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A Multicenter Study of NAP (AL-108) in Schizophrenia

This study is currently recruiting participants.
“erified by University of California, Los Angeles, June 2003

University of California, Los Angeles
University of Maryland

Washington Lniversity School of Medicine
hWassachusetts General Hospital

Mathan Kline Institute for Psychiatric Research
Columbia University

Duke University

Beth Israel Deaconess Medical Center

Sponsors and Collaborators:

Information provided by: | Liniversity of California, Los Angeles

ClinicalTrials.gov Identifier: | NCTO0505765

B Purpose

The TURMS is a NIMH-funded contract far the evaluation of new compounds for the treatment of cognitive impairments in schizophrenia (HHSMN 27820044 1003C; P.1.: Steve Marder, M.D.).
Despite advances in the safety, talerability, and effectiveness of antipsychotic medications for the treatment of schizophrenia, many patients continue to be plagued by impairments in social
and work functioning. Persons with schizophrenia commaonly show deficits in a number of areas of cognition that include impairments in attention, memory, and executive functioning (the
ahility and organize one's behavior). Importantly, a large body of literature now shows a link between cognition and community functioning in schizophrenia. It is believed that treatments that
imprave cognitive deficits may lead to improvements in work and social functioning.

One approach to improve the community functioning of patients with schizophrenia is to develap new agents that treat the cognitive deficits of the illness. A promising agent is called AL-103.
This drug is administered as a nasal spray. Studies in animals suggest that this drug may protect neurons and may improve cognition in schizophrenia. The current study is a twelve-week
rmulticenter, double-blind, randomized clinical trial of two doses of AL-108 (5 and 30 mgfday intranasally) versus placebo in the treatment of persistent cognitive dysfunction in schizophrenia.
The study medication will be added to patients' current atypical antipsychotic medication or to their current injectable first-generation antipsychotic medication. The primary outcome
measure will consist of the composite scare of the MATRICS neuropsychological battery. Secondary outcome measures will include scares on symptoms, functional outcome, and safety
rmeasures. Sixty clinically stable patients with schizophrenia, drawn from eight sites, will participate in the study. Twenty-five patients will be enrolled at UCLA

Condition Intervention Phase

| ‘Schizophrenia | Drug: AL-108 | Phage |l =
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Differentiation of the monanuclear phagocyte system during mouse embryogenesis: the role of transcription factor PU. 1. pubmed: 103581505

Prezenilin-1 deficiency leads to loss of CajalRetzius neurons and cortical dysplasia similar to human type 2 lissencephaly. pubrmed: 10421573

e Amyloid phenotype characterization of transgenic mice overexpressing both mutant amyloid precursor protein and mutant presenilin 1
transgenes. pubmed: 104450517

Presenilin 2 deficiency causes a mild pulmonary phenotype and no changes in amyloid precursor protein processing but enhances the
embryonic lethal phenotype of presenilin 1 deficiency. pubmed: 10518543

Dietary restriction protects hippocampal neurons against the death-promoting action of a presenilin-1 mutation. pubmed: 10526115
Alzheimer's presenilin 1 mutations impair kinesin-based axonal transport. pubmed: 12805290
Presenilin redistribution associated with aberrant cholesteral transport enhances beta-amyloid production in vivo, pubrmed: 12843267

Preseniling mutated at Asp-257 or Asp-385 restore Pen-2 expression and Micastrin glycasylation but remain catalytically inactive in the
absence of wild type Presenilin. pubmed: 12885769

Triple-transgenic model of Alzheimer's disease with plagues and tangles: intracellular Abeta and synaptic dysfunction. pubmed: 12895417
Motchl competes with the amyloid precursor protein for gamma-secretase and down-regulates presenilin- gene expression. pubrmed: 12960155

A presenilin dirmer at the core of the gamma-secretase enzyme: insights from parallel analysis of Notch 1 and APP protealysis.
pubrned: 14566063

Presenilin-1 deficiency impairs glutamate-evoked intracellular calcium responses in neurons. pubmed: 14930721
Binding sites of gamma-secretase inhibitors in rodent brain: distribution, postnatal development, and effect of deafferentation. pubrmed: 15044533

Lass of presenilin function causes impairments of memaory and synaptic plasticity followed by age-dependent neurodegeneration.
pubrmed: 15066262

Motch activation induces apoptosis in neural progenitor cells through & p53-dependent pathway. pubmed: 150581359

Motch oncoprateing depend on gamma-secretase/prasenilin activity for processing and function. pubmed: 15123653
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Synaptic transmission and hippocampal long-termn potentiation in transgenic mice expressing FAD-linked presenilin 1.

Parent A, Linden DJ, Sisodia 88, Borchelt DR

Department of Meuroscience, Johns Hoplans Usiversity School of Medicine, Baltimore, Maryland 21205, USA. aparent@hels: nh. gow

Mutations i two related genes, presenilin 1 and presemlin 2 (P21 and PS2), cause a subzet of eatly-onset familial Alrhemmer's diseasze (FAD). PE1 iz expressed
1 a vanety of neuronal and penpheral tissues, ncluding neuronal populations known to be at nsk in Alrheimer's diseasze such as CA1 hippocampal nevrons. To
examine whether FAD-linked mutations in P51 directly influence the physiology of learning and memory, we measured the field excitatory postsynaptic potential
(fEPSF) at the Schaffer collateral-C A1 synapse in hippocampal slices. Basal synaptic transtmission and long-term potentiation (LTE) were examined i neurons of
transgenic tmice expressing wild-type human P51 (WitTe) and FAD-linked A246E P31 vanant (1M Tg) and in nevrons of nontransgenic hittermates (N'Tg). Seweral
measures of basal synaptic transmizsion were unaltered i WiTg and M Tg compared to NTg mice, mcluding maximum fEPET slope, mammum fEPEP amplitude,
mecarmumn fber volley amplitude, and the function relating fiber volley amplitude to fEPSP slope, an index of basal synaptic strength. In addiion, paired-pulse
facthtation was not changed. Howewer, upon theta burst simulation or ligh-frequency stimulation, mput-specific LTP m WMTg anmals had a larger mitial amplitude
and was more persistent than that in "WitTg or NTg anitmals. These data suggest that the FAD-linked A246E wariant of P21 leads to higher degree of LTP
cuction i mice.

Publication Types:
e EBesearch Support, Mon-TI. 5. Gov't
e Besearch Support, .3 Gev't, PH.S.

PLID: 10075973 [Publded - ndexed for MEDLIMNE]
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5 Patient Isorhythmic Atrioventricular Dissociation Lisinopril
Acute Coronary Syndrome Pyridostigmine Bromide
6 Patient Isorhythmic Atrioventricular Dissociation Flurbiprofen
Woll-Parkinson-White Syndrome
7 Patient Atrioventricular MNodal Reentry Tachycardia Maproxen
Acute Coronary Syndrome Sulindac
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Conditions

Folarteritis MNodosa
Aortic Arch Syndrome
Acute Myocardial Infarction

Myocardial Degeneration
Posteriar Myocardial Infarction
Aortic Arch Syndrome

Old Myocardial Infarction

Hepatic Yeno-Occlusive Disease
Old Myocardial Infarction

Junctional Tachycardia
Old Myocardial Infarction
Partial Retinal Yein Occlusion
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Medication cyclooxygenase inhibitor
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Curcumin
Leflunomide

Diclofenac Sodium
Trilostane

Maproxen Sodium
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Acute Intestinal Ischemia

17 Patient Frimary Lymphedema
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Inferior Myocardial Infarction

21 Patient Acute Eheumatic Myocarditis
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98 Patient iZonjunctival Vascular Disorder
Paroxysmal Wentricular Tachycardia
Acute Myocardial Infarction
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""" Waldecoxib Class Name: Diclofenac Sodium ke
..... C i : :

Hretmin 3 ID: Diclofenac Sodium
----- Fenoprofen |=§
..... Eieiia u Cas Registry: 15307-79-6
""" Maprosen Fda Unii Code: QTG1262970
----- Deracoxib

_ Code: 47334
----- Flosulide |
----- Mitroflurhiprafen i Label: Diclofenac Sodium T
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----- Diclofenac Sodium _ .
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