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RESEARCH FUND OF THE AMERICAN OTOLOGICAL SOCIETY, Inc.

CLINICAL INVESTIGATIONS RESEARCH GRANTS
AOS Guidelines for Clinical Investigations Research Proposals

The American Otological Society, Inc., through its Research Fund, supports clinical investigative research that is focused on the study of otosclerosis or Ménière’s disease.  A description of the relationship between the research study and otosclerosis or Ménière’s disease is an integral part of the application.  The Research Fund Advisory Board will review applications that propose, as a central focus, a clinical trial or other “hands on” patient clinical investigative study.  Applicants should follow general guidelines for research proposals and also include information about the clinical study design and ethical requirements regarding human research subject participation.  

A.  Clinical Study Design
All applications that propose clinical investigation studies must include within the proposal Research Plan information about the clinical study design and analysis.  The following components of study design analysis should be specifically addressed in each proposal:

1. Summary of proposed study objectives and design: Briefly state the goal of the study, describe the study design, and justify its use.  If alternative study designs are possible (for example, randomized placebo control, cross-over, open label, etc.), discuss the reasons for choosing the proposed design.  Identify the planned outcome measures and surrogate markers.
2. Subject recruitment and enrollment: Explicitly state inclusion and exclusion criteria for persons with otosclerosis or Ménière’s disease, family members, and healthy control subjects.  Justify why these are chosen and discuss effect on potential recruitment where appropriate.  Briefly describe plans for the type (health and disease status) and numbers of patients and controls to be enrolled, planned randomization procedures, and plans for how and over what duration study subjects will be recruited.     

3. Study evaluation and statistical analysis: Include a brief non-technical description of how study results will be evaluated to support or provide evidence against the study hypothesis, including statistical methods to be employed.  Include a rationale for proposed sample sizes.  (This will generally rely on the typical distribution of the primary outcome measure in the target population and on anticipated effects in the study.)  For clinical trials, include a power calculation.  If applicable, provide alternative sample size and study design if a Bayesian analysis approach was adopted.

B.  Human Research Subject Plan  

All applications that propose clinical investigation studies must include a Human Research Subject Plan, which should be submitted separately from the general research plan.   The Human Subjects Research Plan should address the items below and generally should not exceed three pages.

1.  Criteria for subject inclusion/exclusion: 

Describe the proposed involvement of human research subjects, including patients and healthy control subjects, stating their anticipated number, age range, sex, ethnic/racial background, and health status.  Identify the criteria for inclusion or exclusion of any subpopulation, including children and adolescents.  Include consideration of the privacy rights of both former and current patients.  For example, address how previous guarantees of confidentiality in clinical or research settings will be honored in the way potential subjects are contacted.  

2.  Potential benefits and risks to subjects, plans to minimize risks and knowledge to be gained from the study: 

In narrative format, for each proposed intervention and for each proposed subject group address the following factors
:

· Describe potential direct and indirect benefits to the individual subject and/or group of subjects.  

· Describe the potential risks to subjects (physical, psychological, social, legal, or other) and assess their likelihood and seriousness to the subjects, including potential risks to healthy control subjects.   

Note potential risks to pregnant women and fetuses.   

For research involving children and adolescents, classify the risk level for each intervention and each subject group, according to the categories in the U.S. Department of Health and Human Subjects Federal Regulations 45CFR46 Subpart D (see Appendix B).

· Describe the planned procedures for protecting against or minimizing potential risks and assess their likely effectiveness.

· Discuss the importance of the potential benefit to society through knowledge to be gained as a result of the proposed research.  Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge that reasonably may be expected to result.  

3.  Monitoring study subject safety: 

Discuss plans for ensuring necessary medical or professional intervention in the event of adverse effects for the subjects.  For proposed clinical trials (biomedical and behavioral intervention studies) include a data safety-monitoring plan.  The plan should identify a responsible entity to perform the monitoring and the planned procedures for reporting adverse events.  The elements of the plan may vary depending on the clinical study design and potential risks.  
4.  Sources of research material and confidentiality protections: 

Identify sources of research materials obtained from individually identifiable living human subjects in the form of specimens, records, or data.  Indicate whether these materials or information will be obtained specifically for research and how these materials or information will be used.

Address planned measures to protect the confidentiality of study subjects and subject materials and information generated by the study.

5.  Costs, incentives, and remuneration: 

Describe any potential costs for study subjects.  Describe any incentives or remuneration that research subjects will receive by study participation or compensation for injury incurred as a result of study participation.  For research studies that propose remuneration for participation of minor subjects, state whether the remuneration is offered to parents or their minor children.

6.  Research subject informed consent:
Consent plans: Describe plans for the process for obtaining subject informed consent.  Include a description of the circumstances under which consent will be sought and obtained, who will seek it, the nature of the information to be provided to prospective subjects, and the method of documenting consent.  Recognize that consent is an interactive process and that a signed form is merely evidence that the interaction took place.  

Assent of minors: For research studies involving children or adolescents, discuss plans for obtaining assent of those minors capable of doing so. 
When available, submission of a draft or IRB-approved patient information and consent (assent) documents is recommended.  These materials are not required at the time the grant application is submitted although their inclusion with the application will assist in the review of the proposal. 

Submission of the finalized patient information and consent forms and written IRB approval will be required prior to initiation of funding.
7. Conflict of interest:

State whether study personnel responsible for the design, conduct, or reporting of the research has an economic interest in, or acts as an officer or a director of any outside entity whose financial interests would reasonably appear to be affected by, the research.
8.  Investigator education in the protection of human research subjects:
Describe, for all key personnel, education on the protection of human research subjects.  
9.  Projects involving drugs or devices

State whether the proposed clinical investigation involves the use of any drugs or devices and whether the drug or device is approved for the intended application.  If not approved for the intended application, please indicate:

IND# or IDE# 

Phase of the clinical study

Who holds the IND for this drug?

Submission of the FDA-IND letter, if  applicable, will be required prior to initiation of funding.

************************

Prior to funding, the following information will be required:
· Documentation of IRB review and approval (or international local ethics board equivalent) 

· Sample human subject (patient) information and informed consent documents

· Documentation for human research subject education of key study personnel

· For clinical trials, a data safety monitoring plan

· Institutional assurance that the research is in accord with relevant national, state local and international law

· Copy of the FDA-IND letter, where applicable

APPENDIX A - Tabular presentation of risks and benefits per intervention per research study group (optional format to accompany required narrative description for Section B-2)

	Intervention
	Research Subject Group
	Risk
	Benefit

	Aim 1 - Blood draw
	newly diagnosed disorder, age 18 or older 
	minimal 
	none

	
	normal healthy subjects, age 18 or older
	minimal 
	none

	Aim 2 - Administration of test drug
	newly diagnosed disorder, treatment group
	short-term risk of mild side effects (fever, rash) 
	may get positive effect of drug

	
	newly diagnosed disorder, placebo control group
	minimal
	none


APPENDIX B - U.S. Department of Health and Human Services Regulations Title 45 Part 46 Subpart D requirements for the participation of children in research 

Subpart D of the human subjects regulations establishes requirements for research participation of children based on defined categories of potential risk and benefit of the research.  The categories of research based on assessment on potential risks and benefits:

(1) No greater than minimal risk, where minimal risk means “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 examinations or tests”

(2) Greater than minimal risk and presenting the prospect of a direct benefit to the child, in which the anticipated benefit justifies the risk and is at least as favorable as that of alternative approaches

(3) A minor increase over minimal risk with no prospect of a direct benefit to the subject, but likely to yield generalizable knowledge about the child’s disorder or condition that is of vital importance for the understanding or amelioration of the disorder or condition AND the intervention or procedure presents experiences to the child that are reasonably commensurate with those in the child’s actual or expected medical, dental, psychological, social, or educational situations.

(4) Any other research, including research that poses more than a minor increase over minimal risk (for research in the United States and subject to the regulations, requiring the approval of the Secretary of Health and Human Services following consultation with a panel of experts and following publication and public comment).  

I.
PURPOSE
The American Otological Society (AOS) Clinical Investigations Research Grants are intended to support clinical research programs that exceed the fiscal limitation of the AOS regular grant mechanism.  The AOS places special value in translational research proposals that lead to and develop unique and innovative solutions to the clinical problems of people with Otosclerosis or Ménière’s Disease.  This funding mechanism is intended to support early-stage clinical trials to test novel therapeutic approaches as well as non-interventional patient oriented studies that are intended to lead to the development of clinical interventions and monitoring tools.  Applications for Clinical Investigations Research Grants must be goal-oriented and closely focused on AOS’ mission.  

II.
POLICIES
A.
GENERAL RESPONSIBILITY.  

Awards are made to an Institution on behalf of a Grantee.  The Grantee Institution is obligated to administer the Research Fund Grants in accordance with regulations and policies now in effect governing Public Health Service Grants.  In accepting a clinical investigations research grant the Institution and the Principal Investigator are responsible for using Grant Funds for the purposes set forth above.  

Direct cost expenditures should follow the policies set forth by the Public Health Service.  The policy statement of the Public Health Service for Grants for research projects lists expenditures which are allowable and not allowable.  Indirect costs (overhead) will be allowed in an amount not to exceed 10% of direct costs.  The maximum award request is $66,000 per year, including indirect costs, and is annually renewable.  Grants are available to physician or doctoral-level investigators in the United States and Canada only.  No funds may be requested or used for investigators' travel or salary except in unusual circumstances which must be justified by the investigator and approved by the Board of Trustees.

B.
CONDITIONS OF SUPPORT.
The project period is for one year with a beginning date of July 1.  A project period may be extended for another twelve months without additional funds if requested by the Principal Investigator and approved by the Executive Secretary and Chairman before the end of the project period.

To obtain continued support, an application must be submitted annually (by January 31) along with a progress report.  Each application, whether new or continuing, will compete with other submitted applications for funds available for the next project period.

A grant may be revoked or terminated by the Board of Trustees of the Research Fund at any time within the project period if it is determined that the Principal Investigator or the Grantee Institution has failed in a material respect to comply with the terms and conditions of the grant.

C.
PROJECT CHANGES. 

Changes in project methodology or approach are permissible if these changes expedite achievement of the project's research objective and are approved in writing by means of a letter from the Executive Secretary's office in response to a letter of request and explanation from the Principal Investigator.

When the Principal Investigator is to be absent for a period of three months or more, or wishes to withdraw from the project or to transfer to another institution, the Executive Secretary of the Board of Trustees of the Research Fund must be notified immediately.  Disposition of the grant will be determined by negotiation.

D.
PUBLICATION AND PUBLICITY.
Investigators are expected to make the results of their research promptly available to the scientific public.  Publicity regarding scientific results of a project must conform to the policies of the Grantee Institution, with proper acknowledgment of support by the Research Fund of the American Otological Society, Inc., who should be notified.  A copy of any published works should be sent to the Executive Secretary's office along with the Research Report.

E.
ACCOUNTING RECORDS AND AUDIT.  

Accounting records for the grant should be in accord with the Grantee Institution's accounting practices.  A year‑end report of expenditures must be completed to show the exact nature of expenditures for each project period, and submitted within four months after the end of the grant period (see F.1., below).

F.
REPORTS.  

1.
A Year‑End Financial Report must be submitted within four months following the termination of the grant period (by October 31).  For audit purposes and to insure financial and research accountability, this year‑end report of expenditures must be completed for each one-year grant project period (July 1 - June 30) unless a renewal application has been submitted.

2.
A Research Report must also be submitted within four months following the end of the grant period (by October 31) unless a continuation grant application has been submitted.

G.
QUALIFICATION AND CRITERIA FOR REVIEW.  

A research proposal will qualify for review when it involves anatomical, physiological, biochemical, pharmacological, physical, genetic, environmental, psychological, pathological or audiological investigations, or other studies which are related in some way to Otosclerosis or Ménière's disease.  The proposal must be supported by a statement from the investigator as to how the research may lead to the amelioration of the consequences of otosclerosis of the ear or Ménière's Disease.  (This statement is to be included under the Research Plan, III.B.9.c.;)

H.
HUMAN SUBJECTS AND ANIMAL RESEARCH. 

If the proposed research involves human subjects or vertebrate animals at any time, and does not qualify for a recognized exemption, the project must be reviewed and approved by the appropriate Institutional Review Board (IRB) and/or Institutional Animal Care and Use Committee (IACUC) of the applicant institution before an award can be issued.  Any changes in the proposed work required by an IRB or IACUC to secure approval must be submitted to the American Otological Society with the follow-up certification prior to review or after the work is in progress.

I:  
FORMAT.  The American Otological Society uses an NIH-like application format for this grant program.  Specifically, PHS Form 398 is used and applicants are to follow those instructions unless it is a portion of the application that we have modified.  Applications must be submitted in this format to be considered.  The Principal Investigator’s name must appear on each page. 

J:  
SIGNATURES.  The Principal Investigator (applicant), Department/Division Chairman, Mentor, and Institution Official are required to sign the original grant application.   The American Otological Society Clinician-Scientist Award is legally awarded to the institution with which the Principal Investigator is affiliated, not to the Investigator or his/her Division or Department.  For this reason, it is very important that applicants comply with their home institutions’ policies with regard to pre-submission processing of grant applications.  THIS CAN TAKE TIME, SO IT IS WISE TO PLAN AHEAD, ALLOWING ADEQUATE TIME FOR INSTITUTIONAL PROCESSING AND APPROVALS.  Applicants are advised to consult their institution’s office of research administration or sponsored projects for information on processing requirements for an application prior to its submission.

Applications must be received by January 31, 2012.  This deadline CANNOT be waived.  Please allow time to obtain necessary approvals and signatures.  Applications should be accompanied by a completed checklist affixed to the face page of the application.

Applications are reviewed by the Board of Trustees of the AOS Research Fund.  The Board of Trustees makes recommendations regarding funding to the AOS Council.  Final funding decisions are made by the AOS Council, which meets at the time of the COSM meeting typically in April or May.  Applicants are notified regarding a funding decision after the AOS Council has met.

The American Otological Society Research Fund accepts grant applications and reference letters electronically. Please prepare your application electronically with your preferred word-processor and after that convert the final document to a PDF file using Adobe Acrobat or the free Adobe Acrobat Reader.  Please submit your final application by email in the PDF format.  Reference letters may be electronically prepared and signed as PDF documents, or may be scanned as PDF documents, in order that they may be submitted as part of the grant application.  If your application is accepted, you will be required to submit the original signature documents and reference letters to the American Otological Society Administrative Office.
The grants and reference letters are to be submitted via email to Shirley Gossard, Administrator for the American Otological Society Research Fund, segossard@aol.com and to Dr. John Carey, Executive Secretary of the American Otological Society Research Fund, jcarey@jhmi.edu.  Deadline for submission is January 31, 2012, to be considered for funding the following July 1.
� Applicants may supplement the narrative with a tabular presentation of benefits, risks, and plans to minimize risks for each intervention and each subject group. See Appendix A.






