety and of alcohol reward
making them potential pharmacological targets in the treatment of aud
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this book reframes theoretical methodological and practical approaches to public administration by drawing on complexity
theory concepts it aims to provide alternative perspectives on the theory research and practice of public administration
avoiding assumptions of traditional theory building the contributors explain both how ongoing non linear interactions result in
macro patterns becoming established in a complexity informed world view and the implications of these dynamics complexity
theory explains the way in which many repeated non linear interactions among elements within a whole can result in processes
and patterns emerging without design or direction thus necessitating a reconsideration of the predictability and controllability
of many aspects of public administration as well as illustrating how complexity theory informs new research methods for
studying this field the book also shines a light on the different practices required of public administrators to cope with the
complexity encountered in the public policy and public management fields this book was originally published as a special issue
of the public management review journal
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