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1.2.1 Recombination Signal Sequences
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1.3Nuclear Architecture

1.3.1 Chromosomal Territories and the Interchromati  n Compartment
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1.3.2 Large Scale Chromatin Changes
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1.3.3 Transcription Factories and Splicing Speckles
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1.3.4 The Nuclear Envelope
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1.3.5 Peri-centromeric Heterochromatin
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1.4 Genomic Organization of Antigen Receptor Loci
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1.5 Regulation of V(D)J Recombination

1.5.1 The Accessibility Hypothesis
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1.5.2 Nucleosome Positioning
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1.5.3 Transcription
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1.5.4 Nuclear Localization
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1.6 Allelic Exclusion
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1.6.1 Asynchronous Rearrangement
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1.6.2 Feedback Inhibition
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1.7 Monoallelic Gene Expression
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1.7.2 Autosomal Imprinting
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1.7.3 “Random” Monoallelic Gene Expression
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2. Thesis Prospectus

2.1 Thesis Proposal
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2.2 Specific Aim 1. To determine the role of nucle  ar positioning
in regulating recombination of Tcrb.
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2.3 Specific Aim 2: To determine the role of locus
in regulating recombination of Tcrb.
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3. Materials and Methods
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3.4 3D DNA Immuno-FISH
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3.5 Confocal imaging
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4. Characterization of Tcra and Tcrb nuclear localization
and conformation

4.1 Introduction
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4.2 Results

4.2.1 Tcrb alleles frequently associate with repressive compa rtments
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4.2.1 Tcrb alleles independently associate with repressive
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4.2.3 Biased localization of unrearranged  Tcrb alleles
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4.2.4 Subnuclear localization biases initial Tcrb recombination
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4.2.5 Deletion of E does not affect Tcra nuclear localization.
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4.2.6 An ectopic enhancer disrupts
allelic exclusion.
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4.2.7 Tcrb alleles do not pair in DN thymocytes
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4.3 Discussion
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5. The effect of nuclear localization and conforma  tion
on V(D)J Recombination

5.1 Introduction
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5.2 Results
5.2.1 Tcrb Alleles have a contracted conformation in DN thymo cytes
and an extended conformation in DP thymocytes.
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5.2.2 Nuclear Localization does not influence recomb ination by
maintaining and extended Tcrb conformation.
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5.2.3 An ectopic enhancer does not perturb the conf ~ ormation of Tcrb
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5.3 Discussion
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6. Discussion
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