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Recent WRAMC Publications

Congratulations to the following WRAMC investigators on their recently published papers. This list was compiled from a recent MEDLINE search of the literature.  Listed articles have been cleared through DCI and the WRAMC Public Affairs Office.  If you have recently published, and we have not included your publication, please let us know so we may list your publication in the next issue of the newsletter.

BRODINE, S.K., M.J. Starkey, R.A. Shaffer, S.I. Ito, S.A. Tasker, A.J. Barile, C.L. Tamminga, K.T. Stephan, N.E. Aronson, S.L. Fraser, M.R. Wallace, S.A. Wegner, J.R. Mascola, and F.E. McCutchan. 2003. Diverse HIV-1 subtypes and clinical, laboratory and behavioral factors in a recently infected US military cohort. AIDS. 17: 2521-2527.

LESHO, E.P., D.J. Schissel, and M.D. Harris. 2003. Vaccinating health care workers against smallpox in an isolated primary care facility. Am. J. Med. 115: 570-572.

VEERPPAN, G.R. AND C.J. LETTIERI. 2003. Bronchopulmonary sequestration. J. Postgrad. Med. 49: 280-281.

POLLY, D.W., Jr.,  B.W. Cunningham, T.R. Kuklo, L.G. Lenke, I. Oda, T.M. Schroeder, and W.R. Klemme. 2003. Anterior thoracic scoliosis contructs: effect of rod diameter and intervertebral cages on multi-segmental contruct stability. Spine J. 3: 213-219.

KUKLO, T.R., B.D. Owens, and D.W. Polly Jr. 2003. Perioperative blood and blood product management for spinal deformity surgery. Spine J. 3: 388-393.

LAFRENTZ J.R., S.E. Brietzke, and E.A. Mair. 2003. Evaluation of palatal snoring surgery in an animal model. Otolaryngol Head and Neck Surg. 129: 343-352.

O’DONNELL, S.D., D.L. Gillespie, B.W. Starnes, M.V. Parker, C.A. Johnson, T.E. Rasmussen, J.M. Golf, and N.M. Rich. 2003. Endovascular assisted in situ bypass grafting: a simplified technique for saphenous vein side branch occlusion. J. Vasc. Surg. 38: 856-858.
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NAPIERKOWSKI, J. AND R.K.WONG. 2003. Endoscopic GERD therapy: is enteryx the answer? Am. J. Gastroenterol. 98: 2324-2326.

ABBOTT, K.C., J.R. Bucci, C.S. Matsumoto, S.J. Swanson, L.Y. Agodoa, K.C. Holtzmuller, D.F. Cruess, and T.G. Peters. 2003.  Hepatitis C and renal transplantation in the era of modern immunosuppression. J. Am. Soc. Nephrol. 14: 2908-2918.

MARTIN, E.M., M.K. Coyle, D.L. Warden, and A. Salazar. 2003. Telephonic nursing in traumatic nursing in traumatic brain injury. Am J. Nurs. 103: 75-81.
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List Of Approved Protocols For A Specified Time Period

Reported Time Period: 
From 9/20/03 To 12/24/03

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-10017
Risk Assessment and Prevention of Thromboembolic Disease in Patients Admitted to Medical 

Services (wards or ICU)

Holley, Aaron, MAJ  MC
9/25/2003

04-17032E
Blood Transfusion Requirements With the Use of Recombinant Human Erythropoietin Alfa in 

X
Critically Ill Patients

Ly, Nam, LT  MC
11/28/2003

04-25007E
Incidence and Prevalnece of Injuries to the Head, Neck, and Face from Operation Iraqi Freedom

X

Casler, John D., COL  MC
11/7/2003

04-44028E
Clinical Pathways for Abnormal Cervical Cytology in the Military

X

Dainty, Louis, MAJ  MC
12/8/2003

04-72012E
Inter-Rater Reliability In Determining the" Bizareness" of Delusions

X

Waldrep, Douglas A., LTC  MC
10/16/2003

Service Total:
5

Department of Allergy-Immunology

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-33009
Human Immune Response to Dilutions of Tetanus/Diptheria (Td) Vaccine

Klote, Mary M., MAJ  MC
11/17/2003

Service Total:
1

Department of Clinical Investigation

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-92015
Evaluation of Dendritic Cell Functions During Hepatitis C Virus Infection and 

IFNa/Ribavirin Therapy

Zhou, Yaling, PhD  DAC
11/12/2003

Service Total:
1
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Reported Time Period: 
From 9/20/03 To 12/24/03

Department of Medicine

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-19012E
The epidemiology and clinical impact of Acinetobacter baumannii infections in soldiers 

X
returning from Operation Enduring Freedom and Operation Iraqi Freedom

Fishbain, Joel, LTC  MC
9/29/2003

04-10018E
The Evaluation of Nosocomial Falls

X

Wilson, Ramey, CPT  MC
10/22/2003

04-14019E
The association of gastroesophageal reflux disease with hoarseness, cough, and shortness of 

X
breath: a retrospective analysis

Duncan, Marten, CPT  MC
12/10/2003

04-17031E
Metabolic acid-base status determination by simplified strong ion difference method

X

Omron, Edward, LT  
11/28/2003

Service Total:
4

Service
Cardiology Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-12015
Protocol XRP4563B/4001:  A Prospective, Open-Label, Randomized, Parallel-Group 

Investigation to Evaluate the Efficacy and Safety to Enoxaparin Versus Unfractionated 

Simpson, Daniel, MAJ  MC
12/12/2003

03-12016
Pulsus Paradoxus in Central Obesity

Lee, Joseph Y., MAJ  MC
11/7/2003

Service Total:
2

Service
Dermatology Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-18001
Palatability Comparison of Children's Corticosteroid Suspensions:  A Randomized 

Double-Blind Trial

Norton, Scott  A., LTC  MC
11/6/2003

Service Total:
1

Service
General Medicine Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-10005
Prospective Observation of the Treatment of Air Hunger in Severely Ill Patients

Shumway, Nathan, CPT  MC
12/3/2003
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Reported Time Period: 
From 9/20/03 To 12/24/03

Service Total:
1

Service
Hematology-Oncology Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-15029
NSABP Protocol B-35:  A Clinical Trial Comparing Anastrozole with Tamoxifen in 

Postmenopausal Patients with Ductal Carcinoma in Situ (DCIS) Undergoing Lumpectomy 

Drabick, Joseph J., COL  MC
11/13/2003

03-15031
SWOG S0023:  A Phase III Trial of Cisplatin/Etoposide/Radiotherapy with Consolidation 

Docetaxel Followed by Maintenance Therapy with ZD1839 (NSC -715055) or Placebo in 

Drabick, Joseph J., COL  MC
10/7/2003

03-15032
SWOG S9925:  Lung Cancer Specimen Repository Protocol, Ancillary

Drabick, Joseph J., COL  MC
10/22/2003

03-15033
CALGB 80101:  Phase III Intergroup Trial of Adjuvant Chemoradiation After Resection of 

Gastric or Gastroesophageal Adenocarcinoma

Drabick, Joseph J., COL  MC
10/16/2003

03-15035
ECOG E1899: A Phase III Randomized Trial for Evaluating Second Line Hormonal Therapy 

(Ketoconazole/Hydrocortisone) versus Docetaxel/Estramustine Combination Chemotherapy 

Drabick, Joseph J., COL  MC
11/21/2003

Service Total:
5

Service
Infectious Disease Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-19008
A Phase I/II Randomized Comparison of Localized Heat Therapy Versus Sodium 

Stibogluconate for the Treatment of Old World Cutaneous Leishmaniasis

Aronson, Naomi E., COL  MC
11/14/2003

03-19011E
HsCRP in HIV Infected Patients and Cardiovascular Events

X

Wortmann, Glenn W., LTC  MC
9/25/2003

Service Total:
2

Department of Neurology

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-71013
A Randomized Placebo-Controlled Trial of Citalopram for Anxiety Disorders Following 

Traumatic Brain Injury

Warden, Deborah L., MD  DAC
11/20/2003

03-71016
Post-Text Supplement 1:  26 Week Open-Label Extension to Protocol No. CENA713BUS11: 

 A 12-Week, Prospective, Double-Blind, Placebo-Controlled, Multi-Center Study Evaluating 

Warden, Deborah L., MD  DAC
10/31/2003

03-71018
Conduction Time for a 6-Centimeter Segment of Ulnar Nerve Across the Elbow:  Reference 

Values

Landau, Mark E., LTC  MC
9/30/2003
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Reported Time Period: 
From 9/20/03 To 12/24/03

03-71019
Detection of Spreading Depression in Stroke Using Non-Invasive Electroencephalography

Landau, Mark E., LTC  MC
10/15/2003

03-71020
A Novel Calcium Pool in Rat (Rattus norvegicus) CNS

Watson, William D., LCDR  MC
12/10/2003

03-71022
A Prevalence Study of Chronic Problems and Sequelae After Traumatic Brain Injury in the 

Military and Veterans Populations

Schwab, Karen A., PhD  DoD
12/15/2003

Service Total:
6

Department of Nursing

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-75021
Patient Handling Interventions at a Major Military Medical Facility

Patrician, Patricia A., LTC  AN
10/9/2003

03-75022
Army Women's information Needs for Sexual Health Promotion

Thurmond, Veronica, LTC  AN
11/13/2003

04-75018E
Tracheostomy Care and Suctioning: An Evidence -Based Performance Improvement Project

X

Patrician, Patricia A., LTC  AN
11/28/2003

04-75023
Military Nursing Outcomes Database:  Analysis and Expansion

Patrician, Patricia A., LTC  AN
11/21/2003

Service Total:
4

Department of Obstetrics and Gynecology

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-44012
Establishing a Mean Post Void Residual Volume in Asymptomatic Perimenopausal and 

Postmenopausal Women

Stany, Michael P., CPT  MC
12/18/2003

Service Total:
1

Department of Orthopaedics and Rehabilitation

Service
Orthopedics Surgery Service

Wuno
Title;        PI                                                      ; Approval Letter Date
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Reported Time Period: 
From 9/20/03 To 12/24/03

03-24026
Prospective Pediatric Scoliosis Study

Kuklo, Timothy R., LTC  MC
10/15/2003

03-24029
A Prospective, Radnomized Controlled Clinical Investigatino of MAVERICKTM Total Disc 

Replacement in Patients with Degenerative Disc Disease

Kuklo, Timothy R., LTC  MC
12/4/2003

04-24030
Timing and Location of Bacterial Contamination During Total Joint Replacement

Javernick, Matthew, CPT  MC
12/11/2003

Service Total:
3

Service
Physical Medicine & Rehabilitation Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-96009
The Effects of a Thoracolumbosacral Orthosis on Gait of Normal Subjects

Pasquina, Paul F., LTC  MC
12/5/2003

Service Total:
1

Department of Pharmacy

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-36006E
Discharge counseling: increased quality of pharmeuceutical care and patient satisfaction

X

Mohajeri, Lobat, RPh  
10/16/2003

Service Total:
1

Department of Surgery

Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-
Reporting the Return to Duty Rate in Active Duty Soldiers After Spinal Surgery

Moquin, Ross, CDR  MC
11/20/2003

04-23000E
Survey to Assess the Impact of the Internet on Refractive Surgery in the Military

X

Fillmore, Gary, CPT  MC
11/28/2003

04-28009E
Effectiveness of a Medical Student Telemedicine Curriculum

X

Schenkman, Noah S., LTC  MC
12/19/2003

Service Total:
3
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Reported Time Period: 
From 9/20/03 To 12/24/03

Service
Army Audiology & Speech Center

Wuno
Title;        PI                                                      ; Approval Letter Date

04-25015
Monaural Versus Binaural Amplification:  Are Two Hearing Aids Always Better Than One?

Walden, Brian E., PhD  DAC
12/19/2003

Service Total:
1

Service
Critical Care Medicine Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-30004
Efficacy and Safety of Drotrecogin Alfa (Activated) in Adult Patients with Early Stage Severe 

Sepsis (Protocol F1K-MC-EVCL, Eli Lilly and Company)

Jackson, William L., MAJ  MC
10/10/2003

Service Total:
1

Service
Neurosurgery Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-22003
Creation of An ICDB-Based Registry for Clinical Care on Military Patients with Spinal Cord 

and Spinal Column Injuries

Moquin, Ross, CDR  MC
11/12/2003

Service Total:
1

Service
Otolaryngology-Head & Neck Surgery 

Wuno
Title;        PI                                                      ; Approval Letter Date

03-32018
Characterization of Human Olfactory Ensheathing Cells in Vitro

Bolger, William E., MD  DAC
11/12/2003

Service Total:
1

Service
Peripheral Vascular Surgery Service

Wuno
Title;        PI                                                      ; Approval Letter Date

04-21002E
Endovascular Assisted In Situ Bypass Grafting: A Simplified Technique for Side Branch 

X
Occlusion

O'Donnell, Sean D., LTC  MC
12/8/2003

Service Total:
1

Service
Urology Service

Wuno
Title;        PI                                                      ; Approval Letter Date

03-28014
Mechanical Oral Bowel Preparation for Urinary Diversion Surgery:  A Prospective 

Evaluation of Patients and Surgeon Satisfaction

Jezior, James, LTC  MC
11/10/2003

Wednesday, December 24, 2003
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Reported Time Period: 
From 9/20/03 To 12/24/03

03-28015
A Randomized Trial of Radical Prostatectomy Versus Brachytherapy for Patients with T1c or 

TG2a N0 M0 Prostate Cancer Protocol Z0070

Moul, Judd W., COL  MC
9/23/2003

03-28017a
A Comprehensive Program for the Validation of Prostate Cancer Early Detection with Novel 

Protein Identification Techniques:  Phase I:  Synchronization of SELDI Instruments and 

Moul, Judd W., COL  MC
10/24/2003

03-28025
An Open Label, Single Arm Trial of Immunotherapy with Autologous Antigen Presenting 

Cells Loaded with PA2021 (APC8015F) for Subjects with Objective Disease Progression 

McLeod, David G., COL  MC
12/10/2003

03-28026
Study of the Efficacy and Safety of the Mentor Soft-Solid Testicular Prosthesis (SSTP)

McLeod, David G., COL  MC
11/25/2003

03-2871-9
Integration of Biomarkers and Clinical Factors for Early Detection of Metastatic Prostate 

8h
Cancer

Moul, Judd W., COL  MC
11/24/2003

Service Total:
6

Total:
52
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Research Alert List Reminder








In order to provide better service to Walter Reed researchers, DCI has established a Researcher Alert List.  





The Researcher Alert List consists of important periodic updates on policy changes, procedures, regulations, etc. that directly impact Walter Reed medical researchers.





If you are a Principal Investigator, Associate Investigator, Research Nurse, or want to be kept informed of key research developments, it is important that you be included on this list.





To be added to the Research Alert List, e-mail 


Ms. Marty Green at � HYPERLINK "mailto:Marty.Green@na.amedd.army.mil" ��Marty.Green@na.amedd.army.mil�, and request to be added to the Research Alert List.

















�

















Attention DCI Employees!  Don’t Forget Your BMAR





All DCI personnel must be up to date in their BMAR training.  BMAR on-line is available at: � HYPERLINK "http://www.cmecourses.com/dod" ��www.cmecourses.com/dod� 


Login is the first four(4) letters of last name and the password is the last five(5) numbers of your SSN.  The online BMAR takes approximately 2-3 hours to complete, with a test at the end to test your knowledge of the covered material.  DCI personnel are reminded to print off their evaluation sheets after they complete the training. These sheets certify that you have completed the course.  BMAR is still given didactically.  The next didactic versions of BMAR will be given on 07 & 21 January, 04 & 18 Febuary, and 10 & 24 March.  All BMAR sessions are from 0730-1245 in Joel Auditorium, Bldg 2.  The following DCI personnel have birthdays in the months of January, Febuary, and March:





Bader Fileta (10 January)


COL Maria Sjogren (10 January)


Hugh Dowd (17 January)





Susan Barnes (02 Febuary)


Mario Rivera (03 Febuary)


Kristin Beltz (03 Febuary)


SPC Dawn Hoch (09 Febuary)





Jana Bednarek (08 March)


Lavonne Lewis (23 March)


Jeffrey Anderson (31 March)





�











Inquiring Minds is published quarterly by the Department of Clinical Investigation, WRAMC, as a service to DCI employees and the WRAMC research community.





Contact Information:


Walter Reed Army Medical Center


Department of Clinical Investigation			


6900 Georgia Avenue, NW


Borden Pavillion (Bldg 6)


Washington, DC 20307-5001





Tel: (202) 782-6389


Fax:  (202) 782-3881


E-mail:  � HYPERLINK "mailto:WRAMC.DCI@NA.AMEDD.ARMY.MIL" ��WRAMC.DCI@NA.AMEDD.ARMY.MIL�





Any submissions or questions about content should be directed to CPT Duke Poore at 


(202) 782-7823.











Clinical Research Meetings & Conferences





28-29 January:  National Health Policy Conference.  The agenda for this conference includes a review of the Bush administration’s health policy agenda, bioterrorism preparedness, improving health care for veterans, consolidating hospitals, congressional health care policy agenda, and the courts as health policy makers of last resort.    


Venue:  	Renaissance Hotel


City:		Washington, DC


State:		


Country:	USA


 � HYPERLINK "http://www.academyhealth.org" ��http://www.academyhealth.org� . 


   


10-11 February:  OHRP Conference. 


This interactive, two-day forum will feature discussions of key issues in conducting research in human subjects, ethical pitfalls in waived consent, IRB liability, adverse event reporting, informed consent in DNA banking and genetic research, the seven vulnerabilities of pediatric subjects, federal audits, handling allegations of research misconduct, and federal update.


Venue:  	Hilton Hawaiian Village


City:  		Waikiki Beach


State:  		Hawaii


Country:	USA


� HYPERLINK "http://www.ohrp.osophs.dhhs.gov/" ��http://www.ohrp.osophs.dhhs.gov/�





19-20 March:  Seventeenth annual Pacific nursing research conference.   The 17th annual Pacific nursing research conference is co-sponsored by the Tripler Army Medical Center and the University of Hawaii at Manoa School of Nursing and Dental Hygiene. This conference is dedicated to sharing nursing research findings and to fostering the utilization of research findings by clinicians.


Venue:  	Hilton Hawaiian Village


City:  		Waikiki Beach


State:  		Hawaii


Country:	USA


� HYPERLINK "http://www.ohrp.osophs.dhhs.gov/" ��http://www.ohrp.osophs.dhhs.gov/�




















Research Course Requirement for Proxy PIs





All Principal Investigators (PIs) are required to take the WRAMC Research Course or the on-line CITI course, which can be accessed on the DCI website.  





But sometimes the investigator serving in the PI capacity is not allowed (for administrative reasons) to be listed as the PI on the protocol application.  The Department of Clinical Investigation informally refers to this person as the “Proxy PI”.





A Proxy PI may be a medical student, nursing student, NIH employee, University employee, or other individual who will be responsible for the day-to-day conduct of the study, but does not qualify to be the WRAMC PI.





Since the Proxy PI oversees the study on a daily basis, it is important that this person understand the ethical and regulatory issues of medical research.  For this reason, the requirements for the Research Course or CITI participation also apply to the Proxy PI.





If you have any questions about the Research Course requirement for Proxy PIs, please contact Audrey Chang, PhD, IRB Administrator, at 782-7858, or via Outlook.








�





How does a PI submit a document for Publication Clearance?





Below are the procedures for Request for Publication Clearance:





1.  Go to � HYPERLINK "http://www.wramc.amedd.army.mil/departments/dci/" ��http://www.wramc.amedd.army.mil/departments/dci/�.� HYPERLINK "www.wramc.amedd.army.mil/departments/dci/


" ��


�


Click on “Templates”.





Scroll down to Pub-clear.doc.





Complete the form.





Obtain the signatures of your Service Chief and/or Department Chief.





Submit the signed Request for Publication Clearance Form to Public Affairs for signature, (It is strongly recommended that the PI make a copy for his/her records).





Public Affairs will bring request for clearance forms to DCI for review. 





If you should need further assistance, please contact CPT Duke Poore at (202) 782-7823 or via outlook.











�





	IRB Calendar 





The following institutional Review Board (IRB) meeting will be held in the months of October, November, & December:





CLINICAL INVESTIGATION COMMITTEE (CIC):


06 January	20 January	  03 February


17 February	02 March	  16 March








HUMAN USE COMMITTEE (HUC)


13 January	27 January	  10 February


24 February	09 March	  23 March	  








INSTITUTIONAL BIOSAFETY COMMITTEE (IBC):


18 March











All meetings will begin at 1300, except HUC meetings which start at 1200.  Meetings will be held in the DCI conference room, Building 6 (Borden Pavillion), 4th floor.














�
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FAQs Regarding Submitting a Research Proposal to US Army Medical Research and Materiel Command (USAMRMC) under a Broad


Agency Announcement (BAA)





This article attempts to clarify any questions/concerns that a principle investigator (PI) may have in reference to obtaining research funding from USAMRMC.





What is the mission of the USAMRMC?





The USAMRMC’s mission is to provide solutions to medical problems of importance to the American warfighter at home and abroad.  The scope of this effort and the priorities attached to specific projects are influenced by changes in military and civilian medical science and technology, operational requirements, military threat assessments, and national defense strategies.  The extramural research and development program plays a vital role in the fulfillment of the objectives established by the Command.





What is the purpose of a Broad Agency Announcement?





A Broad Agency Announcement is intended to solicit research ideas, and is issued under the provisions of the Competition in Contracting Act of 1984 (Public Law 98-369), as implemented in the Federal Acquisition Regulations.





Are PI’s permitted to submit preprosals?  





Yes.  Preproposals may be submitted at any time on any research topic describing a specific idea or project to USAMRMC.  All preproposals will be assigned an identification number after receipt.  Brochures or other descriptions of general organizational or individual capabilities will not be accepted as a preproposal. Email or postcard will acknowledge receipt of a preproposal.  Usually, the PI should receive a decision letter or electronic mail on the preproposal within 30-60 days of submission. 


 


Does USAMRMC pay for conferences relevant to the research project?





Yes.  The USAMRMC does provide financial support (if funding is available) for conferences or symposia that benefit our research program.  Email or postcard will acknowledge receipt of Conference or Symposium Support Request.  The submitter should receive a decision letter within 30 days of submission.  





	 














What are some of the research areas of interest?





Military Infectious Diseases Research Program


Human Immunodefiency Virus (HIV) Research Program


Medical Biological Defense Research Program


Medical Chemical Defense Research Program


Combat Casualty Care Research Program


Telemedicine and Advanced Technology Program


Military Operational Medicine Research Program





What are the components of the full proposal?





Cover Page and Abstract


Proposal Table of Contents


Statement of Work


Body of Proposal


Detailed Cost Estimate


Addenda


Regulations and Forms





What are the evaluation factors in a full proposal?





Full proposals are reviewed by USAMRMC scientists and /or independent review panels for scientific/technical merit and military relevance using the factors listed below:





Military and Program Relevance:  Does the proposal clearly address a relevant and significant military-related problem that can be solved by research and development studies?  Does the proposed research meet the current USAMRMC program needs and goals?


Research Objective:  Is the stated objective clear, valid, and logical?  Is the research innovative?


Scientific excellence:  Are the plans, methods, techniques and procedures feasible, clear, adequately referenced, and state-of –the-art?


Qualifications:  Are the qualifications, capabilities, and experience of the proposed PI and other key personnel sufficient to achieve the proposed objectives?


Facilities:  Are the proposed facilities and equipment, or unique combination of these, adequate for the proposed objectives?


Budget:  Does the budget reflect the actual needs of the proposed work?  Have the requests for personnel, equipment, supplies and travel been fully justified?





The reference material used for this article was obtained from the following hyperlink: 


� HYPERLINK "http://mrmc-www.army.mil/" ��United States Army Medical Research and Materiel Command� 


 








If you have any questions concerning statistical analysis, please contact Robin Howard at 782-7878, or Francois Tuamokumo, Ph.D. at 782-7880.





�








Naval Center Halts Research During Inquiry About Ethics





The National Naval Medical Center (NNMC) has halted all orthopedic and radiology research on patients pending an investigation of a study which allegedly violated ethical standards.  Physicians who initiated the study of shoulder injuries two years ago failed to obtained approval from the ethics committee, which is mandated by federal law, prior to injecting a chemical dye into 48 patients who then underwent MRI’s.  





The project was designed to determine which type of injection-directly in the shoulder joint or into a vein-led to a better MRI to delineate shoulder injuries.  In fact, doctors utilized the images to help determine the need for surgery.  “Each type of injection is standard practice in American hospitals, although the choice varies”, according to Dr. Michael Krentz.  Dr. Krentz is Deputy Commander of NNMC, which is considered to be the Navy’s flagship hospital and the hospital where President Bush is examined for annual checkups.





Dr. Krentz further stated, “ Subjecting a patient to both types of injections is investigational because the risks or benefits of an additional injection are not known”.  As a result, Navy officials have ordered a command-wide training of doctors and health workers in the ethics of human experimentation.  In short, a physician in training to become an orthopedic surgeon undertook the study without submitting a detailed scientific blueprint as required from an ethics committee known as an Institutional Review Board (IRB).  This act clearly constitutes an ethical breach.  





The Navy’s investigation has included reviews of patient charts and interviews with hospital workers and patients.  According to Dr. Krentz, “ the NNMC was not aware of any patient suffering an adverse effect but has invited all participants to return for follow-up studies at no cost to determine if any complications did occur.  Dr. Donald Arthur, a Rear Admiral, said, “ This is an isolated occurrence of not following well-prescribed research protocols; it is being fully investigated and reviewed to determine the cause of the oversight and to prevent recurrence”.





Reference:  � HYPERLINK "http://www.nytimes.com/2003/09/28." ��http://www.nytimes.com/2003/09/28.�











Sample Size to Estimate a Percentage in a Group of Subjects 





You’d like to estimate the incidence of new cases of reflux in patients who are starting Medication X.  How many subjects do you need?





The goal of this study is to estimate a percentage.  Let’s say that Dr. Paul Jones studies ten patients and finds one subject with reflux (1/10 = 10%).  In another trial, Dr. Smith studies 1000 subjects and diagnoses reflux in 100 subjects (100/1000 = 10%).  One could argue that a meticulous scientist would have more confidence in Dr. Susan Smith’s results because she studied such a large number of subjects.





It is impossible to know TRUE incidence of reflux.  But intuitively it’s pretty clear that the more subjects you study, the more confident you will be in your ESTIMATED incidence.  But how many subjects is enough?





We can evaluate the effect of sample size on our estimate by using a "95% Confidence Interval (95% CI).  A 95% CI  provides a range of values within which the TRUE incidence is expected to occur with 95% probability.   





For example, for Dr. Jones, with one reflux result in ten patients, the 95% confidence interval for that estimate of 10% is [<1% to 45%]:  A very wide range!  For Dr. Smith, the 95% CI for her estimate of 10% is [8% to 12%]: A very small range…But, did Dr. Smith really need to be THAT precise?  





Here are the 95% confidence intervals for our estimate of 10% given different sample sizes:





Number of subjects studied		# with Reflux		95% CI for incidence of 10%


10					1			<1% to 45%


30					3			  2% to 27%


50					5			  3% to 22%


100					10			  5% to 18%


150					15			  6% to 16%


300					30			  7% to 14%


1000					100			  8% to 12%


 


So if Dr. Smith had only studied 300 subjects, his 10% estimate would have had a 95% CI = [7% to 14%],or he would have been fairly confident that his estimate was within +5% of the true rate.  





You can easily compute exact binomial confidence intervals for different sample sizes at the website: <http://members.aol.com/johnp71/confint.html>.  Choose the rate you think will occur in your study and see what the 95% CI is for different sample sizes: You then must decide how much error you are willing to accept AND is it worthwhile doing more subjects to reduce the size of the confidence interval.














HAIL AND FAREWELL				�





Arriving DCI Members:  Dr. Melvin Williams





Departing DCI Members: Christie Stewart, Dr. Esther Ocuin, 
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NanoChip( Molecular Biology Workstation





The Research Operations Service of DCI has acquired an instrument with microelectronic array technology to support research protocols that need to determine genotypes of biological samples.  The NanoChip( Molecular Biology Workstation is an advance on hybridization techniques such as Southern blots, dot blots and slot blots in which nucleic acid molecules form double stranded structures based on complementary sequences.  In the hybridization techniques the DNA molecules that are queried are attached to a solid support such as a nitrocellulose membrane and the reporter oligonucleotide molecules are added in an aqueous solution and hybridization occurs by passive diffusion.  The conditions for hybridization and for removal of non-specifically bound reporter molecules are determined empirically.  The workstation utilizes a microchip cartridge that contains 10 x 10 electronically addressable sites.  The 100 pads on the microchip are covered with a thin hydrogel permeation layer containing streptavidin.  The underside of the chip has 100 separate electronic connections so that each pad can be separately activated with a positive voltage (1).  The instrument combines the selectivity and specificity of nucleic acid hybridization with very rapid movements of the nucleic acids by the use of voltage gradients.


Samples to be tested are amplified with site-specific primers in a polymerase chain reaction (PCR).  One of the two primers is designed as a hybrid oligonucleotide containing a universal sequence at the 5’ end of the oligonucleotide and the 3’ end contains the site-specific sequence.  The hybrid primer also includes a biotinolyated nucleotide at the 5’ end.  The resulting amplified product (amplimer) is denatured to single strand molecules and then added in a small volume to the surface of the microchip.  The electronic addressing allows the molecules to be deposited on the pads in an operator determined pattern and the biotin moiety binds with very high affinity to streptavidin present on the pad.  Primers for the amplimers are designed with different universal sequences for different allele genotypes.  Two reporter oligonucleotides, with the complementary sequences to the universal sequences, are synthesized with either Cy3 or Cy5, fluorogenic chromophores, attached to the 5’ end of the respective oligonucleotide.  A mixture of the reporter molecules is added to the chip and hybridization between complementary molecules occurs.  The instrument incorporates a laser light source to excite the chromophores and a fluorescent wavelength detector to quantify the signal.  Each of the 100 pads can be read in a few minutes.  The specificity of the hybridization is adjusted by successive washes at increasing temperatures until the signal to noise ratio is sufficient for accurate calls of the genotype to be made.  The results can be interpreted as homozygous for wild type (all green fluorescence) or mutant type (all red fluorescence) or heterozygous (equal green and red fluorescence).


Genetic thrombosis risk factors including single nucleotide polymorphisms in factor V, factor VII, and prothrombin gene have been evaluated with the NanoChip( Molecular Biology Workstation (1,2).  The instrument could be used for the analysis of viral, bacterial or mammalian genotypes.  For any study that wanted to identify which allelic version was present, when the population has documented variants, this instrument could be utilized for multiple patient samples or for multiple loci with a smaller number of samples.  The use of reporter molecules with universal sequences will make the operation parameters uniform and should reduce the time needed for assay validation.  For further information, contact D. Nicholson at 202-356-1228 or via outlook.





Santacroce, et al., Clin Chem 48:12, 2124-2130 (2002)


Schrijver, et al., Am J Clin Pathol 119:4, 490-496 (2003)
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The Effect of Alendronate Sodium on Spinal Fusion:  A Rabbit Model





According to Dr. Ronald Lehman, Orthopaedic Surgeon at Walter Reed Army Medical Center, it is generally accepted that Alendronate Sodium is clinically indicated for osteoporosis, (by increasing bone mass), and in the treatment of Paget’s disease.  The introduction of this agent postsurgically and in traumatic conditions would enable early fusion of bone.  This directly translates to an earlier return to functional duty for the soldier and cost/resource benefit to the command.





Dr. Lehman conducted a study in which fifty New Zealand white (NZW) rabbits underwent a posterolateral L5-L6 intertransverse process arthrodesis with autogenous iliac crest bone graft.  The rabbits were randomly divided into two groups.  Group I received 3-cc of saline placebo per oral gavage, while Group II received approximately 0.05 mg/kg/d of alendronate sodium dissolved in 3-cc of saline per day for 8 weeks.  Upon completion, the rabbits were sacrificed and the lumbar spines harvested, radiographed and graded for motion across the fusion site with manual palpation.  Two independent pathologists then prepared and sectioned each left and right fusion mass.  Three random 10x fields were examined and graded for both the cephalad and caudad ends of each section (516 fields).


 


On the day of the operation, two rabbits died while forty-eight rabbits survived the operation.  Five additional rabbits died within the first two postoperative weeks.  Thus 43 rabbits (21 in Group I, 22 in Group II) completed the 8 week course treatment.  Grading each side separately, 26 of  (62%) fusion masses in Group I and 24 of 44 (55%) fusion masses in Group II had radiographic evidence of fusion (P=0.76).  With gross palpations, 11 of 21 (52%) motion segments in Group I versus 13 of 22 (59%) motion segments in Group II were determined to have a solid fusion (P=0.76).  Histologically, Group I had a higher median scorer (6.0; range, 0-7 vs 1.0; range, 0-7; P<0.0001) and a higher fusion rate (76% vs. 45%; P=0.004) than Group II.  





Based on the experimental findings, Dr. Lehman suggests that a discontinuance of alendronate sodium postoperatively during the acute fusion period may be warranted.


Reference:  Lehman, R.A., Kuklo T.R., Freedman B.R. Cowert J. and Riew K.D. The Effect of Alendronate Sodium on Spine Fusion: A Rabbit Model In Press. The Spine Journal (Vol 4.Jan/Feb Vol 4., 2004).





Left:  COL Maria Sjogren, Chief, Department of Clinical Investigation, AKA Santa Claus, distributed gifts to colleagues at the department’s Christmas celebration.





Right:  DCI members partook in food and fellowship to commemorate the holiday season.
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