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1 Name and the address of the sponsor 

2  Report of Prior Investigations 

In this section, sponsor should provide a complete report of prior investigations of the device.
Note, once document is completed, delete all italicized instructions.

2.1.1 General
The report of prior investigations shall include reports of all prior clinical, animal, and laboratory testing of the device and shall be comprehensive and adequate to justify the proposed investigation. 
2.1.2 Specific Content
a) A bibliography of all publications, whether adverse of supportive, that are relevant to an evaluation of the safety or effectiveness of the device, copies of all published and unpublished adverse information, and, if requested by an IRB or FDA, copies of other significant publications.

b) A summary of all other unpublished information (whether adverse or supportive) in the possession of, or reasonably obtainable by, the sponsor that is relevant to an evaluation of safety or effectiveness of the device.

c) If information on nonclinical laboratory studies is provided a statement that all such studies have been conducted in compliance with applicable requirements in the good laboratory practice (GLP) regulation in 21 CRF part 58. If the study was not conducted in compliance with such regulations, include a brief statement of the reason for the non- compliance.
3 Investigational Plan
At the beginning of this section, sponsor can give a brief overview of the investigation plan, logic and need for this trial, is it a single-site study, what are the end points etc..
3.1.1 Purpose
The name and intended use of the device and the objectives and duration of the investigations.

3.1.2 Protocol
A written protocol should describe the methodology to be used and an analysis of the protocol demonstrating that the investigation is scientifically sound. Protocol should include objectives and the hypothesis of the trial. Also describe the type of trial (i.e., controlled/open, double-blind/single/blind, etc.). Describe in details how the trial will be conducted and analytical methods that will be used to evaluate the study. If case report forms (CFR) will be used, please attach it to the protocol.

3.1.3 Risk Analysis
A description and analysis of all increased risks to which subject will be exposed by the investigation; the manner in which these risk will be minimized; a justification for the investigation; and a description of the patient population including the number, age, sex, and condition.

This section is often underdeveloped by sponsor-investigators. Below is a partial example of the risk section for an implantable device. This section may take many pages.

	No.
	Deficiency Addressed
	Potential Hazard
	Resultant Harm
	Risk Evaluation Discussion
	Mitigation Strategy

	1. 
	5.a.
	Surgical Procedure
	Pain
	The device is placed through a small, minimally invasive skin incision under topical anesthesia.  The patient will be brought into the minor procedure room and placed supine. The neck will be prepped and draped in the usual sterile fashion.

The implant is secured to the anterior rim of the cricoid cartilage five 2-0 nylon sutures.  
	Pre-operative clearance from the anesthesia service; routine surgical sedation; notch will be infiltrated with 1% lidocaine. 

	2. 
	5.a.
	Surgical Procedure
	Bleeding
	
	Minimally invasive 2 cm skin incision.

	3. 
	5.a.
	Surgical Procedure
	Infection
	
	Pre-operative prophylactic antibiotics with 1G Cefazolin.
Prophylactic antibiotics administered per patients existing PEG tube for 10 days.

	4. 
	5.a.
21.a.

21.b.
	Device dropped or deemed unsterile in some manner
	Delay or abort procedure
	There is increased risk with this surgical procedure as with any other surgical procedure.
	(Flash sterilization will not be allowed)
Additional sterile devices will be available to prevent procedure termination with minimal delay.

	5. 
	5.a.
	Implanted device
	Device rejection
	As with any implant, there is a risk of implant infection and rejection.  Titanium is highly biocompatible and magnetic resonance imaging (MRI) compatible.  Titanium implants have precedent in head and neck surgery and are commonly used in traumatic and oncologic reconstruction.
	This risk has been included on the patient consent form.

Device constructed from ASTM F67-00, grade 2 - unalloyed titanium for surgical implant application.

To minimize patient harm associated with rejection, patients will be closely monitored every two weeks for the first two months after implantation.  They will then be monitored monthly until two years after device implantation.  The implant will be removed if there is any sign of infection that does not resolve with antibiotics or any sign of abscess formation, tissue or cartilage damage, or implant rejection. 

	6. 
	5.b.iii
	Implanted device
	Seroma
	Titanium is highly biocompatible and magnetic resonance imaging (MRI) compatible.  Titanium implants have precedent in head and neck surgery and are commonly used in traumatic and oncologic reconstruction.
	This risk has been included on the patient consent forms.

	7. 
	5.b.iv
	Implanted device
	Erosion
	
	This risk has been included on the patient consent forms.

	8. 
	5.b.v
	Implanted device
	Allergic response
	
	This risk has been included on the patient consent forms.

Device constructed from ASTM F67-00, grade 2 - unalloyed titanium for surgical implant application.

	9. 
	17.
	Endotoxins
	Adverse reaction
	Titanium is highly biocompatible and magnetic resonance imaging (MRI) compatible.  Titanium implants have precedent in head and neck surgery and are commonly used in traumatic and oncologic reconstruction.
	Labeled non-pyrogenic

Endotoxin testing less than 0.03EU per QCTL 2300.00 Endotoxin Testing


3.1.4 Description of Device
A description of each important component, ingredient, property and principle of operation of the device and of each anticipated change in the device during the course of investigation
3.1.5 Monitoring Plan
The sponsor’s written procedures for monitoring the investigation and the name and address of any monitor.

The ICH Good Clinical Practices Guidelines describe how to monitor the study. Although it applies to drug studies, it also makes sense for device studies (http://ichgcp.net/518-monitoring). The Investigator must develop a monitoring plan, the written procedure for monitoring the study. This section should also include the name, address and qualifications of the monitor. 

4 Manufacturing Information
A description of the methods, facilities, and controls used for the manufacture, processing, storage, and, where appropriate, installation of the device, in sufficient details so that a person generally familiar with good manufacturing practice can make a knowledgeable judgment about the quality control used in the manufacture of the device.

This section often presents the most difficulties for Sponsor-Investigators. 
The following is information detailing common deficiencies with the design and manufacturing section:
Design:

Inadequate characterization or description of the device and its operation due to inadequate or omitted: 

· Design/engineering drawing of device 

· Rationale for device design 

· Device and performance specifications 

· Description of materials (including biocompatibility information) 

· Description of function - how does device and/or components/subsystems work together to achieve desired function 

· Validation testing for subsystems and main system 

Manufacturing: 
· Inadequate or missing description of the controls used to ensure that the devices are produced consistently and as designed. 

5 Example of the Investigators Agreement 

An example of the agreement to be entered into by all investigators to comply with investigator obligations stated under part 812, and a list of the names and addresses of all investigators who have signed the agreement.
Investigators CV should be attached as a part of this section.  When applicable a statement of the investigator's relevant experience (including the dates, location, extent and type of experience); If the investigator was involved in an investigation or other research that was terminated, an explanation of the circumstances that led to termination; and a statement of the investigator's commitment to:
1. conduct the investigation in accordance with the agreement, the investigational plan, Part 812 and other applicable FDA regulations, and conditions of approval imposed by the reviewing IRB and FDA; 

2. supervise all testing of the device involving human subjects; and 

3. ensure that the requirements for obtaining informed consent are met 

4. Investigator’s commitment to provide sufficient and accurate financial disclosure information and update information if any relevant changes occur during the investigation and for one year following the completion of the study. 
6 Investigator certification
A certification that all investigators who will participate in the investigation have signed the agreement, that the list of investigators includes all the investigators participating in the investigation, and that no investigator will be added to the investigation until they have signed the agreement.

7 IRB’s Information 

A list of the name, address, and chairperson of each IRB that has been or will be asked to review the investigation and a certification of the action concerning the investigation taken by such IRB.
8 Name and Address of the Investigational Institutions 
The name and address of any institution at which a part of the investigation may be conducted.
9 Financial claims

State if device will be sold. If yes, please state the amount to be charged and an explanation of why sale does not constitute commercialization of the device.
10 Environmental assessment

Per Device Advice on the CDRH Web site, http://www.fda.gov/cdrh/devadvice/ide/application.shtml, an environmental assessment as required under 21 CFR 25.40 or a claim for categorical exclusion under 21 CFR 25.30 or 25.34 is no longer required.
11 Labeling
Copies of all labeling for the device.

The labeling contain should contain the statement "CAUTION-Investigational Device. Limited by Federal (or United States) Law to Investigational Use." [§ 812.5(a))].

Labeling should also include directions for use, maintenance labeling etc.

12 Informed Consent
Copies of all forms and informational materials to be provided to subjects to obtain informed consent.

13 Additional Information
Any other relevant information FDA requests for review of the application. 
This is a good place to include the list any references you are attaching to the application.
