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	NAME

HELFAND, Marion S. M.D., Ph. D.
	POSITION TITLE

Co-investigator

	EDUCATION / TRAINING

(Begin with Baccalaureate or other initial professional education, such as nursing, and include post-doctoral training. Do not include Honorary Degree.)

	NAME, LOCATION OF INSTITUTION

Case Western Reserve University, Cleveland, Ohio

University of California at Berkeley, Berkeley, California

Photodissociation Studies of the Chlorotoluenes at 193nm and 248 nm; advisor-Professor Yuan T. Lee

Case Western Reserve University School of Medicine

Case Western Reserve University 

Coursework completed for MS, Epidemiology 1997-1999

Case Western Reserve University School of Medicine, MetroHealth Medical Ctr., Cleveland (Internal Medicine)

CWRU School of Medicine, Cleveland, OH (Infectious Diseases)

	DEGREE (if applicable)

BS

PhD

MD

n/a

Resident

Fellow

	YEAR AWARDED

1983

1989

1996

n/a

1999

2002

	FIELD OF STUDY

Chemistry

Chemistry

Medicine

Epidemiology 

Internal Medicine

Infectious Diseases


	NOTE: The Biographical Sketch may not exceed four pages. Items A and B (together) may not exceed two of the four-pages. 

	A. Positions and Honors 
(List in chronological order previous positions, concluding with your present position. List any honors, professional memberships or present membership on any Federal Government public advisory committee.)
Positions and Employment:

2004-Assistant Professor of Medicine, Case Western Reserve University School of Medicine, Cleveland, OH

2003- Career Development Awardee, Medical Research Service (Infectious Diseases), Louis Stokes Cleveland DVA Medical Center, Cleveland, OH

2003-6/2004 Instructor of Medicine, Case Western Reserve University School of Medicine, Cleveland, OH

1984-1989 Research Assistant:
Department of Chemistry, University of California, Berkeley, and the Lawrence Berkeley National Laboratory

1983-1984 Teaching Assistant:
Department of Chemistry, University of California, Berkeley, California

1982-1983 Technician:
Department of Biochemistry, Case Western Reserve University, Cleveland, Ohio 

Other Experience and Professional Memberships:

Member, American Chemical Society, American Society for Microbiology, International Society for Infectious Diseases
Honors:

1979-Ohio Regents Scholar, Case Western Reserve University; 1983-graduated with Honors in Chemistry, Case Western Reserve University

2001-MetroHealth Medical Center Scientific Competition for Fellows and Residents First Place Award, Case Western Reserve University  

2000-2002 NIH National Reseach Service Award recipient 

2002 NIH Mentored Clinical Scientist Development Award (K08), declined



	B. Selected peer-reviewed publications (in chronological order)
(Do not include publications submitted or in preparation)
1.
Wallis, R. S., M. S. Helfand, C. C. Whalen, J. L. Johnson, R. D. Mugerwa, M. Vjecha, A. Okwera, and J. J. Ellner. 1996. Immune activation, allergic drug toxicity and mortality in HIV-positive tuberculosis. Tuber Lung Dis. 77:516.

2.
Hujer, A. M., M. G. Page, M. S. Helfand, B. Yeiser, and R. A. Bonomo. 2002. Development of a sensitive and specific enzyme-linked immunosorbent assay for detecting and quantifying CMY-2 and SHV β-lactamases. J Clin Microbiol. 40:1947.

3.
Donskey, C. J., C. K. Hoyen, S. M. Das, M. S. Helfand, and M. T. Hecker. 2002. Recurrence of vancomycin-resistant Enterococcus stool colonization during antibiotic therapy. Infect Control Hosp Epidemiol. 23:436.

4.
Helfand, M. S., A. M. Hujer, F. D. Sonnichsen, and R. A. Bonomo. 2002. Unexpected Advanced Generation Cephalosporinase Activity of the Met69Phe Mutant of SHV  β-Lactamase. Journal of Biological Chemistry 277:47719.

5.
Hujer, A. M., K. M. Hujer, M. S. Helfand, V. E. Anderson, and R. A. Bonomo. 2002. Amino acid substitutions at Ambler position Gly238 in the SHV-1 β-lactamase: exploring sequence requirements for resistance to penicillins and cephalosporins. Antimicrob Agents Chemother. 46:3971.

6.
Helfand, M. S., and R. A. Bonomo. 2003. β-lactamases: a survey of protein diversity. Curr Drug Targets Infect Disord. 3:9.

7.
Mayer, R. A., R. C. Geha, M. S. Helfand, C. K. Hoyen, R. A. Salata, and C. J. Donskey. 2003. Role of fecal incontinence in contamination of the environment with vancomycin-resistant enterococci. Am J Infect Control. 31:221.

8.
Helfand, M. S., C. R. Bethel, A. M. Hujer, and R. A. Bonomo. Understanding Resistance to β-lactams and β-lactamase inhibitors in the SHV β -lactamase:  lessons from the mutagenesis of Ser130. 2003 Journal of Biological Chemistry. 278(52): 52,724.

9.
Helfand, M. S., M. A. Totir, A. M. Hujer, R. A. Bonomo, and P. R. Carey. 2003. Following the Reactions of Mechanism-Based Inhibitors with ß-Lactamase by Raman Crystallography. Biochemistry 42:13386.

10.
Stiefel, U., N. J. Pultz, J. Harmoinen, P. Koski, K. Lindevall, M. S. Helfand, and C. J. Donskey. 2003. Oral administration of recombinant β -lactamase prevents piperacillin-induced overgrowth of nosocomial pathogens in the intestinal tract of mice. Journal of Infectious Diseases 188:1605.

11.
Donskey, C. J., M. S. Helfand, N. J. Pultz, and L. B. Rice. 2004. Effect of Parenteral Fluoroquinolone Administration on Persistence of Vancomycin-Resistant Enterococcus faecium in the Mouse Gastrointestinal Tract. Antimicrob Agents Chemother. 48: 326.

12.  
Helfand, M. S., M. A. Totir, A. M. Hujer, R. A. Bonomo, and P. R. Carey. 2003. Following the Reactions of Mechanism-Based Inhibitors with ß-Lactamase by Raman Crystallography. Biochemistry 42:15398.  N.B. This is an erratum to Reference 9 in which an erroneously drawn chemical structure is corrected.

13.
Padayatti, P. S., M. S. Helfand, M. A. Totir, M. P. Carey, A. M. Hujer, P. R. Carey, R. A. Bonomo, and F. van den Akker. Tazobactam forms a stoichiometric trans-enamine intermediate in the E166A variant of SHV-1 β -lactamase:  1.63A crystal structure. 2004. Biochemistry 43(4):843.

14.
Pagan-Rodriguez, D., X. Zhou, R. Simmons, C. R. Bethel, A. M. Hujer, M. S. Helfand, B. Guo, V. E. Anderson, L. M. Ng, and R. A. Bonomo. 2004. Tazobactam inactivation of SHV-1 and the inhibitor resistant Ser130Gly mutant of SHV-1 β-lactamase studied by electrospray ionization mass spectrometry. Journal of Biological Chemistry Feb 2 E-pub ahead of print.





	C. Research Support
List selected ongoing or completed (during the last three years) research projects (federal and non-federal support). Begin with the projects that are most relevant to the research proposed in this application. Briefly indicate the overall goals of the projects and your role (e.g. PI, Co-Investigator, Consultant) in the research project. Do not list award amounts or percent effort in projects.
Department of Veterans Affairs Research Career Development Award Jan 1, 2003-Dec 31, 2005, “Structural Biology of Antibiotic Resistance”-The goal of this project is to understand the structural basis of inhibitor resistance in SHV beta-lactamase mutants at the methionine 69 (Met69Ile,-Leu and -Val) position using non- resonance Raman difference spectroscopy in solution and in crystals. PI, effort 75%.

Steris Foundation Grant, August 15, 2003-August 14, 2004, “Determining the structure of Met69Phe: a novel extended spectrum cephalosporinase”-The goal of this project is to obtain the crystal structure of the Met69Phe SHV beta-lactamase, which unlike other Met69 mutants, is an extended spectrum beta-lactamase and easily inhibited by beta-lactamase inhibitors.  PI,effort 25%.

PENDING--Beckman Foundation Young Investigator Award “Raman crystallography:  A new structural biology tool to map out reaction intermediates between bacterial resistance enzyme targets and their inhibitors”, submitted September 30, 2003; notification April 2004.  The goal of this project will be to characterize the inhibition intermediates between various inhibitors and SPM-1, a metallo-beta-lactamase in Pseudomonas aeruginosa that confers carbapenem resistance, using non-resonance Raman difference spectroscopy.  

PENDING--Center for AIDS Research pilot grant "Raman studies of the interactions between resistant HIV-protease and protease inhibitors" The goal of this project will be to obtain preliminary data on the feasibility of studying HIV protease (susceptible wild type and multidrug resistant mutants) interacting with crixivan and atazanavir, two clinical HIV proteae inhibitors.  





	D. Time and Effort Statement
Indicate percentage of time spent on research, clinical, teaching/mentoring, and administration.  List persons mentored in last 3 years and type of mentoring awards.
Research-70%; clinical 20%; teaching/mentoring-didactic 5%; I work closely with students during my research so much of that effort also involves teaching; administration 5%.


	E. Significant Life Events (OPTIONAL)
List any significant life events that have interrupted the PI’s research activities for a significant period of time.
n/a
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