
INVESTIGATIONAL PLAN – FEASIBILITY STUDY
D. Investigational Plan
1.0 
Purpose of the Investigation
1.1
Name of investigational device:
Specify the name of the investigational device.
1.2
Intended use of the investigational device:
Summarize the intended use of the investigational device.

1.3 
Objectives of the clinical investigation:
1.3.1  Primary objective.
Describe the primary objective of the proposed clinical investigation of the device.  For example, indicate if the proposed clinical investigation constitutes a:

· Feasibility study directed at or involving a(n):

· Initial evaluation of the device in humans or a certain clinical population;.

· Evaluation of potential safety issues associated with the use of the device

· Evaluation of device design;

· Assessing certain human factors (e.g., patient or operator) associated with the use of the device; or

· Other specified device characteristic or device application consideration. 
· Pilot study to obtain preliminary data upon which to base a subsequent pivotal study of the device.  
1.3.2
Secondary objective(s).
Describe any secondary objective(s) of the proposed clinical investigation of the device.
1.4
Anticipated duration of the clinical investigation:
Provide a best estimate of the number of months or years it will take to complete the proposed feasibility study of the device.
2.0
Clinical Protocol
2.1 Title of clinical protocol:
Specify the title of the clinical study.
2.1.1
Protocol number. (Incorporate only if applicable)

2.1.2
Version number and date. 

Number supplemental applications consecutively and include the date of the current application.
2.2
Study design:
2.2.1
General study design.
Describe the type/design (e.g., open-label, observational) of the proposed clinical study.  

2.2.2
Study design schematic.
Provide a schematic diagram of the study design, procedures, and stages.
2.3
Subject selection:
2.3.1
General characteristics of the proposed subject population(s).
Provide a general description of the characteristics of the proposed subject population(s).

Provide a justification for the suitability of this (these) population(s) for the purpose of the investigation.

2.3.2
Anticipated number of research subjects.
Indicate that “enrollment” into the investigation is defined as providing informed consent for study participation (i.e., as per University IRB policies).

Specify the estimated total number of subjects to be enrolled into the clinical study and the anticipated number of subjects expected to complete the study. 
2.3.3
Inclusion criteria.
List the specific criteria for including subjects for participation in the clinical study.  Note that these criteria should be inclusive of diagnostic criteria and, where appropriate, confirmatory laboratory tests applicable to the specific disease or condition to be treated or diagnosed by the investigational device.  In the case of an investigational device intended to prevent a disease or condition, the criteria for subject inclusion should provide for evidence of susceptibility and exposure to the condition against which prophylaxis is desired.

2.3.4 
Exclusion criteria.
List the specific criteria for excluding subjects from participation in the clinical study.  
2.4 
Study procedures:
2.4.1
Screening procedures.
Describe or list the procedures that will be performed to verify subject eligibility for participation in the clinical study.
2.4.2
Study treatment or diagnostic product procedures.
Describe, in detail, the study treatment or diagnostic products (e.g., the investigational device and, if applicable, comparative devices or products) that will be administered to each study group or arm of the proposed clinical investigation; to include, for each study treatment or diagnostic product, the product name and FDA-approval status, dose or dose range (if applicable), route/mode of administration, dosing or exposure schedule, and treatment or exposure duration.  
Describe, if applicable, any plans for dose or exposure reductions or increases based on the data accrued with study progression. 
2.4.2.1
Allocation to treatment: (Incorporate only if the proposed clinical study involves multiple treatment arms)
Describe the plan and procedures for allocating subjects to the various treatment or diagnostic arms of the study so as to ensure comparability between test groups and any control groups with regard to pertinent variables such as gender, severity or duration of disease, and use of therapy other than the investigational device

2.4.2.2 
Breaking the blind: (Incorporate only if the proposed clinical study is blinded)
Describe the procedures for breaking the blind should a given subject suffer a serious adverse event wherein knowledge of the identity of the study treatment or diagnostic product received by the subject is necessary for effective emergency treatment of the event.

2.4.2.3
Treatment adherence/Study compliance: 
Describe, if applicable, the procedures that will be used to assess subject compliance/adherence with the assigned study treatment or diagnostic product regimen.

Specify the criteria and procedures for withdrawing subjects from study participation due to non-compliance with the study treatment or diagnostic product regimen, if applicable, and/or the study procedures or investigators instructions. 

Specify if subjects withdrawn from study participation due to noncompliance will be replaced and, if so, the corresponding procedures for their replacement.
2.4.3
Follow-up procedures.
2.4.3.1
Procedures to assess efficacy:
Specify, if applicable,  the parameters (i.e., observations and/or measurements) that will be used to evaluate the efficacy of the study treatment or diagnostic product(s); to include the methods and timing for assessing, recording, and analyzing these parameters.  If the proposed clinical study does not involve evaluation(s) of the efficacy of the investigational device, state this.
2.4.3.2
Procedures to assess safety:
Specify the parameters (i.e., procedures, laboratory tests, or other measures) that will be used to evaluate the safety of the study treatment or diagnostic product(s); to include the methods and timing for assessing, recording, and analyzing these parameters.

2.4.4  
Schedule of activities (Study Table).
Incorporate, as a referenced attachment (i.e., Appendix ___), a table that summarizes the protocol procedures that will be performed at screening, for treatment or diagnosis, and at follow-up (if applicable).
2.5
Study outcome evaluations:
2.5.1
Study endpoints.
Summarize the primary and, if applicable, secondary endpoints or outcomes that will be evaluated in the clinical study.
2.5.2
Sample size determination.
Specify the number of subjects planned to be enrolled into the clinical study (i.e., to complete the clinical study) and the reason(s) for the choice of this sample size.  Include, if applicable, calculations of the power of the study or provide an alternate explanation for the proposed sample size.  For example, if the purpose of the proposed clinical study is to obtain pilot data upon which to base a subsequent pivotal study of the investigation device, state this and provide a clinical justification for the sample size selected. 
2.5.3
Outcome data and data analysis.
Describe the specific observations and/or measurements that will form the basis for evaluating the primary and, if applicable, secondary endpoints or outcomes of the clinical study.  
Describe how these data will be evaluated in addressing the feasibility objective(s) of the clinical study and/or in making a decision to proceed with further clinical investigation of the investigational device.
2.5.4
Data and Safety Monitoring Committee. (Incorporate only if a Data and Safety Monitoring Committee will be utilized)
Describe the composition and operations of the Data and Safety Monitoring Committee that will provide oversight of the clinical study.

3.0
Risk Analysis

3.1
Anticipated risks:
Describe all increased risks to which the subjects (patients-subjects and normal controls, if applicable) will be exposed as a result of their participation in the clinical study.

Address the steps that will be taken to minimize these risks.

Provide an analysis of the benefit-to-risk ratio of study participation (i.e., for each of the study populations, if applicable) and a corresponding justification for conducting the clinical study.

3.2
Adverse event recording/reporting 
3.2.1
Adverse event definitions.  (Incorporate the following as written.)
Adverse effect. Any untoward medical occurrence in a clinical study of an investigational device; regardless of the causal relationship of the problem with the device or, if applicable, other study treatment or diagnostic product(s).
Associated with the investigational device or, if applicable, other study treatment or diagnostic product(s).  There is a reasonable possibility that the adverse effect may have been caused by the investigational device or, if applicable, the other study treatment or diagnostic product(s).
Disability.  A substantial disruption of a person’s ability to conduct normal life functions.

Life-threatening adverse effect.  Any adverse effect that places the subject, in the view of the investigator-sponsor, at immediate risk of death from the effect as it occurred (i.e., does not include an adverse effect that, had it actually occurred in a more severe form, might have caused death).

Serious adverse effect. Any adverse effect that results in any of the following outcomes: death, a life-threatening adverse effect, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect.

· Hospitalization shall include any initial admission (even if less than 24 hours) to a healthcare facility as a result of a precipitating clinical adverse effect; to include transfer within the hospital to an intensive care unit.  Hospitalization or prolongation of hospitalization in the absence of a precipitating, clinical adverse effect (e.g., for a preexisting condition not associated with a new adverse effect or with a worsening of the preexisting condition; admission for a protocol-specified procedure) is not, in itself, a serious adverse effect.  
Unexpected adverse effect.  Any adverse effect, the frequency, specificity or severity of which is not consistent with the risk information described in the clinical study protocol(s) or elsewhere in the current IDE application, as amended.

Unanticipated adverse device effect.  Any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or IDE application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects.
3.2.2 
Eliciting adverse effect information.  (Incorporate the following as written.)
Clinical study subjects will be routinely questioned about adverse effects at study visits.

3.2.3 
Recording and assessment of adverse effects. (Incorporate the following as written.)
All observed or volunteered adverse effects (serious or non-serious) and abnormal test findings, regardless of treatment group, if applicable, or suspected causal relationship to the investigational device or, if applicable, other study treatment or diagnostic product(s) will be recorded in the subjects’ case histories.  For all adverse effects, sufficient information will be pursued and/or obtained so as to permit 1) an adequate determination of the outcome of the effect (i.e., whether the effect should be classified as a serious adverse effect) and; 2) an assessment of the casual relationship between the adverse effect and the investigational device or, if applicable, the other study treatment or diagnostic product(s).   
Adverse effects or abnormal test findings felt to be associated with the investigational device or, if applicable, other study treatment or diagnostic product(s) will be followed until the effect (or its sequelae) or the abnormal test finding resolves or stabilizes at a level acceptable to the investigator-sponsor.
3.2.3.1 
Abnormal test findings:  (Incorporate the following as written.)
An abnormal test finding will be classified as an adverse effect if one or more of the following criteria are met:

· The test finding is accompanied by clinical symptoms.
· The test finding necessitates additional diagnostic evaluation(s) or medical/surgical intervention; including significant additional concomitant drug or other therapy.  (Note: simply repeating a test finding, in the absence of any of the other listed criteria, does not constitute an adverse effect.)

· The test finding leads to a change in study dosing or exposure or discontinuation of subject participation in the clinical study.
· The test finding is considered an adverse effect by the investigator-sponsor.


3.2.3.2 
Causality and severity assessment: (Incorporate the following as written.)
The investigator-sponsor will promptly review documented adverse effects and abnormal test findings to determine 1) if the abnormal test finding should be classified as an adverse effect; 2) if there is a reasonable possibility that the adverse effect was caused by the investigational device or, if applicable, other study treatment or diagnostic product(s); and 3) if the adverse effect meets the criteria for a serious adverse effect.

If the investigator-sponsor’s final determination of causality is “unknown and of questionable relationship to the investigational device or, if applicable, other study treatment or diagnostic product(s)”, the adverse effect will be classified as associated with the use of the investigational device or study treatment or diagnostic drug product(s) for reporting purposes.  If the investigator-sponsor’s final determination of causality is “unknown but not related to the investigational device or, if applicable, other study treatment or diagnostic product(s)”, this determination and the rationale for the determination will be documented in the respective subject’s case history. 
3.2.4
Reporting of adverse effects to the FDA.  (Incorporate the following as written.)
The investigator-sponsor will submit a completed FDA Form 3500Ato the FDA’s Center for Devices and Radiological Health for any observed or volunteered adverse effect that is determined to be an unanticipated adverse device effect.  A copy of this completed form will be provided to all participating sub-investigators.  

The completed FDA Form 3500Awill be submitted to the FDA as soon as possible and, in no event, later than 10 working days after the investigator-sponsor first receives notice of the adverse effect.
If the results of the sponsor-investigator’s follow-up evaluation show that an adverse effect that was initially determined to not constitute an unanticipated adverse device effect does, in fact, meet the requirements for reporting; the investigator-sponsor will submit a completed FDA Form 3500Aas soon as possible, but in no event later than 10 working days, after the determination was made.
For each submitted FDA Form 3500A, the sponsor-investigator will identify all previously submitted reports that that addressed a similar adverse effect experience and will provide an analysis of the significance of newly reported adverse effect in light of the previous, similar report(s).

Subsequent to the initial submission of a completed FDA Form 3500A, the investigator-sponsor will submit additional information concerning the reported adverse effect as requested by the FDA.

3.2.5
Reporting of adverse effects to the responsible IRB.  (Incorporate the following as written.)
In accordance with applicable policies of the University of Pittsburgh Institutional Review Board (IRB), the investigator-sponsor will report, to the IRB, any observed or volunteered adverse effect that is determined to meet all of the following criteria: 1) associated with the investigational device or, if applicable, other study treatment or diagnostic product(s); 2) a serious adverse effect; and 3) an unexpected adverse effect.  Adverse event reports will be submitted to the IRB in accordance with the respective IRB procedures. 
Applicable adverse effects will be reported to the IRB as soon as possible and, in no event, later than 10 calendar days following the investigator-sponsor’s receipt of the respective information.  Adverse effects which are 1) associated with the investigational drug or, if applicable, other study treatment or diagnostic product(s); 2) fatal or life-threatening; and 3) unexpected will be reported to the IRB within 24 hours of the investigator-sponsor’s receipt of the respective information. 
Follow-up information to reported adverse effects will be submitted to the IRB as soon as the relevant information is available.  If the results of the sponsor-investigator’s follow-up investigation show that an adverse effect that was initially determined to not require reporting to the IRB does, in fact, meet the requirements for reporting; the investigator-sponsor will report the adverse effect to the IRB as soon as possible, but in no event later than 10 calendar days, after the determination was made.

3.3
Withdrawal of subjects due to adverse effects:
Specify the criteria and procedures for withdrawing subjects from continued exposure to the investigational device or, if applicable, other study treatment or diagnostic product(s) due to an observed or volunteered adverse effect; to include the type and timing of data to be collected from withdrawn subjects. 

Specify if subjects withdrawn from study participation due to an adverse effect will be replaced and, if so, the corresponding procedures for their replacement.

4.0
Description of the Investigational Device

Provide a description of each important component, ingredient or element, property, and principle of operation of the investigational device.
Describe, if applicable, any anticipated change(s) in the investigational device during the course of the clinical study.  If no changes to the device are anticipated, state this.

5.0
Monitoring Procedures (Incorporate the first two paragraphs, as written)
Independent monitoring of the clinical study for clinical protocol and IDE application compliance will be conducted periodically (i.e., at a minimum of annually) with assistance from qualified staff of the University of Pittsburgh’s Education and Compliance Office – Human Subject Research (ECO-HSR).  
The investigator-sponsor and the University of Pittsburgh and University of Pittsburgh Medical Center will permit direct access of the study monitors and appropriate regulatory authorities to the study data and to the corresponding source data and documents to verify the accuracy of this data.

Describe the nature and timing of any quality control/quality assurance reviews (i.e., independent of the previously described monitoring activities) that will be undertaken by the investigator-sponsor to ensure appropriate conduct of the clinical study and quality and completeness of the accrued study data.  I.e., describe the data and safety monitoring plan for the clinical study as outlined in the IRB application.
6.0
Labeling (Incorporate the following statement as written)

Refer to section K. of the IDE application.

7.0
Consent Materials (Incorporate the following statement as written.)

Refer to section L. of the IDE application.
8.0
IRB Information (Incorporate the following statement as written.)
Refer to section H. of the IDE application.

9.0
Other Institutions (Incorporate the following statement as written.)

Refer to section I. of the IDE application.
10.0
Additional Records and Reports  

 10.1
Data handling and record-keeping:  (Incorporate paragraphs 1 and 3, as written)
A Case Report Form (CRF, see Appendix__) will be completed for each subject enrolled into the clinical study.  The investigator-sponsor will review, approve and sign/date each completed CRF; the investigator-sponsor’s signature serving as attestation of the investigator-sponsor’s responsibility for ensuring that all clinical and laboratory data entered on the CRF are complete, accurate and authentic.  

Describe the procedures for accounting for any missed, unused, and/or spurious data.
Source Data are the clinical findings and observations, laboratory and test data, and other information contained in Source Documents.  Source Documents are the original records (and certified copies of original records); including, but not limited to, hospital medical records, physician or office charts, physician or nursing notes, subject diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, x-rays, etc.  When applicable, information recorded on the CRF shall match the Source Data recorded on the Source Documents.  

Identify, if applicable, any clinical study data that will be recorded directly on the CRF, whereupon the CRF data is to be considered the Source Data.

If an electronic system will be used as the sole instrument for the recording and analysis of clinical and laboratory data related to the safety and/or efficacy of the investigational device, address compliance with the FDA’s electronic records and electronic signatures regulations at 21 CFR Part 11.  

10.2
Record maintenance and retention: (Incorporate the first paragraph and corresponding bulleted items as written.  Incorporate the third paragraph as written.)

The investigator-sponsor will maintain records in accordance with Good Clinical Practice guidelines; to include:

· FDA correspondence related to the IDE application and Investigational Plan; including copies of submitted FDA Form 3500As, supplemental IDE applications, current investigator lists, progress reports, notice of device recall or disposition, and failure to obtain informed consent reports;

· IRB correspondence (including approval notifications) related to the clinical protocol; including copies of adverse event reports and annual or interim reports;

· Current and past versions of the IRB-approved clinical protocol and corresponding IRB-approved consent form(s) and, if applicable, subject recruitment advertisements.

· Signed Investigator’s Agreements and Certifications of Financial Interests of Clinical Investigators;

· Curriculum vitae (investigator-sponsor and clinical protocol sub-investigators);

· Certificates of required training (e.g., human subject protections, Good Clinical Practice, etc.) for investigator-sponsor and listed sub-investigators;

· Normal value(s)/range(s) for medical/laboratory/technical procedures or tests included in the clinical protocol;

· Laboratory certification information;

· Instructions for on-site preparation and handling of the investigational device and/or study treatment or diagnostic product(s), and other study-related materials (i.e., if not addressed in the clinical protocol);

· Decoding procedures for blinded trials (incorporate only if applicable);

· Master randomization list (incorporate only if applicable);

· Signed informed consent forms;

· Completed Case Report Forms; signed and dated by investigator-sponsor;

· Source Documents or certified copies of Source Documents;

· Monitoring visit reports;

· Copies of investigator-sponsor correspondence to sub-investigators, including notifications of adverse effect information;

· Subject screening and enrollment logs;

· Subject identification code list;

· Investigational drug accountability records, including documentation of device disposal;

· Retained biological specimen log (incorporate only if applicable);

· Interim data analysis report(s) (incorporate only if applicable); and the

· Final clinical study report.

Describe how the subject-specific data and Case Report Forms will be coded and how these materials, and the subject identification code list, will be stored so as to protect the subjects’ confidentiality.  Specify that subject names or other directly identifiable information will not appear on any reports, publications, or other disclosures of clinical study outcomes.

The investigator-sponsor will retain the specified records and reports for up to 2 years after the marketing application is approved for the investigational device; or, if a marketing application is not submitted or approved for the investigational drug, until 2 years after investigations under the IDE have been discontinued and the FDA so notified.
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