
Office of Research Oversight (ORO)
Bi-Monthly Teleconference

Thursday, November 13, 2003, 12 Noon to 12:50 P.M. EST

ORO Staff participating:

	ORO Central Office 
	ORO Regional Offices

	David Weber, PhD
	Northeastern (Boston) – Richard D’Augusta, RPh

	Priscilla Craig
	Southern (Atlanta) – David Miller, PhD

	Lisa Franklin
	Midwestern (Chicago) – Karen Smith, PhD

	Peter Poon, JD
	Mid-Atlantic (DC) – Min-Fu Tsan, MD, PhD

	Joan Porter, DPA, MPH
	Western (Loma Linda) – Alain Fymat, PhD

	Paula Squire Waterman, MS
	

	Shannon Williams
	


Introduction: (Dr. David Weber)
In his introduction, Dr. Weber welcomed everyone to the bimonthly ORO teleconference call and apologized that the call had to be re-scheduled this one time because of a scheduling conflict.  Because many of the regular attendees could not participate due to an ORD Training Conference, ORO arranged for the teleconference to be taped and re-broadcast on Friday, November 21, 2003 at 12 Noon.

Dr. Weber announced that on Wednesday, November 12, 2003, ORO sent out a revised memo “What to Report to ORO” to all medical center directors, as well as to all ACOSs of R & D, at each of the institutions at which research is being conducted.  If anyone has questions on any of the details of what to report, they should call the ORO Regional Office nearest to them or ORO Central Office.
Dr. Weber then introduced the speaker, Marian Serge, RN, human subject protection specialist in the Division of Bioresearch Monitoring in the Office of Compliance at the FDA Center for Devices and Radiological Health (CDRH).  Ms. Serge’s presentation for the teleconference is entitled “Device Compliance Issues.”  A set of PowerPoint slides for the presentation were circulated with the teleconference announcement and agenda.  They are also included in these notes, with a summary of Ms. Serge’s comments included under the applicable slide.

Device Compliance Issues: (Marian Serge, RN)
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SLIDE 1

SLIDE 1:  These slides were developed as part of a brief presentation to be for FDA field investigators (the people of the FDA District Offices who actually conduct the inspections).  Although this presentation was developed for this audience, Ms. Serge felt it would supply useful information about the 4 topics being discussed today.  Ms. Serge also noted that if, after this presentation, the VA audience wanted any of the topics developed and discussed in more detail, then they could request such a presentation be prepared and given at another time by Ms. Serge’s office.  This presentation covers some device regulations that most IRBs and clinical investigators have difficulty understanding because there is either 1) misinformation ‘out there,’ or 2) poor habits (practices) have been continued.  The first slide lists the 4 different areas that will be discussed.  These include:

· The Non-significant Risk (NSR) device study determination by the IRB.  IRBs have difficulty with this and the presentation will review this.

· Custom Device definitions and give some examples of custom devices.

· Humanitarian Use Devices (HUDs), the definitions and the responsibilities of the IRB and clinical investigator.

· In vitro Diagnostic Devices as it pertains to humans subject protections.
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SLIDE 2

SLIDE 2:  “Non-Significant Risk (NSR) Device Study.”  There are both regulations and guidance for this issue.  The regulation, as cited, states that if an IRB determines that an investigation, presented for approval to the IRB as a NSR, involves truly a Significant Risk (SR), then the IRB must notify the investigator and, where appropriate, the sponsor.  That sounds confusing, so let’s walk through it slowly again.  That regulation states that an IRB must make a determination for every non-significant risk device study that comes before the IRB – and that determinations must be, “Is it really a NSR device study, or could this possibly be a SR device study?”  And that’s what the IRB must determine for every NSR device study presented to it.  Now, the reason the IRB must make this determination is because if the IRB decides the NSR study is really a SR study, it may not review that study any further until the investigator or sponsor goes back to FDA and obtains an IDE for that study.  Now, this important IRB function is not written in the IRB regulations (21 CFR 56), and that’s why IRBs miss it.  IRBs really should read all regulations that concern their review, for example the regulations at 21 CFR 312, that concerns drugs, 21 CFR 812 that covers devices, and 21 CFR 814 because the Humanitarian Use Device (HUD) regulations are in 814.
Now, as you know, many FDA regulations do have guidances, and the NSR-SR regulations are some that do have guidance.  Guidance on the NSR determination that an IRB must make, can be found in the FDA Information Sheets at the FDA website  To get that guidance go to the FDA website at http://www.fda.gov then ‘click on the heading “Clinical Trials” on the right side of the web page, under the heading “FDA Activities.”  When you access the Clinical Trials web page, then click on “Guidances and Information Sheets.”  Once you’ve done that, on the next page, you will see the hot link to “FDA Information Sheets for Institutional Review Boards and Clinical Investigators,” better known as the FDA Information Sheets.  The URL that will get you to the Index page of the FDA Information Sheets is http://www.fda.gov/oc/ohrt/irbs/default.htm.  Once there, under the heading “Medical Devices,” you will see the guidance on Significant and Non-Significant Risk Device studies.  This guidance states that sponsors will necessarily have to make that Significant vs. Non-Significant determination when developing their investigational device and their research methodology; it is something that must be done.  If you are a sponsor, you must know what type of device you’re developing.  In accordance with regulation, however, it is the IRB that must make the significant/non-significant risk determination when the clinical investigator presents the non-significant risk device study to the IRB for review.  The FDA does not usually become involved in these determinations, but FDA is available to help both the sponsor and the IRB when making the NSR determination, if the sponsor or IRB needs the help.  FDA’s decision then is final.  Here are a few examples of NSR devices or device studies (these are also found in the FDA Information Sheets).  It’s very interesting to review these FDA Information Sheets, just to look at the examples of NSR devices.  In addition, there are about two pages that list significant risk devices.  Once you begin to read over the differences between the two, it helps you to better understand the differences.  Some examples of non-significant risk devices are jaundice monitors for infants, denture repair kits, MRI used within the FDA-specified parameters, and also one implant for conventional, implantable, vascular access devices or ports.
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SLIDE 3

SLIDE 3:  These are IRB responsibilities.  An IRB must have written procedures for how the board will make the determination of SR or NSR.  It must also report this determination in the minutes of the IRB meeting.  In addition, the IRB must report to the clinical investigator or (where appropriate) the sponsor whenever the IRB determines that a NSR device study is a SR device study.  The reason for this is to let the sponsor know that the study will not be conducted at that institution as a NSR device study.  The sponsor is in turn responsible for letting the FDA know about the IRB’s determination.  If the IRB agrees with the sponsor that a study is a NSR study, then the Board can review the study for implementation at that clinical site.
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SLIDE 4

SLIDE 4:  This slide briefly reviews what the FDA field investigators will be interested in when they inspect an IRB, with respect to NSR device studies.  As noted above, they will ask for a list of all NSR device studies, and will copy that list, including the information as noted, and will submit that list as an exhibit to the Establishment Inspection Report (or EIR) that the field investigator writes and sends back to FDA Headquarters.  The FDA field investigator will review the IRB’s meeting minutes to determine if the IRB followed procedures and regulations.  This concludes the discussion of the non-significant risk determination.  Questions will be taken at the end of the talk.
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SLIDE 5

SLIDE 5:  This slide begins the discussion about Custom Devices.  The Federal Food, Drug and Cosmetic Act (FDCA) at section 520(b) describes custom devices.  The Code of Federal Regulations (CFR) as cited above also describes custom devices, and actually uses the same language as in the Act, so this should be pretty easy to go through once we understand what’s in the act.  The section 520(b) of the FDCA is printed on the next 2 slides, Slides 6 and 7.
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SLIDE 6

SLIDE 6:  The Act provides for the use of a custom device in an unusual medical situation without FDA requiring that that device meet specified standards and follow requirements for application for an Investigational Device Exemption (IDE).  The Act and FDA regulations will allow a custom device only if the following apply:
1) The device is not available in finished form and not offered by the manufacturer for commercial distribution.  At this point you may ask yourself if the device is not available in finished form and if it’s not offered by the manufacturer for commercial distribution, how will a physician ever get his hands on a custom device to start with?  The answer is: the device would have to be designed and crafted by a manufacturer for a specific patient on the order of that physician.  That is how the physician would get this custom device.  Now we’ll go on to Slide 7.
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SLIDE 7

SLIDE 7:  The conditions on Slide 7 apply in allowing for the use of a Custom Device.  

2) The device is intended for one, individual patient; the patient’s name must be in the order to the manufacturer that the physician provides; the device must be made in a specific form - or - the custom device is intended to meet the special needs of a physician or dentist and it is not generally available to or generally used by other physicians.

For example, if the physician has a disability and the special needs of the physician are met in the custom device.  
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SLIDE 8

SLIDE 8:  This slide describes custom devices using the definition found at 21 CFR 812.3.  Since this is a repeat of the Act, we’ll go through slides 8 and 9 quite quickly, as both slides have the definition from the regulations.  A custom device deviates from a device that’s generally available, is not generally available to physicians or for purchase, and is not offered for commercial distribution.
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SLIDE 9

SLIDE 9:  A custom device is intended for an individual patient named in the order of the physician/dentist or it is made in a specific form for that patient or it meets the special needs of the physician/dentist in the course of professional practice.  Again, such as a physician/dentist having a disability and the device needs to conform to the specifications for that physician/dentist.
FDA does not have guidance for custom devices.  Although FDA has been working on guidance, it is not finalized yet.
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SLIDE 10

SLIDE 10:  Gives an example of a custom device.  A physician hypothesized that an external pacemaker was needed for a fetus.  Since the only lead available would not work with a fetus, the physician approached the manufacturer to design and make a lead that could be used in the fetus.  This custom device was used for one unique situation for one specific subject.
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SLIDE 11

SLIDE 11:  Here are 3 examples of when a slide is not a custom device.  A manufacturer once argued that the hydrocephalic shunts being made of material other than silicone for patients allergic to silicone should be considered a custom device.  However, FDA determined that an IDE was needed so that the safety and effectiveness of the material being used in the shunt could be studied and approved by FDA.  Another example of when a device was not a custom device was the cranial helmet for misshaped newborn heads.  The helmets are shaped or sized and fitted for each subject.  An IDE was needed because the helmets did not fit the definition of custom device; the helmets were being promoted and they were in commercial distribution.  Physicians only had only to measure the shape of the infants head in order to obtain a helmet.  You can see how that would not be a custom device.  The manufacture was making the same device over and over again, just in a different shape.  The final example is the thoracic aortic aneurysm graft ordered individually for each patient.  An IDE was also needed because simply putting the name of a patient on an order form that that goes to the manufacturer does not make it a custom device.  Also, when a device comes in several sizes, simply ordering the size that a patient might need does not make it a custom device.  In addition, the rare instance of a physician who either makes his own device or has exclusive access to a company that has agreed to make devices specifically for himself or herself, does not make the device a custom device.  In the last example, the firm was in business to make the graft commercially available for one physician.
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SLIDE 12

SLIDE 12:  Custom device issues that you might want to remember are: Clinical investigators (or Sponsors) must not use the custom devices regulation to circumvent the regulations at 21 CFR 812, which describes how to submit an IDE (Investigational Device Exemption) to study the safety and effectiveness of a device.  Custom devices are usually state of the art, new technology, for example, like the external pacemaker for the fetus.  A custom device is used for a unique medical anomaly.  Only 1 patient receives the device.  No clinical (research) data are collected because this is not research.  After a custom device is used, and if there has been interest to pursue research, then an IDE would be necessary.  Custom devices are not always class 3 devices; they may also be class 2 devices.
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SLIDE 13

SLIDE 13:  FDA Field Investigators will ask sponsors whether or not they have filled any requests to make a custom device, Field Investigators will also ask clinical investigators whether they have used a custom device and Field Investigators will ask IRBs whether it has reviewed any requests to use custom devices.  While IRB review is not required by the regulations, IRBs are sometimes asked by investigators to review the use of custom devices.  The FDA Field Investigator will collect the information that is available and include it as part of their inspectional report back to headquarters.  This concludes the discussion on custom devices.  The next slide begins the review of Humanitarian Use Devices.
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SLIDE 14

SLIDE 14:  Gives you information about where to find the regulations and guidance for HUDs.  The regulations are at 21 CFR 814, Subpart H (NOT in 21 CFR 812).  One requirement of this regulation describes that adverse events must be reported on medical device reports (MDRs), described in detail at 21 CFR 803.  If you are using a HUD, all adverse events must be reported on MDRs.  Also, FDA has guidance on HUDs.  The URL for the Internet site is shown in the slide above.
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SLIDE 15

SLIDE 15:  The definition of an HUD is that it is a device intended to benefit patients in the treatment/diagnosis of a disease/condition that affects less than 4,000 individuals in the USA.  The device would not be available except as an HUD.  Finally, the probable benefit of using the device outweighs the risks.
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SLIDE 16

SLIDE 16:  This slide describes the IRB and the physician’s responsibilities with respect to HUDs.  You might note this slide has the term “clinical investigator” on it.  The CDRH Office of Compliance deals with mostly research, but the HUD is not research so the term “clinical investigator” should be changed to “physician.”  IRB responsibilities with respect to HUDs are found in 21 CFR 814.124.  The initial review must be done at a convened meeting.  The review and approval must be done before the device is used at the institution.  Although a HUD is an approved device and is not research, the regulations and the act both require that IRBs must review and approve the HUD before it’s used at the institution.  It is important to understand that the FDA approval process for a HUD does not follow the strict review requirements of an IDE study nor does it follow the strict review of a PMA (premarket approval application for a class 3 medical device) approval.  HUDs are approved with only some safety information and little or no efficacy data.  The reason for this is to allow patients with a rare disease or condition access to a treatment that they would not otherwise have.  That’s the reason for the IRB’s review.  In addition, the IRB must perform continuing review of the HUD study and must report its withdrawal of any approval to the sponsor.
The physician responsibilities are found in 21 CFR 814.126.  Physicians must report adverse events on medical device reports (MDR – see 21 CFR 803).  Because an HUD is an approved product, the MDRs are the mechanisms used to report adverse events for an HUD.  The clinical investigators must also report adverse events to the IRB.  In addition, sponsors also have responsibilities that can be found at 21 CFR 814, but this talk will not go into sponsor’s responsibilities.
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SLIDE 17

SLIDE 17:  In addition to initial and continuing review that an IRB must perform on a HUD study, the guidance states that IRBs may consider doing continuing review by an expedited review process if it is appropriate.  The reason this was included in guidance is because this is an approved product; however, HUDs usually are high risk devices and most IRBs do continue to review them at convened meetings.
FDA recommends an informed consent document, although neither the act nor the regulation require it, the IRB, institution, or the state may make informed consent a requirement.  Again, this is an approved product and the FDA device regulations address informed consent for investigational studies on devices that have not yet been approved, so this situation is a little different.  HUDs are unique and are usually used on a high risk patient population that have no other treatment available.  Therefore, it does appear appropriate for IRBs to have some oversight of the HUDs, because they are allowed to be marketed with little or no efficacy data and just some safety data.  
FDA guidance, in the form of a Q & A document on HUDs, is under consideration for revision at this time due to the issues shown at the bottom of slide 17.  For example, in both questions 23 and 24, the description of emergency and compassionate use are considered inappropriate because there is no emergency or compassionate use for approved products.  Emergency/compassionate use only applies to investigational devices.  Finally, the guidance does not supply any information about the requirement for adverse event reporting, which contributes to the reason why FDA does not appear to receive adverse event reports on HUDs.
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SLIDE 18

SLIDE 18:  There was a recent compliance issue related to the TheraSphere HUD.  TheraSphere is a product that has radioactive tiny glass beads that are put through a catheter into cancerous tumors in the liver.  Its primary use (the use in labeling) was for hepatocellular carcinoma.  FDA found that this HUD was being used off-label and in research more times than it was being used for the primary hepatocellular carcinoma.  FDA sent each IRB an informational letter letting the IRB know about FDA’s guidance.  
FDA found that some physicians were using the HUD in their practice of medicine.  According to the act, FDA will not interfere with the authority of a health care practitioner to use a legally marketed product in the legitimate practice of medicine.  FDA wants to make this clear, because IRBs are confused about 1) having to review a HUD (an approved product), 2) approving research using an HUD, and 3) a physician’s use of a HUD in their practice of medicine.
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SLIDE 19

SLIDE 19:  This slide describes some HUD issues that frequently come to the attention of FDA.  Off label promotion is a problem.  Also research conducted without an IDE on a HUD for an indication not described in the HUD’s labeling.  Another issue is that investigators do not report HUD adverse events on MDR reports.  Sponsors, also known as HDE (Humanitarian Device Exemption) holders, are required to submit reports to FDA.
If you have questions about HUDs/HDEs, call Cap (Casper) Uldriks at (301) 594-4692.  Another contact is Wally (Harold) Pellerite at the same telephone number.  These people are the experts on HUDs, and are the people working on the HUD guidance document.
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SLIDE 20

SLIDE 20:  This last slide very briefly covers In Vitro Diagnostic (IVD) studies, with respect to human subject protection issues.  FDA’s Center for Devices and Radiological Health (CDRH) now has a special office just for IVD studies.  An important reason for adding this slide is that many IRBs are not aware of in vitro diagnostic studies being conducted at their own institutions.  IV research must have IRB review and approval and informed consent.  When stored samples are used for the IVD studies, informed consent may be difficult or impossible to obtain and it becomes an issue.  When IVD sponsors use stored samples in research, they are advised to call the Office of In Vitro Diagnostic Devices (OIVD) to discuss whether the research requires informed consent.  OIVD will discuss this with the IVD sponsor because in some situations it may be better to do a prospective study than to use the stored samples.

For questions on in vitro diagnostic studies, you may contact Steve Gutman at (301) 594-3084.

Slide 20 ended the presentation on device compliance issues, and Ms. Serge asked if there were any questions.  

Q&A:
QUESTIONS:  Could you comment more about the use of stents?  We often hear about compliance issues and questions concerning stents.  The IRBs often have problems with sepatating a stent used as a custom device from one used as an investigational device.  For example, a radiologist decides to modify the stent in some manner, how can you clearly come to the decision ‘this is a custom device’ or ‘this is an investigational device?’  

ANSWER:  There are 3 issues here.  Practice of medicine, research, and custom devices – three separate issues.  Practice of medicine – if this physician is implanting stents that he believes must be modified in some way before putting them into the patient, and he is not collecting, and I repeat, not collecting any safety or efficacy information, he has no plans to collect such information, that’s his practice of medicine and he is allowed to do that because FDA does not regulate practice of medicine.  The hospital may want to regulate his practice, or the state medical board may want to regulate his practice, but the FDA does not.  So if he is making these adjustments to the stent before he implants them, and he is not collecting anything, then that is his practice of medicine.
(Research) If he is conducting research, if he is indeed collecting safety/efficacy information, if he is keeping any information about the outcomes, including x-rays, anything he might want to gather later and present to a sponsor in order to manufacture his modification, that’s definitely research and the FDA perhaps needs to have a talk with him to see if he would want to submit an IDE, so he can study it under the regulations.
(Custom Devices) Now, I don’t see how it could possibly be a custom device because he’s doing it every time for every patient, and custom devices have got to be so unique and so special that it’s done once.  After that, if he wants to study it, then he would need an IDE to study it.  So in a way, it doesn’t truly fit custom device, but it may fit practice of medicine, and certainly if he is going to study it, then it would fall under research. 
Not knowing exactly how or why the physician modifies the stent it is really difficult to answer the question.  The Investigational Device Exemption staff can answer questions about whether a device needs an IDE.  The staff will need a detailed description of the device (or modification). 

QUESTION: Could you give some examples of the in vitro diagnostic tests that you were referring to?  Many of us come from different specialty areas and it would be useful to hear some examples of what you are referring to.  

ANSWER:  Some examples might be tests for hepatitis C, tests for prostate cancer, a lot of times most of these in vitro diagnostic tests are blood tests, where you draw someone’s blood and put a few drops through a machine that’s being developed, and the outcome will let you know whether or not the hepatitis C virus is present.  These are the in vitro diagnostic tests.  So many times, hospitals will take left over samples of blood and use them to do research, and this is why FDA believes there may be some problems in the laboratories, especially of large institutions, where the laboratories are situated for research and they just don’t go to the IRB to get the review and approval for these studies; they just simply do them.  In vitro diagnostics are blood tests that will predict/diagnose a disease/condition.

COMMENT:  One comment.  It’s a reminder.  Often, when people talk about research done on samples, they say, “well, it’s anonymized” or “it’s not generalizable.”  It’s very important to realize the FDA has completely different definitions of both “research” and “human subject” from those found in the Common Rule.  That means that what may not be considered research under the Common Rule, may certainly be considered research by the FDA. 

ANSWER:  Actually, you’re right.  Human subject protection at 21 CFR 812, which is the device regulations, that definition of human subject includes human specimens.  The other thing that’s different between 21 CFR 56 (the FDA regulations) and 45 CFR 46 (the HHS regulations) is that any application that comes to FDA with clinical data collected for any type of marketing approval, must have had IRB review and informed consent.  The Act covers IRB review.  So, it makes it very difficult to use stored samples (under FDA regulations), but that’s the reason you should call Steve Gutman.  The Center for Devices will work with sponsors who must use stored samples and will go into discussion about whether they can be anonymized or de-identified (or whatever the term might be).  That discussion is important because if that discussion does not take place, when the FDA goes out on a compliance inspection, and they did not get IRB review or informed consent, then the FDA will cite them for that.  But if they come in ahead of time and get the sample use cleared by the Office for In Vitro Diagnostics (OIVD), then FDA will keep that issue open and perhaps not cite them.  But that needs to be discussed up front.  

QUESTION:  I would like to return once more to custom devices.  Do you have a contact for custom devices?  Often we get calls from the field asking, “Does this qualify as a custom device or not?”  Frequently we don’t know or are not sure of the answer.  Is there a particular individual that could be called by investigators or IRB staff that could offer assistance there?

ANSWER:  Absolutely.  It’s Wally Pellerite and Cap Uldriks, who I named previously when discussing who to contact for information on HUDs (and HDEs)  (See the discussion under slide 19).  Mr. Pellerite is trying to retire, I think someone talked him into staying another year, and that’s why they are giving out Mr. Uldriks name and telephone number.  Mr. Uldriks will be able to assist you.  That would be the first place I would start.  Mr. Uldriks and Mr. Pellerite have the same telephone number, (301) 594-4692.

COMPLIANCE COMMENTS

Significant Risk vs Non-significant Risk Determination

· Special role for IRB

· Only used for nonsignificant risk device studies
· Found in FDA device regulations 21 CFR 812.66 (not IRB regulations)

· Must have and follow written procedures for determination

· Must record results of determinations in meeting minutes

Custom Devices

· Made for one individually identified patient in a specific form

· Unique device, only used once for one patient
· May not be used to circumvent IDE regulations

Humanitarian Use Devices (HUDs)

· Intended for disease/condition affecting <4,000 individuals in USA

· Only available as HUD

· Approved with limited safety information and little or not efficacy data

· Probably benefit outweighs risks

· IRB must review and approve use at a convened meeting and conduct continuing reviews
· Investigators must report AEs on Medical Device Reports (MDR)

In Vitro Diagnostic Devices

· Research on these devices with human specimens requires IRB review and informed consent

· FDA definition of research and human subject differs from HHS and Common Rule definitions

· Human specimens included in definition of human subject in device regulations

· Under FDA regulations, use of stored samples may be problematic

NOTE: This teleconference was rebroadcast on Friday, November 21, 2003 at 12 Noon EST.

Next Teleconference:  The next teleconference will take place Wednesday, January 14, 2004 at 12 noon EST (2nd  Wednesday in January).  The call-in number will be the same:  (800) 767-1750, Access code 24088.
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[image: image21.jpg]Recent HUD Compliance Issue

» Practice of medicine

o TheraSphere HUD

* DBM sent IRBs an educational letter — MDR
reporting and research of new uses require an IDE

« Federal Food, Drug and Cosmetic Act Sec.
906

« Nothing in this Act shall be construed to limit or
interfere with the authority of a health care
practitioner to prescribe or administer any legally
marketed device to a patient for any condition or
disease within a legitimate health care practitioner-
patient relationship.



[image: image22.jpg]HUD Issues

» Sponsors and investigators cannot
promote the off label use of an HUD

» Any research, i.e., collection of safety or
effectiveness data of the HUD for uses not
described in labeling must have an IDE.

» Investigators must report AEs on MDR

» Sponsors required to submit reports to
FDA



[image: image23.jpg]In Vitro Diagnostic Studies

» Office of In Vitro Diagnostics, CDRH
> IRB review is necessary
» Informed consent is necessary

» When stored samples are used the
sponsor should call OIVD for advice
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[image: image1.png]Non-Significant Risk Device Study

> Regulation: 21 CFR 812.66
» Guidance: FDA Information Sheets

« Sponsors will necessarily make the NSR
decision when developing their research plan
for a device

« IRBs must review each NSR device research
study and determine whether it is a NSR or SR

« FDA is available to help and its determination is
final







_1131287014.doc
[image: image1.png]NSR Device Study

» IRB Responsibilities

« Follow written procedures that describe how
Board will make the SR/NSR determination
21 CFR 108 (a)

« Record determination in meeting minutes...
21 CFR 56.115 (a)

« Report to investigator and where appropriate
the sponsor

<21 CFR 108 (a)
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