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Welcome! This newsletter is the
first of a monthly report from
the UCLA/UCSD Diabetes and
Endocrinology Research Center
(DERC)
sponsored
by
the
National
Institute
of
the
Diabetes, Digestive and Kidney
Disease (NIDDK) of the NIH.
Our mission is to foster research
in
diabetes
and
its
complications.
The DERC was
founded because of a growing
research base in diabetes and its
complications at UCLA, UCSD,
Cedars-Sinai Medical Center and
the Salk Institute, which have
consolidated
to
form
the
Southern
California
Diabetes
Endocrinology
Consortium
(SCDEC). The objectives of the
SCDEC DERC are:
• Unite investigators from relevant disciplines in a manner that will
enhance and extend the effectiveness of their research in
diabetes/endocrinology and the complications of diabetes.
• Foster collaborations between diabetes/endocrinology researchers at
UCLA and UCSD so the whole is greater than the sum of its parts.
• Enhance,
support
and
develop
Cores
to
facilitate
diabetes/endocrinology research at UCLA and UCSD.
• Develop new areas of research and foster young investigators focused
in diabetes and its complications through pilot and feasibility grants.
The DERC consists of four CORES that provide special services that can
enhance the ability of its members to accomplish their goals in diabetes-related
research. The CORES include:
• Mouse Phenotyping CORE
• Transgenic and Knockout Mouse CORE
• Transcriptional Genomics CORE
• Human Genetics CORE
Recent upgrades to the CORES include acquisition of a Luminex 100 system for
multiplex measurement of adipokines and cytokines in mouse and man, an ABI
7500 Real-Time PCR System for quantitative PCR analyses of mRNA expression,
and a Nikon Eclipse 80i fluorescence microscope with image tiling capability for
the Mouse Physiology Core; acquisition of an Illumina System for fine gene
mapping in the Human Genetics Core; and successful development of ChIPChip analysis for promoter regulation in the Transcriptional Core. In addition to
the Cores, the DERC also offers Pilot and Feasibility awards to junior faculty in
the study of diabetes and its complications and to senior faculty with new ideas
in this area or who themselves are new to this area of investigation.
A new and important objective of the DERC will be to promote translational
investigation. Please let me know your thoughts. We encourage you to use
our services.
Sincerely,
Willa Hsueh, M.D.
Jerrold Olefsky, M.D.
DERC PI and Co PI
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MOUSE PHENOTYPING CORE:

Mouse Phenotyping CORE:
Willa Hsueh, MD
Core Director
(310) 794-7555

The Mouse Physiology Core of the SCDEC DERC offers metabolic, cardiovascular
and renal related mouse phenotype analyses to participating investigators. We
provide assistance in the design of pre-clinical mouse experiments for diabetes
and diabetic complications, train personnel how to administer drugs to animals,
and perform or train personnel how to perform glucose tolerance tests and
euglycemic clamps. The core will perform post-mortem body composition
analyses to evaluate obesity status, and can evaluate hypertension by various
methods, including non-invasive blood pressure measurement with the Visitech
BP2000 computerized tail cuff system. The core provides surgical expertise in
common vascular and cardiac injury methodologies detailed in the table below.
The core can also provide materials and tests for the determination of renal
complications associated with diabetes in animal models.

whsueh@mednet.ucla.edu

Core Contacts:

General Physiological
Services

Alan Collins, Ph.D.
Associate Director
(310) 794-6612

Metabolism

acollins@mednet.ucla.edu

Adipokine And Cytokine
Measurements

Cardiovascular
Physiology

Christopher Lyon, Ph.D.
Assistant Researcher
(310) 794-6634
clyon@mednet.ucla.edu

Transgenic and Knockout
Mouse CORE:
http://cancer.ucsd.edu/tgm/
Pam Mellon, Ph.D.
Core Director
(858) 534-1312
pmellon@ucsd.edu

Core Contacts:
Jun Zhao
Core Manager
Pronuclear Injection
(Transgenic Mice), Embryo
Rederivation Contact
858-822-3270
juzhao@ucsd.edu

Renal Physiology
Cytokine/Adipokine
Assays

Experimental Design Consultation
Drug Delivery Training
Development and Dissemination of New Strains
Sample Collection and Morphological and
Histological Analyses
Quantitative RT-PCR
Glucose Tolerance Test
Euglycemic Clamp
Body Composition
Dexascan
Computerized Tail Cuff Blood Pressure
Catheterized Blood Pressure
Quantification of Cardiac Fibrosis
En face Atherosclerotic Quantification
Aortic Root Atherosclerotic Analysis
Bone Marrow Transplantation
Vascular Balloon Injury
Peritoneal Macrophage Collection
Urine Collection Equipment
Kidney Function Tests
Assay Development (Novel)
Multiplex Luminex Assays
ELISAs and RIAs

Recent additions to the Core include the acquisition of a Luminex 100 system
for multiplex analyses of adipokines and
cytokines in human and mouse samples, the
purchase of an Applied Biosystems 7500 Realtime PCR system for quantitative RTPCR
analyses, and a substantial upgrade in the
Optical Microscopy Image Analysis System to
permit more quantitative histological analyses.

TRANSGENIC

AND

KNOCK - OUT

MOUSE CORE:
Web Page: http://cancer.ucsd.edu/tgm/
The DERC Transgenic and Knock-out Mouse
Core is a state-of-the-art facility that provides
embryonic stem cell recombination, knockout
mice, transgenic mice (both standard and BAC
transgenics), embryo freezing, and pathogenfree embryonic rederivation to the DERC community for a discounted fee. We
are now developing the capability for Lentivirus transgenics as well. This
UCSD-based Core Facility has been in operation since 1992. The key measures
of success of a transgenic and knockout mouse production facility, are the
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Ella Kothari
Core Manager
Gene Targeting (Embryonic Stem
Cells and Blastocyst Injection)
Contact
858-534-3178
ekothari@biomail.ucsd.edu

Heather Oakley
Embryo Cryopreservation
(Embryo Freezing) Contact
858-822-2108

measures of quality and quantity of mice produced. In 2004, we performed 43
transgenic jobs. We also have success with large DNA molecules including the
injection of BACs of greater than 100 kb. We have an average of 16.81%
integration for approximately 7 positive found animals per job and almost a
100% success rate overall.
Our embryonic stem cell homologous
recombination to produce either knock-in or knockout animals has also been
highly successful. In 2004, we performed 48 embryonic stem cell targeting
jobs resulting in an average recombination efficiency of 1.27% for an average
of 5.5 homologously recombined clones per job. For ES cell injection into
blastocysts for the creation of chimeric mice, we performed 37 blast injection
jobs in 2004 with an average of 28 pups per job resulting in an average of 9
highly chimeric animals for each job. These chimeras range from 30% agouti
up to 100%. In 2004, ~95% of the jobs went germline. We currently have no
waiting list to speak of and can schedule your job as soon as we have your
DNA. We are also available to advise on questions of vector design and analysis
of recombination events in embryonic stem cells and we have produced a
detailed web page to assist you with any other information you might need:
http://cancer.ucsd.edu/tgm/ (DERC rates are the same as the quoted
Cancer Center rates).

hoakley@ucsd.edu

TRANSCRIPTIONAL GENOMICS CORE:
Transcriptional Genomics
CORE:
http://www.biogem.ucsd.edu

Chris Glass, Ph.D.
Core Director
(858) 534-8981
cglass@ucsd.edu

Gary Hardiman, Ph.D.
Core Contact
(858) 822-3792
ghardiman@ucsd.edu

Human Genetics CORE:
Jerome Rotter, M.D.
Core Director
(310) 423-6467
Jerome.Rotter@cshs.org

Leslie Raffel, M.D.
Associate Director
(310) 423-2703
Leslie.Raffel@cshs.org

The DERC Transcriptional Genomics Core Facility provides three services;
conventional gene expression analysis using commercial microarrays, ChIPChip analysis using the custom DERC 34K mouse promoter microarray, and
bioinformatics support. An overview of the Transcriptional Genomics Core
Facility
is
provided
through
the
DERC
website
(http://www.derc.med.ucla.edu/core.htm).

Gene expression analysis
The BIOGEM Core facility currently provides Agilent, Codelink and ABI platforms
for microarray analysis of gene expression. The Illumina bead based array
system will be added very shortly. Each platform has relative strengths and
weaknesses with respect to content, annotation, sensitivity and cost. Dr. Gary
Hardiman (ghardiman@ucsd.edu), Director of the BIOGEM Core facility, and Dr.
Chris Glass (cglass@ucsd.edu), Principal Investigator of the DERC
Transcriptional Genomics Core, are available for consultation.

Promoter microarray platforms and representative data
Understanding how DNA-binding proteins control global gene expression
requires knowledge of the chromosomal locations at which these proteins
function. It is now possible to interrogate the locations of transcription factors
and other classes of DNA-associated proteins on a large scale by combining
chromatin immunoprecipitation assays with microarray technology (commonly
referred to as ChIP-Chip assays). With the support of the UCSD/UCLA Diabetes
and Endocrinology Research Center grant, the Transcriptional Genomics Core
facility designed and fabricated a mouse promoter/genome microarray
consisting of approximately 34,000 features (Mouse 34K array). The selection
of promoters for representation was in part based on the genes represented on
Affymetrix, Codelink, Agilent and Qiagen gene expression microarrays. This
strategy allows ChIP-Chip data obtained from the promoter microarray to be
compared to expression data obtained on any of the major, commercially
available platforms. The completed array platform consists of 30,812 promoter
sequences and 3015 additional features that tile 48 genes of interest from –40
kb from the transcriptional start site to the end of the transcription unit. Dr.
Gary Hardiman and Dr. Chris Glass are available for consultation regarding the
use of this platform.

Bioinformatics support
Dr. Roman Sasik (sasik@corgon.ucsd.edu) provides bioinformatics support to
DERC investigators using the Transcriptional Genomics Core Facility. Services
include identification of differentially regulated genes at defined levels of
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Cynthia Hernandez, R.N.

statistical significance, pathway analysis (e.g., using KEGG and Biocarta
templates) and GeneOntology analysis.

Core Contact
(310) 423-1457
Cynthia.Hernandez@cshs.org

HUMAN GENETICS CORE:
Services:

Pinchas Cohen, M.D.

The Human Genetics Core of the DERC is designed to bring the technologies
and approaches of genetic epidemiology to the study of diabetes, its
complications, and to endocrine disorders.

(310) 206-5844

Services include:

Pilot and Feasibility Program

hassy@mednet.ucla.edu

1.

Consultation in human genetic study design

2.

Creation and provision of immortalized lymphoblastoid cell lines

Administration

3.

Molecular genotyping

Janie Teran

4.

Aid in genetic statistical analysis

(310) 794-7651
jteran@mednet.ucla.edu

Alfonso Orozco
(310) 794-5048
aorozco@mednet.ucla.edu

New services/technologic advances:
This year, two new services are being brought on board.
One, we will soon have available a panel of anonymized cell lines that can be
utilized for testing for gene frequency of molecular variants.
Two, we have expanded our genotyping capability with the purchase of an
Illumina bead station. This will allow the simultaneous assay of 384 (or
multiples thereof) single nucleotide polymorphisms (SNPs) at a greatly reduced
cost.

Betsy Hansen
(858) 534-6651
ejhansen@ucsd.edu

PILOT AND FEASIBILITY AW ARD W INNERS 2005 - 2006
Anil Bhushan PhD (UCLA)

p27 and beta cells

Harley Kornblum MD PhD (UCLA)

Hormone & neural stem cells

Susan Phillips MD (UCSD)

Muscle-fat cross talk in DM

Mark Goodarzi MD (CSMC)

AMPD1 and insulin

For more information visit our website!
http://www.derc.med.ucla.edu
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