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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.

BELFORD, A., O. Magill, J.Wang, R.C. Myhand, and J.K. Waselenko. 2004. Thrombotic microangiopathy (TMA) and stroke due to human herpesvirus-6 (HHV-6) reactivation in adult receiving high-dose melphalan with autologous peripheral stem cell transplantation. Am. J. Hematol. 76: 156-162.

SUMMERS, V. AND M.R. MOLIS. 2004. Speech recognition in fluctuating and continuous maskers: effects of hearing loss and presentation level. J. Speech Lang. Hear. Res. 47: 245-256.

WOLL, M.M., C.M. Fisher, G.B. Ryan, J.M. Gurney, C.E. Storrer, C.G. Ioannides, C.G. Shriver, J.W.Moul, D.G. McLeod, S. Ponniah, and G.E. Peoples. 2004. Direct Measurement of Peptide-specific Cd8+ T Cells Using Hla-a2:ig Dimer for Monitoring the in Vivo Immune Response to a Her2/neu Vaccine in Breast and Prostate Cancer Patients. J. Clin. Immunol. 24: 449-461. 

WALSH, D.S., S. Pichyangkul, M. Gettayacamin, P. Tongtawe, C.A. Siegrist, P.  Hansukjariya, K.E. Kester, C.A. Holland, G. Voss, J. Cohen, A.V. Stewart, R.S. Miller, W.R. Ballouand D.G. Happner Jr. 2004. Safety and Immunogenicity of RTS, S+Trap Malaria Vaccine, Formulated in the AS02A Adjuvant System, in Infant Rhesus Monkeys. Am. J. Trop. Med. Hyg. 70: 499-509.

ABBOTT, K.C., S.J. Swanson, L.Y. Agodoa, and P.L. Kimmel. 2004. Human Immunodeficiency virus infection and kidney transplantation in the era of highly active antiretroviral therapy and modern immunosuppression. J. Am. Soc. Nephrol. 15: 1633-1639. 
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POWERS, P.A., C.A. Dinauer, R.M. Tuttle, and G.L. Francis. 2004. The MACIS Score predicts

the clinical course of papillary thyroid carcinoma in children and adolescents. J. Pediatr. Endocrinol. Metab. 17: 339-343.

ZHU, K., I.M. Lee, H.D. Sesso, J.E. Buring, R.S. Levine, and J.M. Gaziano. 2004. History of diabetes mellitus and risk of prostate cancer in physicians. Am. J. Epidemiol. 159: 978-982.

MOORES, L., K.L. Bilello, and S. Murin. 2004. Sex and Gender Issues and Venous Thromboembolism. Clin. Chest Med. 25: 

281-297.

CASSIMATIS, D.C., J.E. Atwood, R.M. Engler, P.E. Linz, J.D. Grabenstein, and M.N. Vernalis. 2004. Smallpox Vaccination and Myopericarditis: A Clinical Review. J. Am. Coll. Cardiol. 43: 1503-1510.

[image: image5.wmf][image: image6.wmf]
[image: image7.png]


[image: image8.wmf]2

s



[image: image9.wmf].

,

2

1

m

m

and

[image: image10.wmf];

2

s



[image: image11.wmf],

a

[image: image12.wmf]2

1

m

m

-



[image: image13.wmf],

1

b

-



[image: image14.wmf]b



[image: image15.wmf]D



List of Approved Protocols
From 4/02/2004 To 6/18/2004
Grand Total of
57
Date Approved
WUNO
PI
Title 

Department of Clinical Investigation
Total:
3

Sub-Total:
1

6/3/2004
04-92012EX
Reinhardt, Brian,   DAC
Quantitative expression of IL-1ß, IL-2, IL-4, Il-6, Il-10, IL-13, TNF-alpha and 

IFN-gamma using a protein microarray ELISA assay in patients infected with Hepatitis 

C virus.

Sub-Total:
2

4/13/2004
04-92018
Sjogren, Maria H., COL  MC
 Phase 2a, Randomized, Dose-Ranging, Open-Label Study of the Safety and Tolerability 

of Consensus Interferon-Alfa (CIFN) Plus Interferon Gamma-1b (IFN-? 1b) with or 

without Ribavirin (RBV) in the Treatment of Patients with Chronic Hepatitis C Who 

are Non-Responders to PEG-IFN-a (2a or 2b) plus RBV

5/25/2004
04-92020
Anderson, Jeffrey S., BA  DAC
Evaluation of a Gene Expression Panel for Differential Diagnosis of Follicular Thyroid 

Neoplasms and Papillary Thyroid Cancer

Department of Medicine
Total:
19

Cardiology Service
Sub-Total:
3

4/5/2004
04-12017
Devine, Patrick J., CPT  MC
A Pilot Study of Patient Education on Intima-Media Thickness of the Carotid Artery

4/9/2004
04-12019
Taylor, Allen J., LTC  MC
The Relationship Between Ethnicity and Metabolic Syndrome with Coronary Artery 

Calcium Progression on EBCT Scanning in PACC Project Participants

4/24/2004
04-12020
Villines, Todd C., CPT  MC
Warfarin and Coronary Calcification (WACC) Project

Endocrine Service
Sub-Total:
2

4/23/2004
04-13013EX
Stocker, Derek J., MAJ  MC
A retrospective study of the effect of radioactive iodine on serum calcium 

concentration in patients with thyroid disease

5/27/2004
04-13014EX
Stocker, Derek J., MAJ  MC
A comparison of the effects of Rosiglitazone and Metformin on secondary cardiac risk 

factors of growth hormone and vitamin B12

Gastroenterology Service
Sub-Total:
1

5/3/2004
04-14023
Boger, John A., CPT  MC
Ultrasonic Evaluation of Distal Esophagus in Patients with Gastroesophageal Reflux 

with Correlated pH Monitoring

General Medicine Service
Sub-Total:
1

5/7/2004
04-10006
Holley, Aaron, MAJ  MC
Risk Stratification for Patients Presenting with Acute Pulmonary Embolism (PE)

Hematology-Oncology Service
Sub-Total:
3

5/24/2004
04-15003EX
Weiss, Brendan M., MAJ  MC
A retrospective chart review of heparin induced thrombocytopenia at Walter Reed 

Army Medical Center

4/12/2004
04-15037
Reid, Thomas J. III, COL  MC
CALGB 369901:  Observational Cohort Study:  Chemotherapy Decisions and Outcomes

 in Women Age 65 or Older with Operable, Newly Diagnosed Breast Cancer

4/23/2004
04-15038
Reid, Thomas J. III, COL  MC
CALGB 80203:  A Phase III Trial of Irinotecan/5-FU/Leucovorin or 

Oxaliplatin/5-FU/Leucovorin With and Without Cetuximab (C225) for Patients with 

Untreated Metastatic Adenocarcinoma of the Colon or Rectum

Infectious Disease Service
Sub-Total:
4

5/26/2004
04-19009
Spooner, Katherine, MD  DoD
The Clinical Immunologic and Microbiologic Impact of HIV and Syphilis Co-Infection

6/4/2004
04-19010
Wortmann, Glenn W., LTC  MC
Cytokine and Regulatory T cell Analysis in Cutaneous Leishmaniasis

5/4/2004
04-8838-98bE
Spooner, Katherine, MD  DoD
Smallpox Vaccination in HIV-Infected Military Members in the 1980's Prior to HIV 

X
Diagnosis

6/2/2004
04-8838-98c
Spooner, Katherine, MD  DoD
The Investigation of the Dermatologic Manifestation of HIV
Date Approved
WUNO
PI
Title 

Nephrology Service
Sub-Total:
2

5/17/2004
04-11017EX
Abbott, Kevin C., LTC  MC
Use of beta-blockers and aspirin in Acute Coronary Syndromes by Patient Renal 

Function in the Military Healthcare System, National Capitol Area

6/16/2004
04-11018EX
Solomon, Noah, CPT  MC
Glomerular basement membrane thickening as a predictor of the development of 

clinical diabetes mellitus

Pulmonary & Critical Care Medicine Service
Sub-Total:
2

4/8/2004
04-17038EX
Sherner, John, CPT  MC
Rituximab-Related Pulmonary Toxicity

6/3/2004
04-17039EX
Shorr, Andrew F., MAJ  MC
Acute eosinophilic pneumonia in soldiers deployed in support of Operations Iraqi and 

Enduring Freedom

Rheumatology Service
Sub-Total:
1

6/7/2004
04-37006EX
Roebuck, Jonathan D., MAJ  MC
Pre Clinical Autoimmunity:  Predicting Systemic Disease

Department of Nursing
Total:
1

Sub-Total:
1

5/6/2004
04-75027
Thurmond, Veronica, LTC  AN
Evaluating the Impact of Personal Digital Assistants (PDA) in the Perioperative Setting

Department of Obstetrics and Gynecology
Total:
9

Sub-Total:
1

5/20/2004
04-44042EX
Parker, Mary F., LTC  MC
Assembly of a Cervical Histology Slide Set

Sub-Total:
5

5/10/2004
03-43016
Elkas, John Christopher, LCDR  MC
GOG 0190:  An Exploratory Evaluation of Fenretinide (4-HPR) (IND#39,812) As a 

Chemopreventive Agent for Ovarian Carcinoma

4/13/2004
04-44014
Dunlow, Susan G., LTC  MC
Comparison of Postoperative Bowel and Bladder Dysfunction in Total Laparoscopic 

Hysterectomy Vs Total Abdominal Hysterectomy
4/16/2004
04-44015
Elkas, John Christopher, LCDR  MC
A Phase I Dose Escalating Study of Topotecan and Oxaliplatin for Recurrent Ovarian, 

Primary Peritoneal, and Fallopian Tube Carcinoma

4/8/2004
04-44037EX
Parker, Jason D., MAJ  MC
The Eighty-Hour Work Week Restriction:  Impact on Medical Student Education by 

Residents

4/5/2004
04-44Ad-Ap4
Albright, Todd, MAJ  MC
Arcus Tendineus Fascia Pelvis:  A Further Understanding

Endocrine Service
Sub-Total:
1

4/9/2004
04-44038EX
Parker, Jason D., MAJ  MC
Examining the Effects of Ovarian Suppression with Oral Contraceptive Pills Prior to 

Assisted Reproductive Technologies

Reproductive Endocrinology & Infertility Division
Sub-Total:
2

4/13/2004
04-44039EX
Parker, Jason D., MAJ  MC
The Incidence of Uterine Polyps and Fibroids among Patients Presenting for Infertility

4/22/2004
04-44041EX
Parker, Jason D., MAJ  MC
Influencing IVF Multiple Gestation Rates Through Patient Education and Counseling

Department of Orthopaedics and Rehabilitation
Total:
7

Occupational Therapy Service
Sub-Total:
1

5/18/2004
04-96014EX
Burke, Anne,   DAC
Efficacy of an Occupational Therapy Protocol for Combat-Injured Upper Extremity 

Amputees:  Treatment Time vs. Patient Performance

Orthopedics Surgery Service
Sub-Total:
5

6/9/2004
03-24023
Potter, Benjamin K., CPT  MC
Subaxial Cervical Spine-Biomechanical Analysis of Primary and Salvage Lateral mass 

Screws VS. Pedicle Screws
Date Approved
WUNO
PI
Title 

4/7/2004
04-24032
Xenos, John S., LTC  MC
The Uncemented Porous-Coated Anatomic Total Hip Prosthesis:  Results after 20 

Years in a Prospective Study

4/12/2004
04-24034EX
Potter, Benjamin K., CPT  MC
Accuracy of new Magnetic Resonance Imaging Techniques in the Diagnosis of Knee 

Pathology

5/13/2004
04-24035EX
Freedman, Brett A., CPT  MC
Prognostic Value of Magnetic Resonance Arthrography for Acetabular Labral Tears

5/24/2004
04-24036EX
Freedman, Brett A., CPT  MC
Follow-up of Osteoporotic Fractures - Are Patients Receiving Appropriate and Directed

 Care for Their Underlying Osteoporosis

Physical Medicine & Rehabilitation Service
Sub-Total:
1

6/1/2004
04-96015EX
Pasquina, Paul F., LTC  MC
Quality of medical care provided to service members with combat related amputations:  

a report of patient satisfaction.

Department of Pediatrics
Total:
1

Sub-Total:
1

4/14/2004
04-65-1396-98
Francis, Gary L., COL  MC
Protein Expression and Phosphorylation in Thyroid Cancer

Department of Pharmacy
Total:
1

Sub-Total:
1

6/10/2004
04-36002
Lee, Jeannie K., BS  DAC
Federal Study of Adherence to Medications in the Elderly (FAME)

Department of Radiology
Total:
2

Diagnostic Radiology Service
Sub-Total:
1

5/14/2004
03-47006
Choi, Jong-Ho R., LTC  MC
MRI Evaluation of the Contralateral Breast in Women with a Recent Diagnosis of 

Breast Cancer

Nuclear Medicine Service
Sub-Total:
1

6/10/2004
04-45009
Davison, Jonathan M., CPT  MC
An Open-Label Clinical Study to Evaluate the Efficacy and Safety of LeuTech 

Scintigraphy for the Assessment of Inflammatory Bowel Disease

Department of Surgery
Total:
10

Anesthesia-Operative Service
Sub-Total:
1

4/23/2004
04-20012AEX
Winkley, James, MAJ  MC
Distance Regional Anesthesia Training

General Surgery Service
Sub-Total:
1

5/19/2004
04-20016
Arciero, Cletus A., MAJ  MC
The Use of the Hand Held Mammotome® Breast Biopsy System for Both Palpable and 

Non-Palpable Breast Lesions

Neurosurgery Service
Sub-Total:
2

4/9/2004
04-22005EX
Moquin, Ross R., CDR  MC
The Neurosurgical Experience at an Echelon 5 Facility During Operation Iraqi Freedom

6/4/2004
04-22006EX
Moquin, Ross R., CDR  MC
Use of titanium hardware in the setting of the infected spine:  a retrospective review of 

the experience at Walter Reed Army Medical Center

Ophthalmology Service
Sub-Total:
3

4/13/2004
04-23008
Stutzman, Richard D., LTC  MC
Effect of Brimonidine Tartrate Ophthalmic Solution 0.15% on Patients Experiencing 

Night Vision Difficulties after Laser Refractive Surgery

5/27/2004
04-2335-99d
Bower, Kraig, S., COL  MC
Evaluation of Conventional Photorefractive Keratectomy (PRK) in U.S. Army 

Personnel, Substudy of:  Initial Evaluation of Excimer Laser Keratorefractive Surgery in

 U.S. Army Personnel (2335-99)
Date Approved
WUNO
PI
Title 

6/7/2004
04-2335-99e
Bower, Kraig, S., COL  MC
Comparison of the effect of 4th generation fluoroquinolones, gatifloxacin and 

moxifloxacin, on epithelial healing following photorefractive keratectomy (PRK), a sub

 study of:  Initial Evaluation of Excimer Laser Keratorefractive Surgery in U.S. Army 

Personnel (WU#2335-99)

Peripheral Vascular Surgery Service
Sub-Total:
1

6/16/2004
04-21003EX
Fox, Charles, MAJ  MC
A Vascular Injury Analysis And Contemporary Management of Wartime Trauma 

During the Global War On Terrorism

Urology Service
Sub-Total:
2

5/19/2004
04-28029
McLeod, David G., COL  MC
Randomized Double-Blind Placebo-Controlled Trial of Sildenafil Citrate Followed by 

Open-Label Extension in Patients with Prostate Cancer Undergoing Androgen Ablative 

Therapy

4/28/2004
04-2871-98k
Moul, Judd W., COL  MC
Cell Specific Expression Signatures in Prostate Cancer

Deployment Health Clinical Center
Total:
2

Sub-Total:
2

5/10/2004
04-89007
Adkins, Joyce A., COL  MS
The Attitudes and Well-Being of Fathers During and After Military Deployment

5/27/2004
04-89009EX
Engel, Charles C., LTC  MC
Usability and Psychometric Properties of a Visit-Specific Patient Satisfaction 

Questionnaire

Landstuhl Regional Medical Center
Total:
1

Anesthesia-Operative Service
Sub-Total:
1

6/10/2004
04-80004EX
Cohen, Steven P., LTC  MC
The IV Ketamine Test:  A predictive response tool for an oral dextromethorphan 

treatment regimen in neuropathic pain

Telemedicine Directorate
Total:
1

Sub-Total:
1

4/22/2004
04-87005
Lenhart, Martha, LTC  MC
A Comparison Study of Two Upper Extremity Splint Materials
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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 WRAMC Annual Review Training (ART) 


and Command Orientation.





All DCI personnel must be up to date in their ART training.  ART 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 ART 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.  ART is still given didactically.  The next didactic versions of ART will be given on 07 & 21 July, 04 & 18 August, and 08 & 22 September.  All ART sessions are from 0730-1245 in Joel Auditorium, Bldg 2.  The following DCI personnel have birthdays in the months of July, August, and September:





Janet Kapur (04 July)


Vicki Miskovsky (13 July)





Deborah Kessler (22 August)


Jesse Martin (24 August)


CPT Duke Poore (26 August)


Elena Morris (28 August)





Greg Rose (01 September)


Brooke Huntley (05 September)


Guy Durant (09 September)


Diarmuid Nicholson (09 September)


Yaling Zhou (14 September)


Robin Howard (16 September)


Kendra Hill (17 September)


Francois Tuamokumo (17 September)


Thomas Quispe (30 September)


�














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





15 July:  Research Community Forum: What Investigators and Research Staff Need to Know about Human Research Protections.  The Office for Human Research Protections (OHRP) sponsors a series of conferences on responsibilities of researchers, Institutional Review Boards (IRBs), and institutional officials for the protection of human subjects in research.    


Venue:  	Buffalo/Niagara


City:		Amherst


State:		New York


Country:	USA


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


   


2-3 August: Roadmap for Success in International Research: Strategies for Protecting Human Research Subjects Globally.  The conference will give participants practical information on conducting biomedical and social science/behavioral research with human subjects in international settings.  Important issues will be addressed in the plenary sessions, panel discussions, and breakout sessions that will feature speakers from the U.S. and other countries.


Venue:  	The Carolina Inn


City:  		Chapel Hill


State:  		North Carolina


Country:	USA


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


   


9-12 August: 7th Annual Force Health Protection Conference.  General sessions will bring together nationally renowned leader and experts on preventive medicine, occupational medicine, terrorism prevention and response, resource allocation, response strategies and wellness.  Some of the nation’s leading military and civilian experts will provide educational and hands-on experience during the break-out sessions.


Venue:  	Albuquerque Convention Center


City:  		Albuquerque 


State:  		New Mexico


Country:	USA


� HYPERLINK "http://usachppm.apgea.army.mil/" ��USACHPPM - Main�














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 listed (for administrative reasons) 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.  “ Proxy PI’s are not allowed in Interventional Protocols.





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 Komakuri Pardhasarathy, PhD, IRB Administrator, at 782-7829, or via Outlook.








�





Statistical Analysis Using SPSS: Levels 1, 2, 3, & 4





The DCI, Research Review Service, will be offering a four-part series of workshops to help the clinical investigator learn SPSS statistical analysis software & concepts.





These courses are for military and civilian clinician researchers (and aspiring researchers) at WRAMC and designed to give ‘hands-on’ experience in utilizing statistical analysis software. The content of each session is as follows:





Level I:  An Overview of Data Coding and Data File Creation





Level II:  Statistical Methods for Comparing Differences between Two Groups





Level III:  Nonparametric Statistics in Health Care Research





Level IV:  Multiple Linear Regression and Multiple Logistic Regression





The course will be limited to 12 participants and is free of charge to WRAMC personnel.  Each participant will attend all three courses with Level I a prerequisite for Levels II, III and IV.  





The course will meet on 4 consecutive Thursday afternoons (8, 15, 22, and 29 July) from 1330-1530.  The courses are held in the DCI Computer Room (Bldg 6, Room 4075).





For further information and future course dates, see � HYPERLINK "http://www.wramc.amedd.army.mil/departments/dci/statclass.htm" ��www.wramc.amedd.army.mil/departments/dci/statclass.htm�. 





�





	IRB Calendar 





The following institutional Review Board (IRB) meeting will be held in the months of July, August, & September:





CLINICAL INVESTIGATION COMMITTEE (CIC):


09 July		20 July		


10 August	07 September	21 September





HUMAN USE COMMITTEE (HUC)


13 July		17 August	14 September


28 September


	  








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.


























�








		�





Clinical Research Winner








MAJ Cletus Arciero, MC (Chief Resident, General Surgery)


Title: “The Use of Rapid Parathyroid Hormone Assay in Predicting Postoperative Hypocalcemia Following Total or Completion Thyroidectomy”


The most common complication or morbidity after surgical total thyroidectomy is symptomatic hypocalcemia.  This complication can take 2 to 3 days to develop post-operatively, resulting in a significant post-operative stay in the hospital to monitor serum calcium levels, long after the patient could have been discharged home because otherwise the impact of the operation is so low that only a short-stay is required.  Postoperative hypocalcemia due to unpaired parathyroid gland function is transient in 5-30% of the cases and permanent in 0.5-3.8% of the subjects.  The search for a reliable test to predict which patients would and wouldn’t develop hypocalcemia post-op has been relentless, and clearly carries great implications for healthcare delivery, costs, and morbidity treatment.  Dr. Arciero’s goal was to determine whether obtaining a blood test assay for tubo-PTH analysis, drawn from the patient immediately or soon after the entire thyroid gland was surgically removed, and with lab results returning to the clinician within an hour post-op, could reliably predict who will, or will not, develop symptomatic hypocalcemia.  The outcome of the research was that indeed, the test is reliably predictive.  Since its completion and presentation to the scientific community and peer review, this finding has changed the way we manage these patients post-op at Walter Reed, saving literally hundreds of bed days per year by allowing us to identify patients at no risk of developing post-op hypocalcemia, and discharging them home early.  This work has brought great recognition and credit to the Walter Reed Army Medical Center and its research organizations.  Furthermore, MAJ Arciero’s research has had a positive impact on the way we practice medicine.





�
Laboratory Research Winner





CPT Joel Moncur, MC (Resident, Pathology)


Title: “HER2 Over-expression and Fatty Acid Synthesis in Breast Cancer-Implications for the 


Mechanism of HER2”


In 1998, CPT Moncur reported that a nuclear protein S14, which regulates lipid biosynthesis, is over-expressed in most breast cancers.  Using his own findings regarding S14, in conjunction with the finding of others, Dr. Moncur hypothesized that HER2 might be involved in the regulation of lipid biosynthetic pathway, since overproduction of fatty acids is associated with a worse prognosis in breast cancer.  In an attempt to test his hypothesis, CPT Moncur designed an experiment to measure the level of S14 and FAS by quantitative RT-PCR in mammary epithelial cells with ectopic expression of HER2.  Dr. Moncur then treated the HER2 over-expressing cells with Herception and measured S14 and FAS to determine whether their expression was abrogated by treatment with the anti-HER2 antibody. Documentation of a link between HER2 and the intracellular regulators of fatty acid synthesis might explain in part the reason for HER2 over-expression being associated with more aggressive behavior in breast cancer, and might provide a potential new focus for therapeutic research in the treatment of breast cancer.  Microarray data demonstrated that in a total of eight breast cancer cell lines, FAS, the key enzyme of lipid biosynthesis, was increased in HER2 positive versus HER2 negative cells.  Milestones achieved in this experiment have included the successful culture of H16N2 mammary epithelial cells with confirmation by Western blot of HER2 over-expression, successful development of a qRT-PCR assay for S14 and FAS, and the successful isolation of high quality RNA samples from these cells.  CPT Moncur findings are of great importance in furthering the understanding of the biological pathways of breast cancer. CPT Moncur has presented his findings at scientific sessions of the off-site meetings of the Clinical Breast Care Project and plans to publish and present his work at national meetings in the immediate future. 

















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











Approximate Sample Sizes for Comparing the Difference Between Two Treatment Means (Averages).





One of the questions most frequently asked of a statistician is “How big must my sample size n, be?” That is, how many observations (patients) are needed in the study? Unfortunately, the question cannot be answered before additional information is supplied. Let us first put the requirements in words in the context of a study comparing two treatments, then introduce the appropriate statistical terminology. 


To determine sample size, you need to specify or know:





      1.   How variable the data are;


      2.   The chance you are willing to tolerate of incorrectly concluding there is an effect 


       when the treatments are equal;


3.   The magnitude of the effect to be detected; and


4.   The certainty with which you wish to detect the effect.





Each of these considerations is clearly relevant. The more variation in the data, the more observations are needed to “pin down” a treatment effect; when there is no difference, there is a chance that a difference will be observed, which due to sampling variability, is declared significant. The more certain you want to be of detecting an effect, the more observations you will need, everything else remaining equal. Finally, if the difference in the treatments is very large, a rather economical experiment can be run; conversely, a very small difference in the treatments will require very large sample sizes to detect.


     We now phrase the problem in statistical terms; the model we want to consider involves two normal populations with equal variances, � EMBED Equation.3  ���, differing at most in their means, � EMBED Equation.3  ��� To determine the sample size we must specify


    1.    � EMBED Equation.3  ���


    2.     The probability, � EMBED Equation.3  ��� of a type I error;


    3.     The magnitude of the difference, � EMBED Equation.3  ��� to be detected; and 


    4.     The power, � EMBED Equation.3  ��� or equivalently the probability of a type II error, � EMBED Equation.3  ���.





Sample sizes are calculated as a function of the effect size,� EMBED Equation.3  ���, which is a standardized distance between the population means, defined as 


             � EMBED Equation.3  ���                                                                                


For a two-sided test, the formula for the required sample size per group is 





              � EMBED Equation.3  ���


Example:  At a significance level of 0.05 (two tailed), and power of 0.80, a difference 


� EMBED Equation.3  ��� = 0.30 is to be detected. The appropriate Z values are � EMBED Equation.3  ���                        


� EMBED Equation.3  ���= 175 observations per group.











HAIL AND FAREWELL				�





Arriving DCI Members:   Darcy Foertch and Denise Neath





Departing DCI Members:  Dr. Amorim Marcos
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Examples of Clinical Research that we support.





	The Research Operation Service of Department of Clinical Investigation (DCI) at Walter Reed Army Medical Center (WRAMC) has been preparing RNA and DNA from a variety of living tissues, also viruses. We have designed our own primers for specific studies of Hepatitis-G virus, which is an RNA virus. cDNA segments of the virus were sequenced with known as well as unknown functions. Further, the segments were examined for possible mutations, additions and deletions as they are sometimes found in RNA viruses. This search was a part of a clinical investigation of why a patient, a healthy young man, who experienced acute flu-like symptoms, suddenly was found to have aplastic anemia and had to be treated by a bone marrow transplant. None of the suspicious agents or viruses were present. Only Hepatitis-G virus was detected in his blood and it has been known to be mostly a harmless virus. Could some alteration of the viral RNA be the culprit? A very rare mutation was found in envelope-E2 that resulted in one amino acid difference in T-cell epitope of the sick man as compared to the virus of his healthy wife and other published viral sequences.


	In a separate study, DCI at WRAMC utilized 125I to determine quantitatively the picogram changes in secretion of gastric inhibitory peptide (GIP) in response to ACTH with and without the addition of a test meal. The measurements were carried out by competitive radioimmunoassay in partially purified serum. The assay is based on competition of 125I-peptide (GIP) and unknown (or standard) peptide (GIP) binding to the limited quantity of antibodies specific for the peptide (GIP) in each reaction mixture. Samples of serum from an individual were collected over the period of 2.5 hours.  These assays were a part in a study of obese children and their abnormalities. Specifically: is ACTH-dependent, GIP mediated cortisol secretion, stimulated by food in the proximal gut, relevant to the development of the central obesity syndrome?


For further information, contact Jana Bednarek at 202-356-1242 or via outlook.


	














						


                                                        Exempt Review 





 Research that does not fall within the purview of the Institutional Review Board may qualify for exempt review as note in these cited regulations.


45 CFR 46.101(b) and (c)


AR 40-38, Appendix B


Walter Reed Army Medical Center, Commander’s Policy on Human Research Requiring Institutional Approval, Dated 1 January 1994. 





Army Regulation (AR 40-38), Clinical Investigation Section lists several Exempted Research Categories from B-1 thru B-7.


B-1 General


B-2 Health care delivery and epidemiology


B-3 Educational methods


B-4 Educational tests (research that involves the use of educational tests when the data are recorded in such a way that subjects cannot be identified directly or indirectly.


B-5 Public behavior (research that involves survey, interview procedures, or the observation of public behavior with some exceptions. Responses or observations are recorded in such a way that subjects cannot be identified.


B-6 Existing records and specimens (research involving the collection or study of existing data, documents, records, and pathological or diagnostic specimens if these sources are publicly available or if the information is recorded in such a way that subjects cannot be identified directly or through identifiers linked to the subject.


B-7 Training


B-8 Personnel qualified to test by duty assignment ( job related tasks of military or civilian personnel who are qualified to test by duty assignments that call specifically for such qualifications.


B-10 Other ( other research that is exempted by future changes to DHHS regulations.)





A Research Project must involve no more than minimal risk to research subjects in order to qualify for exempt status as defined in 45 CFR 46. Minimal Risk is defined, as “the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examination or tests.”





Research that involves the following vulnerable subjects population does not qualify for exempt review at WRAMC:


Prisoners


Fetuses


Pregnant women 


Retrospective chart review studies on subjects, including pregnant women may be considered for exempt review.





Review Certification instruction and application can be found on DCI’s web site at � HYPERLINK "http://www.wramc.amedd.army.mil/departments/dci" ��www.wramc.amedd.army.mil/departments/dci�. For further information, contact Vicky Miskovsky at 202-782-7833 or Dr. Melvin Williams at 202-782-7868.











                                                                                                                   


                                                                                             Dr Melvin W. Williams MD


					





The 


Bailey K. Ashford 


Clinical Research Award Symposium Results








Poster Presentation Winners  				Symposium Finalist Winners





LCDR Frederick Yeo (Clinical)				MAJ Cletus Arciero (Clinical)


CPT Ann Straight(Laboratory)				CPT Joel Moncur (Laboratory)
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