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EDUCATION:

Institution and Location
Degree          
Years        Field of Study
University of Pennsylvania
B.A.
1982-86    Biology & Medieval Studies

University of Pennsylvania
M.D.
1986-93    Medicine




University of Pennsylvania
Ph.D.
1986-93    Neuroscience
POSTGRADUATE EDUCATION:

Institution and Location   Position
Years
Field of Study
Graduate Hospital            Intern
1993-1994
  Internal Medicine (Philadelphia, Pennsylvania)

University of California     Resident
1994-1996
  Neurology (San Francisco, California)

University of California     Chief Res.
1996-1997
  Neurology (San Francisco, California)

University of California     Fellow
1997-2000
  Neuroscience (San Francisco, California)

LICENCES AND CERTIFICATIONS:

1995-     Medical License, State of California  #G081074

1999-     Board Certification in Neurology, American Board of Psychiatry and 


   Neurology

PRINCIPAL POSITIONS HELD:

1997-2000 Adjunct Instructor, Department of Neurology, University of California, San Francisco

2000-2007 Assistant Professor in Residence, Department of Neurology, University of California, San Francisco 

2001-now Robert B. and Elinor Aird Endowed Chair of Neurology

2007-2008 Associate Professor in Residence (Step 2), Department of Neurology, University of California, San Francisco

2007-now Vice Chair, Department of Neurology, University of California, San Francisco
2008 (anticipated 7/1/08) – Associate Professor (Step 3) with tenure, Department of Neurology, University of California, San Francisco
OTHER POSITIONS HELD CONCURRENTLY:

1986-1993 Fellow, Medical Scientist Training Program

1997-2000 Fellow, HHMI Physician Postdoctoral Fellowship Program

2000-2003 Career Awardee, Burroughs Wellcome Fund

2001-2005 Fellow, John Merck Fund Scholars Program

2002-now Member, Neuroscience Graduate Program, UCSF

2002-now Member, Developmental Biology Graduate Program, UCSF

2002-now Member, Herbert W. Boyer Program in Biological Sciences, UCSF

2002-now Member, Biomedical Sciences Graduate Program, UCSF

2002-now Member, Developmental and Stem Cell Biology Program, UCSF

EDITORIAL BOARDS:

2005-now Associate Editor, Journal of Neuroscience

2007-now Editorial Board, Developmental Neuroscience
HONORS AND AWARDS:

1986  B.A. summa cum laude University of Pennsylvania

1986  Phi Beta Kappa honor society University of Pennsylvania

1986  NIH Medical Scientist Training Program (MSTP) Fellowship at University of Pennsylvania

1988  William Jeffers award for research relating to Neurology


1990  Robert M. Toll prize awarded for research relating to mental health 

1993  Sheard Sanford Medical Student Award from the American Society of Clinical Pathologists 

1997  Howard Hughes Postdoctoral Fellowship for Physicians 

2000  Burroughs Wellcome Fund Career Award in the Biomedical Sciences 

2001  John Merck Fund Scholars Program in the Biology of Developmental Disabilities in Children

2001  Appointed to Robert B. and Elinor Aird Endowed Chair of Neurology

2002  Elected to membership in the Cajal Club

2003  Elected to membership in the American Neurological Association

2004  Appointed Regular Member Neurogenesis and Cell Fate Study Section, CSR, NIH

2005  Associate Editor, Journal of Neuroscience

2006  Appointed as member of ANA Scientific Program Committee

2007  Editorial Board, Developmental Neuroscience

2007  Senior Faculty for CNS/UCSB-NRI Young Neuroscientists’ Workshop

2007  Nominated for Outstanding Faculty Mentorship Award, UCSF Graduate Student’s Association

2007  Nominated for Outstanding Faculty Mentorship Award, UCSF Postdoctoral Scholars Association

2007  Program Committee 2008 ISDN Meeting

2007  Co-Chair Session entitled “Brain Dysfunction Across the Lifespan” at 132nd Annual ANA Meeting

KEYWORDS/AREAS OF INTEREST:

Hippocampus, dentate gyrus, granule cell, oligodendrocyte precursor cell, wnts, frizzleds, sonic hedgehog, chemokines, homeobox proteins, epilepsy, mutiple sclerosis, migration, axon guidance, neural stem cell, Cajal-Retzius cell, meninges

PROFESSIONAL ACTIVITIES

CLINICAL ACTIVITIES:

7/1/02-now Attending Neurologist in UCSF Epilepsy Program outpatient clinic where I supervise students and residents, beginning this fall (9/2007) I will divide my outpatient attending responsibilities between MS clinic and the Epilepsy Program

Consult Neurology attending physician at San Francisco General Hospital one month yearly where I supervise residents and students

PROFESSIONAL ORGANIZATIONS:

Memberships
Society for Neuroscience

Society for Developmental Biology

American Academy of Neurology

American Association for the Advancement of Science

American Epilepsy Society

Cajal Club

American Neurological Association

Service to Professional Organizations

Member Annual Course Committee of the American Epilepsy Society – 2001-2003

Member Scientific Program Committee of the American Neurological Association – 2006-2009

Member Program Committee International Society for Developmental Neuroscience – 2007-2008

SERVICE TO PROFESSIONAL PUBLICATIONS:

Editorial Boards

Journal of Neuroscience Associate Editor in the Development/Plasticity/Repair section (2005- )

Developmental Neuroscience Editorial Board (2007- )

Ad hoc reviewer (approximate papers reviewed in last five years)

Annals of Neurology (>5)

Archives of Neurology (3-5)

Biomed Central Neuroscience (1)

Cerebral Cortex (3-5)

Development (3-5)

Developmental Biology (2-3)

Developmental Brain Research (2-3)

Developmental Dynamics (1)

Developmental Neuroscience (3-5)

Epilepsia (1)

Experimental Cell Research (1)

FEBS Letters (1)

Glia (1)

Hippocampus (1)

Journal of Cell Biology (3-5)

Journal of Comparative Neurology (>5)

Journal of Neurobiology (1)

Journal of Neurochemistry (1)

Journal of Neuroimmunology (1)

Journal of Neurological Sciences (1)

Journal of Neuroscience (>50)

Molecular and Cellular Neuroscience (2-3)

Molecular Brain Research (1)

Nature Biotechnology (1)

Nature Neuroscience (3-5)

Nature Reviews Neuroscience (2-3)

Neurobiology of Disease (1)

Neuroscience (>5)

Neuron (3-5)

Neurology (3-5)

Neuroscience Letters (1)

PLOS Biology (2-3)

PNAS (3-5 papers)

Science (1)

Trends in Neuroscience (1)

WORKSHOPS AND SCIENTIFIC & PROFESSIONAL MEETINGS ATTENDED (last 5 years):

Society for Neuroscience (yearly or every other year) 

American Epilepsy Society 

American Academy of Neurology 

American Neurological Association (yearly)

Juan March Institute for Study and Research workshop on Wnt Genes and Wnt Signaling – 2003

NIMH Workshop on “Adult Neurogenesis: Defining Opportunities for Psychiatric Research”, Bethesda, MD – 2004

National Alliance for Autism Research Workshop on "Integrating the Clinical and Basic Sciences of Autism: A Developmental Biology Workshop" – 11/2004

John Merck Scholars Program in the Biology of Developmental Disabilities in Children 15th Anniversary meeting – 4/2005

International Society for Developmental Neuroscience Biannual Meeting, Banff, Alberta, Canada – 8/2006

European Science Foundation, Third EuroSTELLS Workshop, Development of a Stem Cell Tool Box, “Stem Cell Niches”, Barcelona, Spain, 1/2008

INVITED LECTURES:

National and International

4/23/2001 – Spring Epilepsy Research Conference, Cayman Islands Research Seminar 

4/14/2002 – Spring Hippocampal Research Conference, Cayman Islands, BWI Session Chair and 2 presentations

4/5/2004 – Pathology Department Seminar Series, Northwestern University
5/7/2004 – International Meeting for Autism Research, Sacramento, CA

6/10/2004 – Fourth Hershey Conference on Developmental Brain Injury, Asilomar, CA

6/28/2004 – Research seminar, Institute for Infectious Diseases, University of Bern, Switzerland

12/6/2004 – Investigator’s Workshop, American Epilepsy Society National Meeting

10/6/2005 – Department of Developmental and Cell Biology Seminar Series, UC Irvine

12/5/2005 – Center for Neuroscience Research Seminar, UC Davis

12/6/2005 – M.I.N.D. Institute Research Seminar, UC Davis
6/15/2006 – Invited speaker, 12th Kentucky Spinal Cord & Head Injury Research Trust Symposium

8/28/2006 – Invited speaker, International Society for Developmental Neuroscience Biannual Meeting, Banff, Alberta, Canada

9/21/2006 – Department of Biology, San Francisco State University
2/15/2007 – Invited speaker, Karolinska Institute, Stockholm, Sweden

2/16/2007 – Thesis opponent for Kyle Sousa, PhD for defense of his thesis at Karolinska Institute

4/10/2007 – Invited seminar speaker Riken Biosciences Institute, Tokyo, Japan

9/16/2007 – Invited seminar as Senior Faculty at CNS/UCSB-NRI Young Neuroscientists’ Workshop
10/6/2007 – Invited speaker for American Neurological Association and NINDS 7th Annual Career Development Symposium, Washington, DC

10/11/2007 – Neurology Grand Rounds, Albert Einstein School of Medicine, NY

11/5/2007 – Invited Speaker for 4th Annual Chris Reeve "Hot Topics in Stem Cell Biology" Symposium at the Society for Neuroscience Meeting

1/7/2008 – Invited speaker Institute of Neuroscience, Alicante, Spain
1/11/2008 – Invited speaker 3rd Eurostells Workshop on Stem Cell Niches, Barcelona, Spain

3/18/2008 – Formal Neuroscience Seminar speaker, University of Texas, Southwestern

4/24/2008 – Invited speaker Biology Department, Wesleyan University, Middletown, CT

Regional and other invited presentations

11/15/1999 – Department of Neurology, Beth Israel-Deaconess Hospital Research Seminar 

1/12/2000 – Grand Rounds, Department of Neurology, UCSF 

1/24/2000 – Department of Neurology, Stanford University Research Seminar 

4/7/2000 – Department of Neurology, Stanford University Research Seminar 

10/9/2001 – Program in Neuroscience, UCSF Research Seminar 

2/11/2002 – Development and Regeneration Research Group, UCSF, Research Seminar 
8/21/2003 – Neurosurgery Grand Rounds, UCSF 

10/17/2003 – Neuropathology Research Conference, UCSF 

3/8/2006 – UCSF Frontiers in Neurology Seminar, Department of Neurology

CME COURSES ATTENDED (last 5 years):

Society for Neuroscience –2002, 2003, 2005, 2007

American Epilepsy Society – 2002, 2004

American Neurological Association – 2003, 2007

Neurology Grand Rounds, UCSF – 2002-now

GOVERNMENT AND OTHER PROFESSIONAL SERVICE (Last 5 years):

Chairman – NIH NCF (Neurogenesis and Cell Fate) study section, 2008-2009

Permanent Member – NIH NCF (Neurogenesis and Cell Fate) study section, 2004-2008

External Grant Reviewer, Comitato Telethon Fondazione, Italy, 2008

Ad hoc Reviewer – National Multiple Sclerosis Society, 2008

Ad hoc Reviewer – Wellcome Trust, 2008

Scientific Review Board Member – CURE Epilepsy, 2006, 2007

Ad hoc Reviewer – ZRG1 MDCN-D (02), 3/2007

Ad hoc Reviewer - ZNS1 SRB-M K99/R00 Program, 1/2007

Ad hoc Reviewer – DOD NCIRE Study Section, 9/2006

Ad hoc Reviwer –Fox Foundation Fast-Track Parkinson’s Research RFA Review Committee, 9/2006

Ad hoc Reviewer – NINDS Special Emphasis Panel for K99/R00 Program, 7/2006

Ad hoc Reviewer – Woods Hole Oceanographic Institute Fellowship Grant Program, 2006

Ad hoc Reviewer – Research Funding and Policy Division, Health Research Board, Ireland, 2005

Ad hoc Reviewer – NIH NCF (Neurogenesis and Cell Fate) study section, 2/2004 

Ad hoc Reviewer – NIH NCF (Neurogenesis and Cell Fate) study section, 6/2004

Ad hoc Reviewer – NIH ZRG1 MDCN-D Special Emphasis Study Section, 6/2004

Ad hoc Reviewer – NIH ZRG1 MDCN-A 02 S, MDCN Member Conflict: Development, Neurodegeneration and Synaptic Function, 6/2004

Ad hoc Reviewer –Fox Foundation for Parkinson’s Research Developmental Biology RFA Review Committee, 3/2004

Ad hoc Reviewer –Fox Foundation for Parkinson’s Research Cell Line Assessment Progress Committee, 3/2004

Ad hoc Reviewer – Fox Foundation Fast-Track Parkinson’s Research RFA Review Committee, 11/2004

Ad hoc Reviewer – The Wellcome Trust, 2003

Ad hoc Reviewer – Czech Institute of Sciences, 2003

Ad hoc Reviewer – Stanley Thomas Johnson Foundation, 2003

UNIVERSITY AND PUBLIC SERVICE
University service
Member UCSF Resource Allocation Program, Neurosciences Review Committee, 2008 – 

Departmental service

Search committee member for Physician Scientist/Neurodegenerative Diseases, Department of Neurology, UCSF – 2001-2002

Search committee member for Physician Scientists at VAMC, Department of Neurology, UCSF – 2002-2004

Neuroscience Program Retreat Committee Chair, 2004-2006

Neuroscience Program Seminar Committee, 2004-05

Neuroscience Journal Club Committee, 2004

Neuroscience Program Seminar Committee, 2005-06

Neuroscience Program Predoctoral NSF Fellowship Workshop mentor, 2005

Chair of working group for creating a Research Track Residency in the Department of Neurology

Chair of Search committee to find a Assistant/Associate Professor Scientist to work with MS Center, Department of Neurology, UCSF – 2006-2007

PIBS Tetrad Program Admissions Committee – 2006-2007

Neuroscience Program Admissions Committee Co-Chair – 2007-2008

Faculty panelist for Preparing Future Faculty session entitled “Developing a winning research statement for your faculty application package”

Coordinator of Laboratory Based “Research Track” Flexible Residency Program, UCSF – 2006-now

Co-Chair of Search committee to find three distinguished chairs as Assistant/Associate/Full Professor Scientists to work with MS Center, Department of Neurology, UCSF – 2006-2007

Summary of service activities: I have been quite active in the Neurology Department over the last two years, designing a new laboratory based research track residency designed to facilitate transition of neurology residents back to substantial research experiences. This program has been operative for two years and is thus far quite successful. As the organizer of this program, I solicit applications, serve as advisor in preparing applications and run a small review panel that considers the applications. In addition, I have been very active in the Neuroscience Program in the last two years, serving as chair of the admissions committee as well as being a member of other committees. The other prominent aspect of my service is to the NIH for grant review. I have been a standing member of the Neurogenesis and Cell Fate (NCF) study section for almost four years and anticipate serving as the chair of the committee from 10/08 for the next three review cycles. This is obviously a nationally prominent position that has the potential to have a major impact on developmental neurobiology on the national scene.
Pleasure Lab Members

Youngshik Choe, PhD – Postdoctoral Fellow

Jennifer Freese, PhD – Postdoctoral Fellow

Jonathan Hecht, MD/PhD – Postdoctoral Fellow

Trung Huynh – SRA1

Mojgan Khodadoust – SRA1

Abraham Langseth – Neuroscience Graduate Student

Grant Li, PhD – Postdoctoral Fellow

Roeben Munji – Tetrad Graduate Student

Katelin Patterson – Undergrad Laboratory Assistant

Darya Pino – Neuroscience Graduate Student

Julie Siegenthaler, PhD – Postdoctoral Fellow

Kostantinos Zarbalis, PhD – Postdoctoral Fellow

Former Lab Members

Michele Abramowitz – Summer undergrad – returned to sophmore year at Pomona

Carmen Avilés – Staff Research Associate – now Law student at USF

Anil Bagri, MD/PhD – Graduate Student/Postdoctoral Fellow – Now at Genentech in Research Division

Omri Berger – Medical Student/Doris Duke Fellow – Psychiatry Residency UCSF

Ethan Bodle – MD Student – medical school at Columbia University

Elizabeth Buchen – Neuroscience Graduate Student, on leave

Wei Guan, PhD – Postdoctoral Fellow – Second Fellowship at University of Utah

Jenna Gopilan – Summer undergrad – returned to senior year at Wesleyan

Szu-Min Han – Staff Research Associate – Medical Student Temple University

Xiaoping He, PhD – Postdoctoral Fellow at Nara University

Carrie Horn – Staff Research Associate – medical school at UC Davis

Anthony S. Kim – MD Student – Stroke Fellow, UCSF

Mercedes Paredes – MD/PhD Student – Neurology Resident, UCSF

Christine Pozniak, PhD – Postdoctoral Fellow – now Research Scientist at Genentech

Willie Siu – Undergrad summer student – now medical student at UCLA

Rebecca Wolsky – Staff Research Assistant – now medical student at Univ. Chicago

Ni-Chi Wu – Staff Research Associate – now pharmacist

Chunjie Zhao, PhD – Postdoctoral Fellow – Now Assistant Professor at Southeastern University in Nanjing China

Chengji Zhou, PhD – Postdoctoral Fellow – Now Assistant Professor at Shriner’s Hospital/Sacramento and Cell Biology, UC Davis

RESEARCH AND CREATIVE ACTIVITIES
PUBLICATIONS:

Peer-Reviewed Papers:

1.  SJ Pleasure, ME Selzer, and VM-Y Lee (1989) Lamprey neurofilaments combine in one subunit the features of each mammalian NF triplet protein but are highly phosphorylated only in large axons. Journal of Neuroscience 9:698-709.

2.  SJ Pleasure, VM-Y Lee, DL Nelson (1990) Site specific phosphorylation of the middle molecular weight human neurofilament protein in transfected non-neuronal cells. Journal of Neuroscience 10:2428-2437.

3.  DL Baker, UR Reddy, SJ Pleasure, M Hardy, M Williams, M Tartaglione, JA Biegel, BS Emanuel, P Lo Presti, B Kreider, JQ Trojanowski, A Evans, A R Roy, G Venkatakrishnan, J Chen, A H Ross, D Pleasure (1990) Human CNS primitive neuroectodermal tumor expressing NGF receptors: CHP707m. Annals of Neurology 28:136-145.

4.  SJ Pleasure, UR Reddy, G Venkatakrishnan, AK Roy, J Chen, AH Ross, JQ Trojanowski, DE Pleasure, VM-Y Lee (1990) Introduction of nerve growth factor (NGF) receptors (NGFRs) into a medulloblastoma cell line results in expression of high and low affinity NGFRs but not NGF-mediated differentiation. Proceedings National Academy of Science USA 87:8496-8500.

5.  X He, CJ Wikstrand, HS Friedman, SH Bigner, SJ Pleasure, JQ Trojanowski, DD Bigner (1991) Antigenic profiles of newly established medulloblastoma lines (D384 Med, D425 Med, and D458 Med) and their transplantable xenografts. Laboratory Investigation 64: 833-843.

6. SJ Pleasure, C Page, VM-Y Lee (1992) Pure, post-mitotic, polarized human neurons derived from NTera2 cells provide a system for expressing exogenous proteins in terminally differentiated neurons. Journal of Neuroscience 12: 1802-1815.

7.  SJ Pleasure, VM-Y Lee (1992) NTera2 cells: a human cell line which displays characteristics expected of a human committed neuronal progenitor cell. Journal of Neuroscience Research 35:585-602.

8.  D Younkin, C Tang, M Hardy, U Reddy, SJ Pleasure, VM-Y Lee, D Pleasure (1992) A clonal human neuronal cell line that expresses NMDA receptors and demonstrates glutamate excitotoxicity. Proceedings National Academy of Science USA 90:2174-2178.

9. AW Wertkin, RS Turner, SJ Pleasure, TE Golde, SG Younkin, JQ Trojanowski, VM-Y Lee (1992) Human neurons derived from a teratocarcinoma cell line express solely APP695 and produce intracellular ß/A4 peptides. Proceedings National Academy of Science USA 90:9513-9517.

10. SE Merrick, SJ Pleasure, DI Lurie, DS Pijak, ME Selzer, VM-Y Lee (1995) Glial cells of the lamprey nervous system contain keratin-like proteins. Journal of Comparative Neurology 355:199-210.

11. SJ Pleasure, A Abosch, J Friedman, NU Ko, N Barbaro, W Dillon, RA Fishman, AN Poncelet (1998) Spontaneous intracranial hypotension resulting in stupor due to diencephalic compression. Neurology 50:1854-1857.

12. M Liu*, SJ Pleasure*, AE Collins, J Noebels, FJ Naya, M-J Tsai, DH Lowenstein (2000) Loss of BETA2/NeuroD leads to malformation of the dentate gyrus and epilepsy. Proceedings National Academy of Science USA 97:865-870. *Equal contributions

13. H Chen, A Bagri, JA Zupicich, Y Zou, E Stoekli, SJ Pleasure, DH Lowenstein, WC Skarnes, A Chedotal, M Tessier-Lavigne (2000) Neuropilin-2 regulates the development of select cranial nerves and hippocampal mossy fiber projections. Neuron 25:43-56.

14. SJ Pleasure*, AE Collins* and DH Lowenstein (2000) Unique expression patterns of cell fate molecules delineate sequential stages of dentate gyrus development. Journal of Neuroscience 20:6095-6105. *Equal contributions

15. SJ Pleasure, N Fishbein (2000) Correlation of clinical and neuroimaging findings in a case of rabies encephalitis. Archives of Neurology 57:1765-1769.

16. SJ Pleasure*, S Anderson*, R Hevner*, A Bagri, DH Lowenstein, JLR Rubenstein (2000) Cell migration from the ganglionic eminences is required for the development of hippocampal GABAergic interneurons. Neuron 28:727-740. *Equal contributions

17. AS Kim, S. Anderson, JLR Rubenstein, DH Lowenstein, SJ Pleasure (2001) Pax-6 regulates expression of SFRP-2 and Wnt-7b in the developing central nervous system. Journal of Neuroscience 21:RC132(1-5).
18. AS Kim, DH Lowenstein, SJ Pleasure (2001) Wnt-receptors and Wnt-inhibitors are expressed in gradients in the developing telencephalon. Mechanisms of Development 103:167-172.

19. RC Elliott, S Khademi, SJ Pleasure, JM Parent, DH Lowenstein (2001) Differential regulation of basic helix-loop-helix mRNAs in the dentate gyrus following status epilepticus. Neuroscience 106:79-88.
20. HJ Cheng, A Bagri, A Yaron, E Stein, SJ Pleasure, M Tessier-Lavigne (2001) Plexin-A3 mediates semaphorin signaling and regulates the development of hippocampal axonal projections. Neuron 32:249-263.
21. A Bagri, O Marin, AS Plump, J Mak, SJ Pleasure, JLR Rubenstein, M Tessier-Lavigne (2002) Slit proteins prevent midline crossing and determine dorsoventral position of major axonal pathways in the mammalian forebrain. Neuron 33:233-248.

22. PA Castro, SJ Pleasure, SC Baraban (2002) Hippocampal heterotopia with molecular and electrophysiological properties of neocortical neurons. Neuroscience 114:961-972.

23. C-J Zhou, SJ Pleasure, N Inagaki, L-X Zhao, S Kikuyama, S Shioda (2002) ATP-binding cassette transporter ABCA2 (ABC2) expression in the developing spinal cord and PNS during myelination. A comparative study with other glial markers. Journal of Comparative Neurology 451:334-345.
24. A Bagri, T Gurney, X He, Y-R Zou, D Littman, M Tessier-Lavigne*, SJ Pleasure* (2002) The chemokine SDF-1 regulates migration of dentate granule neurons. Development 129:4249-4260. *co-corresponding authors
25. A Bagri, HJ Cheng, A Yaron, SJ Pleasure*, M Tessier-Lavigne* (2003) Stereotyped pruning of long hippocampal axon branches triggered by retraction inducers of the Semaphorin family. Cell 113:285-299.    *co-corresponding authors
26. AS Kim, SJ Pleasure (2003) Expression of the BMP antagonist Dan during murine forebrain development. Dev Brain Res 145:159-162.

27. CJ Zhou, C Zhao, SJ Pleasure (2004) Wnt signaling mutants have decreased dentate granule cell production and radial glial scaffolding abnormalities. Journal of Neuroscience 24:121-126.

28. D Del Turco, C Gebhardt, GJ Burbach, SJ Pleasure, DH Lowenstein, T Deller (2004) Laminar organization of the mouse dentate gyrus: insights from BETA2/NeuroD mutant mice. Journal of Comparative Neurology 477:81-95.

29. CJ Zhou, KI Pinson, SJ Pleasure (2004) Severe defects in dorsal thalamic development in LRP6 mutants. Journal of Neuroscience 24:7632-7639. Chosen as featured article for the issue
30. C Zhao, SJ Pleasure (2004) The Frizzled-9 promoter drives expression of transgenes in the medial wall of the cortex and its chief derivative the hippocampus. Genesis 40:32-39.

31. C Zhao, SJ Pleasure (2005) Frizzled9 protein is regionally expressed in the developing medial cortical wall and the cells derived from this region. Developmental Brain Research 157:93-97.

32. C Zhao, C Avilés, RA Abel, CR Almli, P McQuillen, SJ Pleasure (2005) Hippocampal and visuospatial learning defects in mice with deletion of Frizzled9, a gene in the Williams syndrome deletion interval. Development 132:2917-2927.

33. JM Parent, T-W Wang, RC Elliott, SJ Pleasure, NM Barbaro, DH Lowenstein (2006) Aberrant seizure-induced neurogenesis in experimental temporal lobe epilepsy. Annals of Neurology 59:81-91.

34. M Paredes, SJ Pleasure*, SC Baraban* (2006) Embryonic and Early Postnatal Abnormalities Contributing to the Development of hippocampal malformations in a Rodent Model of Dysplasia. Journal of Comparative Neurology 495:133-148. *co-corresponding authors
35. C Zhao, W Guan, SJ Pleasure (2006) A transgenic marker mouse line labels Cajal-Retzius cells from the cortical hem and thalamocortical axons. Brain Research 1077:48-53.

36. MF Paredes, G Li, O Berger, SC Baraban, SJ Pleasure (2006) SDF1 (CXCL12) regulates laminar position of Cajal-Retzius cells in normal and dysplastic brains. Journal of Neuroscience 26:9404-9412. Chosen as featured article for the issue

37. CJ Zhou, U Borello, JLR Rubenstein, SJ Pleasure (2006) Neuronal production and precursor proliferation defects in the neocortex of mice with loss of function in the canonical Wnt signaling pathway. Neuroscience 142:1119-1131.
38. O Berger, G Li, MF Paredes, S-m Han, SJ Pleasure (2007) Expression of SDF1 and CXCR4 during reorganization of the postnatal dentate gyrus. Developmental Neuroscience 29:48-58.

39. D Grandgirard, YD Bifare, SJ Pleasure, J Kummer, SL Leib, MG Tauber (2007) Pneumococcal meningitis induces apoptosis in recently postmitotic immature neurons in the dentate gyrus of neonatal rats. Developmental Neuroscience 29:134-142.

40. G Li, O Berger, S-m Han, M Paredes, N-C Wu and SJ Pleasure (2007) Hilar mossy cells share developmental influences with dentate granule neurons. Developmental Neuroscience 30:255-261.

41. K Zarbalis, J Siegenthaler, Y Choe, SR May, A Peterson, SJ Pleasure (2007) Cortical dysplasia and skull defects in mice with a Foxc1 allele reveal the role of meningeal differentiation in regulating cortical development. PNAS 104:14002-14007.
42. A Faedo, Y Ruan, S Krauss, SJ Pleasure, M Tsai, GS Tomassy, M Studer, JLR Rubenstein (2008) COUP-TFI coordinates cortical patterning, neurogenesis and laminar fate through modulating MAPK/Erk, AKT and -catenin signaling. Cerebral Cortex, in press.

43. G Li, H Adesnik, J Li, J Long, R Nicoll, JLR Rubenstein, SJ Pleasure (2008) Regional distribution of cortical interneurons and development of inhibitory tone are regulated by Cxcl12/Cxcr4 signaling. Journal of Neuroscience 28:1085-1098.

44. H Adesnik, G Li, M During, SJ Pleasure, R Nicoll (2008) NMDA receptors inhibit synapse unsilencing during brain development. PNAS 105:5597-5602.
Submitted manuscripts:

1. CD Pozniak, GJP Dijkgraaf, A Langseth, Y Choe, Z Werb, SJ Pleasure (2008) Generation of oligodendrocyte precursors from multipotential forebrain progenitors by SoxE transcription factors. Submitted.

2. G Li, H Kataoka, ST Coughlin, SJ Pleasure (2008) Migration of progenitors to form the subgranular zone depends on a transient subpial neurogenic zone. Submitted.

3. A Molotkov, L Song, Y Li, DE Pleasure, SJ Pleasure, C Zhou (2008) Inactivation of canonical Wnt signaling leads to coloboma and retinal dorsoventral axis defects by down-regulation of BMP and retinoic acid pathways. Submitted.

4. X Gu, D He,Y Li, C Hu, SJ Pleasure, W Xie, C Zhao (2008) Generation of Frizzled10-Cre transgenic mice: a useful tool for the study of dorsal telencephalic development. Submitted.
Reviews:

1. UR Reddy, SJ Pleasure, D Baker, VM-Y Lee, AH Ross, D Pleasure (1991) Primitive neuroectodermal tumors (PNET’s) of the CNS and PNS that express functional nerve growth factor receptors (NGFR) but fail to differentiate in response to NGF. Progress Clinical Biology Research 366:243-248.

2. SJ Pleasure, RA Fishman (1999) The ventricular volume and the transmural pressure gradient in normal pressure hydrocephalus. Archives of Neurology 56:1199-1200.
3. SJ Pleasure (2001) An arrow hits the Wnt signaling pathway. Trends in Neuroscience 24:69-71.
4. CJ Zhou, S Shioda, T Yada, N Inagaki, SJ Pleasure, S Kikuyama (2002) PACAP and its receptors exert pleiotropic effects in the nervous system by activating multiple signaling pathways. Current Protein and Peptide Science 3:423-439.

5. G Li, SJ Pleasure (2005) Morphogenesis of the Dentate Gyrus: What we are learning from mouse mutants. Developmental Neuroscience 27:93-99.

6. C Pozniak, SJ Pleasure (2006) A Tale of Two Signals: Wnt and Hedgehog in Dentate Neurogenesis. Science STKE 2006:pe5.
7. C Pozniak, SJ Pleasure (2006) Genetic control of hippocampal neurogenesis. Genome Biology 7:207.

8. G Li, SJ Pleasure (2007) Genetic regulation of dentate gyrus morphogenesis. Prog Brain Res 163:143-152.

9. SJ Pleasure, R Guerini (2008) Hypothalamic hamartomas and hedgehogs: not a laughing matter. Neurology 70:588-589.
Books:

1. SJ Pleasure, SC Baraban, ed. (2007) Developmental signaling in the hippocampus (Developmental Neuroscience). S. Karger, publishers, in press.

Chapters:

1. SJ Pleasure, DE Pleasure (2002) “Cell Birth and Cell Death in the Central Nervous System” in Diseases of the Nervous System: Clinical Neurobiology, AK Asbury, GH McKhann, WI McDonald, eds., pp55-61.

2. SJ Pleasure (2003) “Rabies” in Neurological Therapeutics: Principles and Practice, JH Noseworthy, ed., pp969-971.
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DESCRIPTION OF RESEARCH FOCUS

Development of the brain is a highly ordered process with a number of important steps. Cells must be directed to the proper fate in the ventricular zone, migrate to the appropriate laminar location once born and establish connectivity with their targets. Many patients with epilepsy or congenital brain malformations have morphologic abnormalities consistent with defects in the control of cell fate, neuronal migration or axon guidance in the developing telencephalon. My research focuses on several distinct aspects of the regulation of these events using the developing hippocampus and cortex as the model systems. I am using a broad array of embryologic and molecular genetic techniques to understand these processes in the normal developing state as well as in animals with developmental anomalies. In addition, we are interested in applying these approaches to improving the prospects of enhancing endogenous pools of neural stem cells to regenerate after developmental or other insults.

1. Control of tangential migration in cortical development

We found that Cxcl12, produced by the meninges is required for the normal laminar position of Cajal-Retzius neurons as they migrate tangentially to cover the cortex. We have now determined as well that Cxcl12 has a similarly important role in regulating the laminar organization of interneuron migration from the ganglionic eminences to the developing cortex. In mice with either null or condition mutations in CXCR4, the best characterized Cxcl12 receptor, the normal laminar organization of these cells into two layers (a superficial and a deep layer) is severely perturbed and the cells chaotically enter the forming cortical plate too early in gestation. We are in the process of characterizing the developmental and behavioral consequences of these defects using conditional mutant mice where CXCR4 is removed selectively in developing cortical interneurons (these mice survive while the null mutants die at birth for non-neurologic reasons). We are extending these studies using a recently developed mouse reagent that allows conditional inactivation of all Gi-coupled signaling that will allow us to elucidate the potential roles for other Gi-coupled signaling pathway in the tangential migration of both Cajal-Retzius cells and GABAergic interneurons.

2. Meningeal-cortical interactions during development

During cortical development the meninges serve as an understudied source of signaling molecules potentially regulating migration and differentiation of cortical neurons. We have demonstrated that the production of Cxcl12 by the meninges is required for normal positioning of an important group of developmental pioneer neurons. In the course of these studies, I realized that the intimate association of the developing meninges and cortex makes it likely that the meninges act more widely to provide a host of developmental influences for the cortex. This has led to expansion of this area of research in two directions. 

We are characterizing the phenotype of mutants that have primary meningeal defects and secondary cortical defects. This will allow us to elucidate the ways that meningeal development influences cortical development. Preliminarily, we have found that, as expected, the meninges play an important role in producing the extracellular matrix lining the superficial cortex. More interestingly, we have noted evidence for an earlier gestational role in controlling the proliferative dynamics of the ventricular zone. I believe that the intimate association of radially oriented neuroepithelial cells with one process contacting the ventricular surface and the other attached to the meninges are ideally situated to receive mitotic inputs from factors produced by the meninges. We are in the process of examining the potential meningeally produces molecular cues regulating VZ proliferation. This has also led to a new interest in the lab focused on determining the developmental events that regulate the development of the meninges during early cortical development.

3. Control of cell fate in neural precursors

During development multipotential neural stem cells are influenced to restrict their developmental potential and to generate particular differentiated cellular offspring – neurons, astrocytes and oligodendrocytes. Much of our work is designed to study the behavior of these cells in situ in developing systems such as the dentate gyrus and cortex. I have also been developing a new area of research over the last few years using more simplified systems to study the direct effects of signaling molecules on the behavior of neural precursors. This work has focused on determining the shared and distinct direct transcriptional targets of known cell fate regulatory molecules that act during differentiation of neural stem cells. This approach has now successfully allowed us to begin to elucidate the network of downstream signaling events that are activated after forced differentiation of neural stem cells toward neuronal or oligodendrocyte lineages. In particular, we are focusing on the regulation of oligodendrocyte specification by members of the SoxE transcription factor family.

4. Development of the dentate gyrus 

The dentate gyrus has a unique developmental plan requiring the migration of multipotential neural precursors from the developmental neurogenic niche (the ventricular zone) to a secondarily induced neurogenic zone (the subgranular zone of the dentate granule cell layer). We have been engaged in long-term studies examining the roles of signaling molecules in maintaining and organizing the neurogenic organization of the dentate gyrus. Published studies from my lab have demonstrated that Wnts and SDF1 are key regulators of this process and ongoing studies are using conditional genetic approaches to dissect the roles of these pathways (and others) in dentate development and adult neurogenesis. We believe that the dentate gyrus is an important model system allowing the study of how adult stem cell niches are constructed during development by migration of stem cells and crafting of the local environment to ensure their continued multipotentiality. Ongoing work in the lab is examining the role of CXCR4 signaling and other Gi-coupled GPCR signaling in regulating dentate stem cell self-renewal in the dentate gyrus and potential molecular interactions between these pathways and Shh-signaling in the dentate.
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A Bagri, HJ Cheng, A Yaron, SJ Pleasure*, M Tessier-Lavigne* (2003) Stereotyped pruning of long hippocampal axon branches triggered by retraction inducers of the Semaphorin family. Cell 113:285-299.    *co-corresponding authors
In this papers we examined the consequences of loss of Semaphorin signaling on the development of hippocampal afferent and efferent projections. We showed in this work that semaphorins regulate the critically important process of axonal pruning during hippocampal development. Dr. Tessier-Lavigne and I contributed equally to the conception of the experiments described here as well as the interpretation of data and writing of the manuscript. This work is part of an ongoing collaborative initiative with Dr. Marc Tessier-Lavigne to characterize the basic mechanisms of axon guidance in the hippocampus.

A Bagri, T Gurney, X He, Y-R Zou, D Littman, M Tessier-Lavigne*, SJ Pleasure* (2002) The chemokine SDF-1 regulates migration of dentate granule neurons. Development 129:4249-4260. *co-corresponding authors

In this study we showed that the chemokine SDF1 is a direct chemoattractant for dentate granule neurons. Loss of signaling of this molecule leads to heterotopic granule neurons because of failed migration and also a defect in granule cell precursor proliferation. Dr. Tessier-Lavigne and I contributed equally to the conception of the experiments described here as well as the interpretation of data and writing of the manuscript.

CJ Zhou, C Zhao, SJ Pleasure (2004) Wnt signaling mutants have decreased dentate granule cell production and radial glial scaffolding abnormalities. Journal of Neuroscience 24:121-126.

In this study we examined the phenotype of dentate gyrus abnormalities in the LRP6 mutants, these mice have widespread defects in Wnt signaling. We found that these mice had defects at multiple levels in producing dentate granule neurons, including specification of the neuroepithelium, establishing the radial glial scaffolding and precursor proliferation. I supervised every aspect of this work including the data acquisition, analysis and writing of the paper.

C Zhao, C Avilés, RA Abel, CR Almli, P McQuillen, SJ Pleasure (2005) Hippocampal and visuospatial learning defects in mice with deletion of Frizzled9, a gene in the Williams syndrome deletion interval. Development 132:2917-2927.

This study examined the phenotype of mice with mutations in the Wnt receptor Frizzled9. This gene is contained within the deletion interval for Williams Syndrome. Williams Syndrome is a complex neurodevelopmental disorder with patients showing prominent visuospatial processing abnormalities, out of proportion to other cognitive deficits. The mutant mice demonstrated structural and functional hippocampal dysfunction both in the heterozygous (similar genotype as patients with Williams) and homozygous states. This indicates that loss of this Wnt receptor and the resulting hippocampal abnormalities are likely to be part of the clinical syndrome of Williams.

MF Paredes, G Li, O Berger, SC Baraban, SJ Pleasure (2006) SDF1 (CXCL12) regulates laminar position of Cajal-Retzius cells in normal and dysplastic brains. Journal of Neuroscience, 26:9404-9412. Chosen as featured article for the issue
This study establishes that the chemokine SDF1, produced by the meninges, is necessary for normal Cajal-Retzius cell positioning. These cells are located adjacent to the meninges during development and in turn control the migratory behavior of radially organized cortical neurons. We also show that in a rodent model of teratogenic cortical dysplasia with disorganization of Cajal-Retzius cells that this portion of the histologic defect is due to the loss of SDF1 signaling in the meninges and that SDF1 signaling is both necessary and sufficient to rescue this histologic defect.

K Zarbalis, J Siegenthaler, Y Choe, SR May, A Peterson, SJ Pleasure (2007) Cortical dysplasia and skull defects in mice with a Foxc1 allele reveal the role of meningeal differentiation in regulating cortical development. PNAS, PNAS 104:14002-14007.
This study describes a novel mouse mutant that we identified in a forward genetic screen for cortical malformations. This mutation causes a novel form of cortical dysplasia in mice that resembles the phenotype seen in some families of human patients. We show that this phenotype occurs due a novel signaling role for the meninges in controlling cortical development.

G Li, H Adesnik, J Li, J Long, R Nicoll, JLR Rubenstein, SJ Pleasure (2008) Regional distribution of cortical interneurons and development of inhibitory tone are regulated by Cxcl12/Cxcr4 signaling. Journal of Neuroscience 28:1085-1098.
This study examines the role of GABAergic neuron migration during development to the development of excitability in the cortex during postnatal life. We show that Cxcl12 (SDF1) regulates the positioning of these neurons during development and their ultimate positions in the postnatal brain, and that furthermore, disruption of this migration leads to defects in the development of cortical inhibitory tone.
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