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This draft guidance, when finalized, will represent the Food and Drug Administration's 10
(FDA's) current thinking on this topic.  It does not create or confer any rights for or on 11
any person and does not operate to bind FDA or the public.  You can use an alternative 12
approach if the approach satisfies the requirements of the applicable statutes and 13
regulations.  If you want to discuss an alternative approach, contact the FDA staff 14
responsible for implementing this guidance.  If you cannot identify the appropriate FDA 15

staff, call the appropriate number listed on the title page of this guidance.  16

1 Introduction and Scope 17

FDA seeks to encourage medical device research and innovation to address important clinical 18
needs and improve patient care. In many cases, device development and evaluation includes 19
clinical investigation. This guidance document has been developed to facilitate the initiation 20
of clinical investigations to evaluate medical devices under FDA’s Investigational Device 21
Exemptions (IDE) regulations, Title 21 Code of Federal Regulations (CFR) Part 812.  22

23
FDA approval of an IDE submission allows the initiation of a clinical investigation of a 24
significant risk1 device. This guidance is intended to provide clarification regarding the 25
regulatory implications of the decisions that FDA may render based on review of an IDE and 26
to provide a general explanation of the reasons for those decisions.  27

28
In an effort to promote timely initiation of enrollment in clinical investigations in a manner 29
that protects study subjects, FDA has developed methods to allow a clinical investigation of a 30
device to begin under certain circumstances, even when there are outstanding issues 31
regarding the IDE submission. These mechanisms, including Approval with Conditions, 32

                                                           
1 21 CFR 812.3(m): A significant risk device means an investigational device that: 
(1) Is intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a 
subject; 
(2) Is purported or represented to be for a use in supporting or sustaining human life and presents a potential for 
serious risk to the health, safety, or welfare of a subject; 
(3) Is for a use of substantial importance in diagnosing, curing, mitigating, or treating disease, or otherwise 
preventing impairment of human health and presents a potential for serious risk to the health, safety, or welfare 
of a subject; or 
(4) Otherwise presents a potential for serious risk to the health, safety, or welfare of a subject. 
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33
Design Considerations and Future Considerations, are described in this guidance.2 34

35
FDA’s decision-making for IDEs was modified with passage of the Food and Drug 36
Administration Safety and Innovation Act (FDASIA) (Pub. L. No. 112-144).  Section 601 of 37
FDASIA amended Section 520(g) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) 38
to specify certain situations in which FDA cannot disapprove an IDE.  Section 520(g)(4)(C) 39
of the FD&C Act states that, consistent with section 520(g)(1), FDA shall not disapprove an 40
IDE because: 41

42
(i) the investigation may not support a substantial equivalence or de novo 43

classification determination or approval of the device; 44
(ii) the investigation may not meet a requirement, including a data requirement, 45

relating to the approval or clearance of a device; or  46
(iii) an additional or different investigation may be necessary to support clearance 47

or approval of the device. 48
49

However, the Agency recognizes that some IDE sponsors may wish to determine whether the 50
pivotal study design may support a marketing application if it is successfully executed and 51
meets its stated endpoints without raising unforeseen safety concerns. To meet this interest, 52
FDA is proposing a new, voluntary program intended to facilitate the development of trial 53
designs that may support a marketing approval or clearance.  The Agency recognizes that this 54
type of voluntary program will not likely be suitable for all IDE sponsors and does not intend 55
that this program become a routine step prior to submission of an IDE, nor is this program 56
intended to replace or be a substitute for the existing Pre-Submission process.3 57

58
FDA's guidance documents, including this guidance, do not establish legally enforceable 59
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and 60
should be viewed only as recommendations, unless specific regulatory or statutory 61
requirements are cited. The use of the word should in Agency guidances means that 62
something is suggested or recommended, but not required.  63

2 IDE Decisions 64

FDA’s regulations4 provide for three FDA actions on IDE applications: 65

                                                           
2 This guidance does not offer specific information related to the design of a clinical investigation, nor does this 
guidance discuss the specific content that should be provided in an IDE application. For additional information 
on those topics, please refer to FDA’s regulations (21 CFR Part 812) and to FDA’s Guidance on IDE Policies 
and Procedures 
(http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202.htm). 
3 For more information, see FDA’s draft Guidance “Medical Devices: The Pre-Submission Program and 
Meetings with FDA Staff.” 
(http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm). 
When finalized, this guidance will represent the Agency’s current thinking on this topic.   
4 21 CFR 812.30. 

http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
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· Approval with Conditions6 67

· Disapproval 68
69

FDA must inform the sponsor7 or sponsor-investigator8 of its decision, or must notify the 70
sponsor that the investigation may not begin, within 30 days from the date of receipt of the 71
IDE application, or the IDE application will be deemed approved. If an IDE application is 72
approved or approved with conditions, the sponsor may begin subject enrollment, with the 73
maximum number of subjects and investigational centers specified in FDA’s decision letter, 74
upon receipt of Institutional Review Board (IRB) approval, which may occur prior to FDA 75
approval.  76

77
If FDA does not have outstanding issues that must be addressed to support the study of the 78
subject cohort under the proposed investigational plan, then the IDE will be approved 79
without conditions.9 Alternatively, if FDA has identified issues that must be addressed in a 80
timely manner but do not preclude initiation of the clinical investigation, the IDE will be 81
approved with conditions. In the case of approval with conditions, approval is granted and the 82
study may be initiated immediately on the condition that, within 45 days from the date of 83
FDA’s decision letter10 the sponsor submits information addressing the issues identified in 84
FDA’s letter. Examples of the types of issues that may be identified in an approval with 85
conditions letter are discussed later in this document. In certain instances, resolution of 86
outstanding issues may be necessary before initiation of subject enrollment. In these 87
instances, the IDE will be disapproved, meaning that the sponsor may not initiate enrollment 88
in the clinical investigation until the sponsor responds to the issues identified in FDA’s letter 89
and receives an approval or approval with conditions letter.  90

                                                           
5 As discussed in Section 5, enrollment for an IDE application that is Approved or Approved with Conditions 
may in some cases be limited to a subset of the total expected enrollment (i.e., “Staged Approval”) while certain 
outstanding questions are answered concurrently with enrollment in the clinical investigation. 
6 FDA has traditionally referred to IDE approvals that have conditions as “Conditional Approvals.” FDA 
believes that the term “Approval with Conditions” is more appropriate because the term conveys that the IDE 
has been approved and may begin without awaiting further FDA review. 
7 21 CFR 812.3(n): Sponsor means a person who initiates, but who does not actually conduct, the investigation, 
that is, the investigational device is administered, dispensed, or used under the immediate direction of another 
individual. A person other than an individual that uses one or more of its own employees to conduct an 
investigation that it has initiated is a sponsor, not a sponsor-investigator, and the employees are investigators. 
8 21 CFR 812.3(o): Sponsor-investigator means an individual who both initiates and actually conducts, alone or 
with others, an investigation, that is, under whose immediate direction the investigational device is administered, 
dispensed, or used. The term does not include any person other than an individual. The obligations of a sponsor-
investigator under this part include those of an investigator and those of a sponsor. The remainder of this 
document uses the term “sponsor” for both sponsor and sponsor-investigator. 
9 The term “approval” in this document and in FDA’s communications means approval without conditions. 
10 The remainder of this document references 45 days as the specified timeframe. Sponsors may also request an 
extension of this timeframe that should include a justification for why the extension is needed. 
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91

If FDA approves an IDE application and IRB approval is obtained,11 the sponsor may begin 92
subject enrollment in accordance with the limits described in FDA’s decision letter, including 93
the maximum numbers of U.S. subjects and investigational centers. FDA will approve an 94
IDE application without conditions when the IDE sponsor has submitted data and an 95
adequate clinical investigation plan that support initiation of the study in humans.  96
 97
In some cases, FDA may determine that an outstanding issue remains which can be 98
addressed with data that will be gathered concurrently with the enrollment of a subset of 99
study subjects (i.e., staged approval, see Section 5). FDA may also inform the sponsor of 100
recommended modifications to the study design that FDA believes will improve the study 101
and may be necessary in order for the study to support a future marketing application (i.e., 102
study design considerations) as well as other issues that FDA believes should be considered 103
in preparation for a marketing application or a future clinical investigation (i.e., future 104
considerations). These types of feedback are discussed in Section 7 of this document.    105

4 IDE Approval with Conditions 106

If FDA approves an IDE application with conditions, the sponsor may begin subject 107
enrollment upon receipt of IRB approval on the condition that, within 45 days from the date 108
of FDA’s decision letter, the sponsor submits information addressing the issues identified in 109
FDA’s letter. An IDE may be approved with conditions if FDA has determined that, despite 110
some outstanding issues, the information provided is sufficient to justify human clinical 111
evaluation of the device and the proposed study design is acceptable with regard to protection 112
of study subjects. Previously known as “conditional approval,” the phrase “approval with 113
conditions” is now used to convey that the outstanding issues do not raise concerns that 114
preclude FDA from granting approval for initiation of the clinical investigation. Therefore, 115
resolution of those issues is not required prior to initiation of enrollment in the study, with 116
the exception of certain issues related to the informed consent document. If FDA identifies 117
issues with an informed consent document, FDA’s letter will specifically state that those 118
issues must be addressed before enrollment begins in order to ensure that informed consent is 119
obtained in accordance with 21 CFR Part 50 - Protection of Human Subjects.12 Outstanding 120
issues that may lead to approval with conditions include: 121

122

· Requests for additional information or data involving non-clinical testing issues that 123
do not need to be resolved prior to study initiation; 124

                                                           
11 FDA regulations do not specify when IRB review should take place, as long as it is done prior to initiation of 
the study. 21 CFR 812.42. Since changes are often made to the protocol as a result of FDA’s review, sponsors 
may decide to wait until they receive FDA approval, or approval with conditions, before submitting their 
protocol for IRB review. 
 
12 Informed consent issues identified in an Approval with Conditions letter must be corrected before enrolling 
subjects, but can be reviewed by FDA after study enrollment begins. 
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125
subjects but, because they occur late in the study, will likely be addressed prior to 126
subjects reaching that point in the study; 127

· Minor issues related to the informed consent document that must be corrected before 128
study initiation (i.e., subject enrollment) but can be reviewed by FDA after study 129
initiation; 130

· Other minor clarifications, corrections, or modifications (not related to study design) 131
that do not need to be resolved prior to study initiation. 132

133
The sponsor must submit a supplement13 to the IDE to respond to the issues raised in FDA’s 134
approval with conditions letter, usually within 45 days, unless an extension has been 135
requested by the sponsor and granted by FDA14. For each issue identified in FDA’s letter, an 136
acceptable response provides the specific information or modification(s) requested by FDA.  137
In some cases, the sponsor may choose to provide a scientifically valid alternative to FDA’s 138
request or to provide a scientifically valid rationale for why the information or 139
modification(s) is not needed. FDA will inform the sponsor of its decision within 30 calendar 140
days from the date of receipt of the supplement. During this time, sponsors may continue to 141
conduct the study.  If FDA determines that the issues have been adequately resolved, FDA 142
will grant approval without conditions. However, if any issues remain, FDA may again grant 143
approval with conditions and will communicate the remaining outstanding issues to the 144
sponsor by letter. In this case, the sponsor may continue to enroll subjects in the study on the 145
condition that, within 45 days, the sponsor responds to the remaining issues identified in 146
FDA’s letter. If the sponsor’s response to FDA’s questions raises concerns regarding subject 147
safety, or the sponsor does not adequately respond, FDA may take appropriate regulatory 148
actions to protect study subjects, including placing a clinical hold15 on the study. If the study 149
is placed on hold, study subjects should receive appropriate monitoring and treatment for 150
their safety. 151

152

5 Staged Approval or Staged Approval with Conditions 153

This guidance defines processes, termed “staged approval” or “staged approval with 154
conditions”16 (which are subsets of approval and approval with conditions decisions), by 155
which FDA may grant IDE approval or approval with conditions, while certain outstanding 156
questions are answered concurrently with enrollment of a limited number of subjects in the 157
clinical investigation. Staged approval permits the clinical investigation to begin in a timely 158
manner while maintaining appropriate subject protections. 159

                                                           
13 Once an IDE is approved or approved with conditions, subsequent submissions to FDA related to the IDE are 
designated as “IDE supplements.” 
14 In general, FDA will not issue an approval with conditions for issues that the agency believes will require 
longer than 45 days to address. If FDA identifies such issues but determines that they should not preclude study 
initiation, FDA may issue a staged approval, as discussed in Section 5.  
15 Section 606 of FDASIA amended section 520(g)  of the FD&C Act by adding authority to place a study on 
“clinical hold” when, among other reasons established by regulation, the device involved represents an 
unreasonable risk to the safety of the persons who are the subjects of the clinical investigation.   
16 The remainder of this section will use the term “staged approval” to refer to staged approval and staged 
approval with conditions. 
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160
Under staged clinical investigations, FDA will grant approval or approval with conditions for 161
a subset of the planned subject cohort while the particular outstanding questions are 162
addressed. FDA will grant approval with conditions if there are other issues that should be 163
addressed within 45 days, which may include questions seeking clarification or information 164
regarding the data that will be gathered to support future study expansion. Alternatively, if 165
FDA and the sponsor have agreed to the additional data that will be provided and there are no 166
other outstanding issues to be addressed (i.e., under approval with conditions), a staged 167
clinical investigation can receive approval without conditions, with enrollment limited to the 168
number of subjects to be enrolled in the first stage. The size of the enrollment stages and the 169
timing for the reporting of additional information should ideally be designed so that study 170
enrollment does not need to be halted while interim data are reviewed.  171

172
If the benefit-risk profile is sufficiently favorable to justify enrollment of a portion of the 173
study subjects, a staged clinical investigation may be appropriate to allow initiation of a 174
study while providing additional mitigation of risk by limiting exposure of the investigational 175
device to a smaller subject population.  Such an approach may be appropriate in the 176
following situations: 177

· Additional clinical confirmation of the safety profile or the potential for benefit is 178
obtained by reviewing initial data from subjects enrolled early in the clinical 179
investigation before enrolling the entire subject cohort. 180

· Additional non-clinical testing is needed to more fully characterize device 181
performance to adequately evaluate the potential risks of the device, before permitting 182
testing of the entire subject cohort and is conducted concurrently with early 183
enrollment in the clinical investigation.  184

185
The sponsor will be permitted to expand enrollment once an IDE supplement containing the 186
necessary additional information is submitted to FDA and found to be acceptable. In some 187
cases, based on the information submitted, a partial expansion of enrollment may be granted 188
(i.e., an additional stage of enrollment rather than expansion to full enrollment) while 189
additional data are gathered to answer FDA’s outstanding questions. In such cases, as with 190
the first stage, the sponsor will be permitted to expand enrollment once a second IDE 191
supplement, which includes the necessary additional information, is submitted to FDA for 192
review and found to be acceptable.   193

194
Staged approval is most common for pivotal studies17 in which many subjects will be 195
enrolled over an extended period of time, but may be applicable to other clinical 196
investigations as well. Some additional considerations that are specific to staged pivotal 197
studies include: 198

· Successful support of a marketing application under staged approval is not expected 199
until the full planned cohort of subjects is studied. 200

                                                           
17 Pivotal studies are discussed in more detail in the FDA draft guidance titled, “Design Considerations for 
Pivotal Clinical Investigations for Medical Devices” (available at 
www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm265553.htm).   When 
finalized, this guidance will represent the Agency’s current thinking on this topic. 

http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm265553.htm
http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm265553.htm
http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm265553.htm
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201
requested is not expected to result in changes to important elements of the clinical 202
investigation (e.g., endpoints, sample size, stopping rules) or device design. If the 203
information is expected to result in changes to important elements of the study or 204
device design, then a separate feasibility18 study may be more appropriate. In some 205
cases, prospectively defined adaptive design techniques may allow for a pivotal study 206
to accommodate pre-planned study changes based on data gathered early in the study 207
without the need for additional feasibility data. 208

· FDA may determine that new feasibility data are needed prior to approval of the 209
proposed pivotal IDE, in order to allow for a comprehensive examination of the study 210
outcomes related to the device safety profile in a small group of subjects prior to 211
exposing a large group of subjects to the risks of the study. In such cases, rather than 212
granting approval for a staged pivotal study, FDA may choose to grant approval of 213
the IDE for a limited number of subjects on the condition that the sponsor considers 214
the study to be a feasibility study. The data from the feasibility study may be used to 215
inform the design and support IDE approval for a future pivotal study.  216

· The data requested by FDA should not inappropriately unblind any of the relevant 217
stakeholders, including the sponsor, investigators, or study management personnel, to 218
critical study data. If the requested data will necessarily unblind these stakeholders to 219
critical study elements, then a feasibility study may be more appropriate to answer 220
these questions. 221

6 IDE Disapproval 222

If an IDE application is disapproved, the sponsor may not initiate the clinical investigation 223
until the sponsor submits an amendment19 to the IDE to respond to the deficiencies identified 224
in FDA’s letter and subsequently receives a new letter from FDA granting approval or 225
approval with conditions. Consistent with 21 CFR 812.30(b) and section 520(g) of the FD&C 226
Act, FDA may disapprove an IDE for any of the following reasons:20227

228

· There has been a failure to comply with any requirement in 21 CFR Part 812 or 229
section 520(g) of the FD&C Act, any other applicable regulation or statute, or any 230
condition of approval imposed by an IRB or FDA. (21 CFR 812.30(b)(1)). 231

232

· The application or a report contains an untrue statement of material fact, or omits 233
material information required by 21 CFR Part 812. (21 CFR 812.30(b)(2)). 234

235

                                                           
18 Feasibility studies are developmental studies not intended to provide the primary clinical evidence to support 
a marketing application. A draft guidance document entitled “Investigational Device Exemptions (IDE) for 
Early Feasibility Medical Device Clinical Studies, Including First in Human (FIH) Studies,” (available at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm277670.htm) 
discusses the types of feasibility studies.  When finalized, this guidance will represent the Agency’s current 
thinking on this topic. 
19 If an IDE has not yet received approval or approval with conditions, subsequent submissions to FDA related 
to the IDE are designated as “IDE amendments.” There is no required timeframe within which a response to an 
IDE disapproval must be submitted. 
20 As used in this guidance, “risk” primarily refers to probable risk, rather than any possible risk.  

http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm277670.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm277670.htm
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236
prescribed by FDA. (21 CFR 812.30(b)(3)). 237

238

· There is reason to believe that risks to the subjects are not outweighed by the 239
anticipated benefits to the subjects and the importance of the knowledge to be gained 240
(21 CFR 812.30(b)(4)). This assessment may be based on the following 241
consideration: 242

o Subject safety. The investigational plan contains elements that would expose 243
subjects to unacceptable probable risks, or fails to adequately protect study 244
subjects from probable risks (including adequate monitoring and review of the 245
investigation. 246

247

· The informed consent is inadequate. (21 CFR 812.30(b)(4)). The consent requires 248
changes to adequately inform subjects of the study, and must be reviewed by FDA 249
prior to study initiation. 250

251

· The investigation, as proposed, is scientifically unsound. (21 CFR 812.30(b)(4)).  The 252
investigation does not pose a reasonable scientific question or the investigation does 253
not include the collection of data or information related to that scientific question.  254

255

· There is reason to believe that the device as used is ineffective. (21 CFR 256
812.30(b)(4)).  This assessment may be based on the following consideration: 257

258
o Inadequate potential for benefit. Available data suggest the device is 259

ineffective for the use that will be evaluated in the proposed study, or no 260
information has been provided to suggest the device as used may result in 261
patient benefit and the generation of knowledge adequate to justify the risks. 262
For example, for a therapeutic device, the submission does not provide a 263
scientifically plausible explanation for how the proposed mechanism of action 264
of the device could have an impact on the outcome of interest, or for a 265
diagnostic device, no data have been provided showing that the device is 266
informative concerning the condition of interest. The amount of information 267
or data to support scientific plausibility of the proposed use of the device will 268
depend on the level of risk associated with the device/procedure and the 269
alternatives available to the intended patient population. For a device with 270
lesser risk, a scientific explanation for how the device could lead to patient 271
benefit may be sufficient. However, for a device that poses more substantial 272
risks to subjects, especially when alternative therapies or diagnostic devices 273
exist, initial evidence to support the likelihood of patient benefit would 274
generally be necessary. If the study proposes to evaluate a significant risk 275
device in patients for whom no alternatives exist, and/or if there is not a way 276
to evaluate the potential for benefit in a reasonable nonclinical model, FDA 277
may allow limited enrollment as a feasibility study or staged pivotal study. 278

279

· It is otherwise unreasonable to begin or to continue the investigation owing to the 280
way in which the device is used or the inadequacy of (i) the report of prior 281
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282
used for the manufacturing, processing, packaging, storage, and where appropriate, 283
installation of the device; or (iii) monitoring and review of the investigation. (21 CFR 284
812.30(b)(5)).  This assessment may be based on the following consideration: 285

286
o Device safety. The data and information provided are insufficient to 287

adequately characterize the safety profile of the device such that, based on the 288
data provided thus far, human clinical investigation is not considered 289
reasonable. A specific safety concern may relate to the need for additional 290
basic device evaluation (e.g., biocompatibility, mechanical durability, drug or 291
biologic component characterization, electrical safety, software validation, or 292
biological response in an animal model) or additional information regarding 293
the methods, facilities, and controls used for the manufacturing, processing, 294
packaging, storage, and, where appropriate, installation of the device. 295

296

7 Information Conveyed in FDA Communications 297

Consistent with section 520(g) of the FD&C Act, FDA will not disapprove an IDE because 298
the investigational plan for a pivotal study may not support approval or clearance of a 299
marketing application. However, for studies that the sponsor intends to use in support of a 300
marketing application, the sponsor and other stakeholders may benefit from awareness of the 301
modifications that FDA believes are needed to achieve this objective. Therefore, FDA will 302
convey such considerations to the sponsor to provide greater clarity and predictability. In 303
addition, FDA will convey certain considerations that FDA believes will be important for 304
future submissions related to the proposed investigation. These considerations are 305
communicated in the following ways: 306

307

· Study Design Assessment. For pivotal studies, FDA’s decision letter will specify 308
whether FDA believes the study design is adequate and may support a future 309
marketing approval or clearance, if it is successfully executed and meets its stated 310
endpoints without raising unforeseen safety concerns, or whether FDA believes that 311
additional modifications are needed in order for the study to do so. Similarly, for 312
feasibility studies that are designed to support a future pivotal study, FDA’s decision 313
letter will specify whether FDA believes the study design is adequate to support the 314
study goals.  315

316
If FDA determines that a pivotal study design is adequate and may support a future 317
marketing application, FDA intends to consider changes to its assessment of the study 318
design only if the sponsor materially changes the device or the study design, or if 319
important issues relevant to a determination of safety or effectiveness have emerged 320
since the time of the IDE approval. In such cases, FDA will acknowledge the change 321
in our recommendations, document the rationale for the change, and discuss with the 322
sponsor how the identified issues relate to safety and effectiveness. FDA’s 323
determination will be supported by the appropriate management concurrence. 324

325
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326
subject safety but which the Agency believes should be addressed in order for the 327
study to support the sponsor’s stated goals (e.g., a future marketing application or 328
future study), FDA intends to note these concerns in the “Study Design 329
Considerations” section of FDA’s letter.21  Where FDA provides a suggested 330
approach to address a study design consideration, FDA will adhere to the least 331
burdensome principle, meaning the suggested approach will constitute a successful 332
means of addressing a premarket issue that involves the most appropriate investment 333
of time, effort, and resources on the part of industry and FDA. Sponsors are not 334
required to modify the investigational plan to address study design considerations. If 335
FDA recommends major modifications to the investigational plan, FDA may 336
recommend that the sponsor submit a Pre-Submission3 to discuss the study design 337
before submitting modifications under the IDE. If FDA has minor suggestions for 338
improvement of the study that do not impact subject safety or the ability of the study 339
to support a future marketing application or future study (e.g., a suggestion regarding 340
analysis of a tertiary or minor secondary endpoint), FDA may communicate those 341
suggestions via email. 342

343
Examples of potential study design considerations (if unrelated to subject protection) 344
include suggestions related to: 345

346
o Primary and important secondary endpoints and study success criteria 347
o Randomization and control plan 348
o Blinding (masking) 349
o Follow-up duration and assessments 350
o Statistical plan, including 351

§ Sample size and power 352
§ Missing data handling 353
§ Type-1 error control 354
§ Interim analyses and stopping rules 355
§ Poolability  356

o Case report forms 357
o Enrollment criteria 358
o Core labs and Independent adjudication committees 359

360

· Future Considerations. Future considerations are issues or recommendations 361
communicated to the sponsor that FDA believes the sponsor should consider in 362
preparation for a marketing application or a future clinical investigation but which 363
FDA does not believe are necessary for the sponsor to address for the current study to 364
support its stated goals. Future considerations are intended to provide helpful, non-365
binding advice to sponsors regarding important elements of the future application that 366
the IDE may not specifically address. Examples of typical future considerations 367
include discussion of: 368

                                                           
21 If changes to the study design are needed in order to protect study subjects, these concerns will be 
communicated as deficiencies that may result in IDE disapproval (as discussed in section 6) and will not be 
communicated as study design considerations. 
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369
o Known limitations of the IDE clinical investigation with regard to supporting 370

certain claims or indications. For example, FDA may remind the sponsor that 371
due to a specific exclusion criterion, any approved/cleared indications for use 372
based on the clinical investigation will be limited to that particular population 373
rather than a broader population. 374

o Specific non-clinical testing that, while not necessary to support approval of 375
the IDE, will be needed to support the marketing application. For example, 376
FDA may have accepted shorter term device durability testing to support IDE 377
approval but may wish to remind the sponsor that longer term testing will be 378
needed to support a marketing application. 379

8 Informed Consent Document 380

The process of informing potential study subjects of, among other things, the possible risks, 381
benefits, and alternatives associated with participation in the clinical investigation is a 382
necessary element of proper study conduct. FDA closely reviews the informed consent 383
document as part of the IDE review. In order to support approval of the IDE, the informed 384
consent document must meet the requirements of 21 CFR Part 50. Changes to address minor 385
issues related to the informed consent may be addressed as a condition of approval as 386
discussed in Section 4. Changes to address major issues will generally require FDA review 387
prior to implementation and may be grounds for disapproval (see Section 6). Additional 388
information on informed consent can be found on FDA’s website: A Guide to Informed 389
Consent – Information Sheet: Guidance for Institutional Review Boards and Clinical 390
Investigators (http://www.fda.gov/RegulatoryInformation/Guidances/ucm126431.htm).  391

9 Supplements to Approved IDEs 392

Supplements to approved IDEs are submitted for several reasons, including the following: 393

· To request approval for or to notify FDA of changes to the clinical investigation or 394
the investigational device;22395

· To provide the annual or final IDE reports to FDA; 396

· To report to FDA on unanticipated adverse device effects as required per 21 CFR 397
812.150 (b)(1), or other information related to the ongoing clinical investigation; or 398

· To request approval for Compassionate Use or to notify FDA of an Emergency Use.23399
400

For IDE supplements that require FDA approval, the FDA decision process is similar to that 401
described for original IDE submissions, with the same decision options (i.e., approval, 402
approval with conditions, and disapproval) and review and response timelines. Similar to 403
original IDE applications, an IDE supplement will receive a single decision for the entire 404
supplement, i.e., approval, approval with conditions, or disapproval.  A notable difference 405
                                                           
22 The guidance document entitled “Changes or Modifications During the Conduct of a Clinical Investigation,” 
(available at www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm082145.htm) 
discusses the types of changes that require FDA approval and those that qualify for notification. 
23 The guidance entitled “Guidance on IDE Policies and Procedures,” (available at 
www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm080202.htm), discusses 
Compassionate and Emergency Use. 

http://www.fda.gov/RegulatoryInformation/Guidances/ucm126431.htm
http://www.fda.gov/RegulatoryInformation/Guidances/ucm126431.htm
http://www.fda.gov/RegulatoryInformation/Guidances/ucm126431.htm
http://www.fda.gov/RegulatoryInformation/Guidances/ucm126431.htm
http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm082145.htm
http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm080202.htm
http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm080202.htm
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406
that FDA disapproval of the supplement does not imply that the IDE study itself is 407
disapproved. For example, if a supplement to an approved IDE requests approval for changes 408
to the clinical investigation and that supplement is disapproved, the sponsor may not 409
implement the requested changes. However, the original IDE clinical investigation remains 410
approved and may continue.24 For IDE supplements that are notifications or reports, FDA 411
will respond to the sponsor within 30 days if FDA has questions or requests for additional 412
information; otherwise, FDA may close the submission without issuing a formal response 413
letter to the sponsor. In such cases, FDA will generally inform the sponsor via email that the 414
submission has been closed. 415

10 Pre-Decisional IDE Review Process 416

The Pre-Decisional IDE process discussed in the following section is a process within the 417
Center for Devices and Radiological Health (CDRH).  The Center for Biologics Evaluation 418
and Research (CBER) does not intend to add the Pre-Decisional IDE Review Process to its 419
current IDE program.   CBER commits to providing complete and meaningful feedback 420
through the Pre-Submission process as outlined in the draft guidance "The Pre-Submission 421
Program and Meetings with FDA Staff."3 422

423
To provide sponsors with information regarding study designs that will support market 424
approval or clearance, we have developed a novel process for IDE sponsors to collaborate 425
with FDA in the design of high quality clinical trials that may support marketing applications 426
if the studies are successfully executed and meet the stated endpoints without raising 427
unforeseen safety concerns. This process, called a “Pre-Decisional IDE,” is a voluntary 428
approach to enable sponsors to obtain timely feedback from review staff on a near-final IDE 429
application, with the opportunity for a mid-cycle interaction with the review team to promote 430
a clearer understanding and quicker resolution of major issues with device or subject safety 431
as well as study design. In contrast to the Pre-Submission process, Pre-Decisional IDEs will 432
include data and full study protocols and reports where appropriate, and will be reviewed in a 433
similar manner as an IDE, allowing for more complete and meaningful feedback from review 434
staff. An overview of the Pre-Decisional IDE process in flowchart form is provided in 435
Appendix A. 436

437
FDA believes this process could result in faster approval of IDE submissions that may 438
support market approval or clearance, and help to address several commonly reported 439
challenges in the initiation of clinical trials, such as delays in IRB approvals and 440
reimbursement from third party payers. Ultimately, this process is intended to lead to faster 441
enrollment and completion of trials for selected devices. Another objective of this process is 442
to promote more efficient allocation of FDA and sponsor resources, with submission of 443
higher quality IDE applications and higher quality data generated from the studies. 444

445
The Pre-Decisional IDE process is completely voluntary and can be submitted prior to a 446
planned original IDE, IDE amendment (e.g., in response to a previous disapproval letter), or 447

                                                           
24 If the supplement was submitted to address a safety issue in the study, FDA may determine that the study 
should be placed on clinical hold. 
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448
constraints, eligibility for this process will be limited to pivotal studies for which an IDE is 449
required.  Sponsors intending to study non-significant risk devices, or conduct feasibility or 450
research studies, or studies without US sites can utilize the Pre-Submission process to obtain 451
feedback from the Agency. 452

453
The Pre-Decisional IDE Process 454

455
Submission 456
To participate in this voluntary program, the sponsor should submit the application, clearly 457
labeled as a “Pre-Decisional IDE,” to the appropriate Document Control Center (DCC).25, 26458
The application should also include potential dates and the sponsor’s preference (meeting or 459
teleconference) for a mid-cycle interaction to discuss FDA’s initial feedback on the 460
application. The application should follow the format and contain all of the content required 461
for an IDE (see 21 CFR 812.20, 812.25, and 812.27). In addition, for the purposes of this 462
program, the Report of Prior Investigations should include a description of the Device 463
Evaluation Strategy employed to address the risks of the investigational device identified in a 464
risk assessment and the potential for benefit for the identified patient population. This 465
systematic and comprehensive approach is intended to provide FDA with a more complete 466
picture of how the sponsor has reached the conclusion that sufficient information has been 467
gathered to support the initiation of human clinical trials. See Appendix B for more detailed 468
recommendations for presentation of this information.  469

470
Application Screening 471
Once received and assigned a number (Pre-Decisional IDEs will receive a number beginning 472
with Q, similar to other pre-submissions), the application will be screened. In order to 473
appropriately allocate FDA resources, within 5 calendar days of receipt of the application, 474
the lead reviewer will evaluate whether the application is eligible and sufficiently complete 475
for substantive review, as defined by the criteria in Appendix C. If any of these critical items 476
is missing or inadequate for review, the lead reviewer will contact the sponsor and offer two 477
options: the sponsor can either request that the application be converted to a Pre-Submission, 478
or the Pre-Decisional IDE can be withdrawn and resubmitted with the missing information. If 479
the application is converted to a Pre-Submission, the sponsor will be asked to provide 480
specific questions upon which FDA feedback is desired. Upon receipt of this information, 481
FDA will schedule the Pre-Submission meeting or teleconference, if requested, or proceed 482
with review and preparation of written feedback. Note that consistent with the Pre-483
Submission Program, FDA intends that its review and feedback will be limited to the specific 484
questions raised; no data will be evaluated.3  485

                                                           
25 Submissions to CDRH should be sent to: U.S. Food and Drug Administration, Center for Devices and 
Radiological Health, Document Mail Center – WO66-G609, 10903 New Hampshire Avenue, Silver Spring, 
MD  20993-0002.   
26 Section 745A(b) of the FD&C Act, added by section 1136 of FDASIA, provides statutory authority to require 
an eCopy after issuance of final guidance. FDA issued final guidance on this topic, “eCopy Program for 
Medical Device Submissions,” 
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM313
794.pdf.  Pre-Decisional IDE applications, as a type of pre-submission, must include a valid eCopy and two 
paper copies.   

http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM313794.pdf
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM313794.pdf
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM313794.pdf
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM313794.pdf


Contains Nonbinding Recommendations 
 

Draft - Not for Implementation 
 

14 

486
Substantive Review with Mid-Cycle Interaction 487
Once the Pre-Decisional IDE is accepted for review, a 30-day review clock will start. At this 488
time, the lead reviewer should contact the sponsor to schedule the meeting or teleconference 489
(as requested by the sponsor) to occur within 15 days after the close of the 30-day review 490
period, or at a mutually agreeable date shortly thereafter. During the 30-day review period, 491
the review team should conduct a full review of the information submitted.  492

493
At the end of the 30-day review period, CDRH should provide to the sponsor via email 494
comments which have received division management concurrence that reflect the significant 495
issues identified in the review. These comments should focus on concerns that, if the 496
application were submitted as an actual IDE, would result in a disapproval decision (see 497
Section 6 above); would be a condition of approval (see Section 4 above); and/or would 498
constitute study design considerations (see Section 7 above) that FDA believes would not 499
support a market approval or clearance either independently or as a component of a larger 500
clinical study program. 501

502
Other less significant study design concerns or recommendations and future considerations 503
(see Section 7 above) may be communicated if applicable and as time permits. If not 504
communicated at this stage, such concerns should be included in FDA’s later comprehensive 505
comments, as described below. The concerns described above may not be communicated in 506
the form of formal deficiencies, but should be in sufficient detail that the sponsor can 507
understand the nature of FDA’s concerns and to facilitate in-depth discussion. 508

509
The meeting or teleconference with the sponsor should be a maximum of 90 minutes in 510
duration and the sponsor may recommend the topic(s) to be discussed, based on the initial 511
feedback provided after the 30 day review period. Also the sponsor should provide draft 512
meeting minutes.27 To facilitate timely communication of FDA’s comprehensive feedback 513
following the meeting, the draft minutes should be provided within 7 days of the meeting.  514

515
Following the meeting, the sponsor has the option to request that the Pre-Decisional IDE be 516
converted to an actual IDE, in which case FDA would issue a decision letter including the 517
deficiencies and recommendations provided in the initial feedback. To request such a 518
conversion, the sponsor should submit a letter to the appropriate DCC within 7 days of the 519
meeting or teleconference, requesting that the previously submitted Pre-Decisional IDE be 520
converted to an IDE. FDA intends to issue a letter within 15 days of receipt of the conversion 521
request. If any new information, including a modified study protocol, is provided as part of 522
the conversion request, a standard IDE review will commence and a decision will be 523
communicated within 30 days of receipt of the conversion request. 524

525
In the absence of a conversion request, within 15 days of the meeting or teleconference, FDA 526
should provide comprehensive written feedback on the Pre-Decisional IDE. This feedback 527

                                                           
27 For additional information, see the FDA draft guidance, “The Pre-Submission Program and Meetings with 
FDA Staff” (available at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm), 
which, when finalized, will represent the Agency’s current thinking on this topic. 

http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm310375.htm
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528
into account any clarifications from the meeting or teleconference with the sponsor.28 If 529
information submitted in the subsequent IDE is consistent with that provided in the Pre-530
Decisional IDE and any new data submitted in the IDE application do not raise new issues 531
materially affecting safety or effectiveness, FDA intends to adhere to the feedback and 532
decisions reached during the Pre-Decisional IDE review. FDA intends that modifications to 533
our feedback will be limited to situations in which FDA concludes that the feedback given 534
previously does not adequately address important issues materially relevant to a 535
determination of safety or effectiveness that have been identified since the time of the Pre-536
Decisional IDE. In such cases, FDA should acknowledge a change in our advice, document 537
the rationale for the change, and the determination should be supported by the appropriate 538
management concurrence.   539

540
Following receipt of FDA’s complete feedback, the sponsor may choose one of the following 541
options: 542

· submit the formal IDE application.  You should identify which parts of the 543
application are identical to that submitted in the Pre-Decisional IDE, and include 544
a section in which FDA’s feedback provided on the Pre-Decisional IDE has been 545
addressed; 546

· submit a focused response to specific issues from the original Pre-Decisional IDE 547
for which a follow-up discussion would be useful.  If received within 30 days of 548
FDA’s feedback on the original Pre-Decisional IDE, FDA will accept the 549
response as a supplement and provide comments by email within 30 days from 550
receipt of the additional information.  Requests for additional feedback on specific 551
issues from the original Pre-Decisional IDE that are not submitted within 30 days 552
after FDA’s feedback should be submitted to FDA as a Pre-Submission (please 553
reference the Pre-Decisional IDE number in the Pre-Submission); or 554

· submit a focused response to FDA’s feedback and a request to repeat the Pre-555
decisional IDE process as described above (beginning after the acceptance 556
review); resources permitting, FDA intends to grant a request to repeat the Pre-557
decisional IDE process only once to avoid multiple Pre-Decisional IDE cycles. 558

11 Examples 559

The following are generic examples of how different IDE decision mechanisms may be 560
employed.  561

11.1 Example 1 562

A sponsor submits an original IDE application to conduct a 30-subject feasibility study for a 563
permanently implanted device to treat a serious chronic medical condition. The study is 564
intended to provide data to support a future pivotal study.  565

                                                           
28 FDA’s written feedback will be based primarily on the information provided in the original pre-decisional 
submission. FDA does not intend, under the pre-decisional IDE, to conduct an in-depth review of new 
information, data, or protocol changes that were provided during or immediately following the meeting or 
teleconference with the sponsor. 
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566
FDA’s review results in the following conclusions: 567

· The data provided are sufficient to support feasibility clinical evaluation under the 568
rigorous monitoring plan proposed. 569

· Because questions remain regarding the consequences of the long-term presence of 570
the device, longer term animal data that include histology may be needed before a 571
pivotal study exposing a large number of subjects to the device can be approved.  572

· The sponsor’s proposed follow-up assessments do not include a particular evaluation 573
that, while not a subject safety issue, is important for assessing the device’s 574
performance.  575

· The informed consent document does not communicate a potential risk relevant for 576
this study.  577

578
FDA determines that none of the concerns should preclude the sponsor from initiating the 579
feasibility study, provided that the informed consent document is amended. Therefore, FDA 580
issues an approval with conditions letter to the sponsor. The letter states that the sponsor may 581
initiate enrollment in the study, using an informed consent document that is modified to 582
include the potential risk discussed above on the condition that, within 45 days from the date 583
of FDA’s letter, the sponsor submits the modified consent form to FDA for review.  584

585
In addition, FDA’s letter will contain recommendations.  FDA’s letter will inform the 586
sponsor of a study design consideration which suggests that the sponsor modify the follow-587
up assessments to include the evaluation noted above. Lastly, FDA’s letter includes a future 588
consideration related to the likely need for a longer-term animal study prior to initiation of a 589
future pivotal study to collect additional safety data, unless the sponsor is able to provide 590
additional data or a scientifically valid rationale for why such a study is not needed.  591

592
The sponsor submits a supplement to the IDE to respond to FDA’s approval with conditions 593
letter within 45 days. In addition to addressing the informed consent issue, the submission 594
provides a modified clinical protocol which addresses the study design consideration noted in 595
FDA’s letter. FDA approves the IDE without conditions. In the IDE approval letter, the 596
sponsor is reminded of the future consideration communicated in FDA’s previous letter.  597

11.2 Example 2  598

A sponsor submits an original IDE application to request approval for a 300 subject pivotal 599
study at 10 sites to evaluate the safety and effectiveness of a permanently implanted device to 600
treat a serious chronic medical condition.  601

602
FDA identifies the following issues that must be addressed before study initiation: 603

· Inadequate non-clinical durability testing to evaluate a potential failure mode.  604

· Enrollment criteria do not exclude subjects with severe renal insufficiency in a study 605
that requires contrast-enhanced imaging, which is contraindicated for these subjects. 606
This subgroup has an unacceptably high risk of serious adverse events and should not 607
be enrolled in the study. 608

609
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610
be addressed in order for the study to support a marketing application: 611

· The sponsor proposed an historical control but FDA believes a concurrent 612
randomized control group is needed because the historical control data that are 613
available are not representative of the current standard of care. 614

· The sponsor proposed a 3-month follow-up duration but FDA believes the primary 615
endpoints should be evaluated at 6 months because there are essential longer-term 616
safety and effectiveness questions regarding this device. 617

· Inadequacies regarding definitions associated with the safety endpoint. 618

· Additional details needed in the protocol regarding the statistical analysis plan. 619
620

Based on the first two concerns, FDA disapproves the study. FDA’s letter conveys the four 621
study design considerations, which the sponsor is not required to address.  622

623
In response to FDA’s letter, the sponsor submits an amendment to the IDE that includes 624
additional durability test data and a modified clinical protocol. Modifications to the protocol 625
include changes to the enrollment criteria to exclude the specific sub-population of concern. 626
The amendment specifically responds to each deficiency. Additional changes were also made 627
to address FDA’s study design considerations. Specifically, the sponsor has proposed a 628
longer follow-up duration but continues to believe that a historical control is appropriate.  629

630
FDA’s review of the amendment does not identify any issues that preclude the sponsor from 631
initiating the study. FDA determines that the durability test data that were provided strongly 632
suggest good long-term performance of the device and are sufficient to support study of the 633
device in a small group of subjects. However, the data are not adequate to fully address the 634
identified deficiency and longer term non-clinical durability testing should be conducted 635
before the entire study cohort is exposed to the risks of the study. Regarding the study design 636
considerations, while the revised study design partially addresses FDA’s concerns, based on 637
the information provided, FDA continues to believe that a concurrent randomized control 638
group is needed in order for the study to support a marketing application. 639

640
FDA issues a staged approval letter that allows the sponsor to begin enrollment in the study, 641
for up to 50 subjects at 2 sites.  FDA’s letter informs the sponsor that, concurrent with 642
enrollment in the study, the sponsor should conduct longer term durability testing. The 643
results of this testing will be needed to support expansion of the study. FDA’s letter also 644
indicates to the sponsor that FDA believes the current study design is unlikely to support a 645
marketing application. The study design considerations section of FDA’s letter explains why 646
FDA believes that a historical control will not be sufficient and why a concurrent control 647
group is likely needed.   648

649
The sponsor submits a Pre-Submission to discuss a new proposal for a concurrent control. 650
FDA and the sponsor work together to develop minor modifications to the sponsor’s proposal 651
to address FDA’s concerns. 652

653
The sponsor submits a supplement to the IDE to modify the study design as discussed in the 654
Pre-Submission. FDA approves the IDE supplement. FDA’s approval letter informs the 655
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656
support a future marketing application, if the study is successfully executed and meets its 657
stated endpoints without raising unforeseen safety concerns. The enrollment continues to be 658
limited to 50 subjects while the durability testing is ongoing.  659

660
Two months later, with 37 subjects enrolled in the study, the sponsor submits an IDE 661
supplement to provide the results from the durability testing and requests approval to enroll 662
up to 300 subjects. FDA finds the results acceptable and grants approval for the sponsor to 663
enroll the entire study cohort. FDA’s approval letter again informs the sponsor that FDA 664
believes the study design is adequate and may support a future marketing application if the 665
study is successfully executed and meets its stated endpoints without raising unforeseen 666
safety concerns. 667

11.3 Example 3 (variation on Example 2) 668

A sponsor submits a Pre-Decisional IDE application for a 300 subject pivotal study at 10 669
sites to evaluate the safety and effectiveness of a permanently implanted device to treat a 670
serious chronic medical condition. During the 30-day review, FDA identifies the same 671
concerns described in Example 2. These concerns are provided to the sponsor via email prior 672
to the Pre-Decisional IDE meeting. During the meeting, FDA and the sponsor discuss the 673
sponsor’s plan for addressing FDA’s concerns. Within 65 days after the initial submission, 674
the sponsor is provided with a list of FDA’s concerns, including the need for longer term 675
durability testing prior to full enrollment. Shortly thereafter, the sponsor submits an original 676
IDE application which specifically responds to FDA’s Pre-Decisional IDE concerns.  677

678
FDA issues a staged approval letter that allows the sponsor to begin enrollment in the study, 679
for up to 50 subjects at 2 sites. FDA’s letter informs the sponsor that, concurrent to 680
enrollment in the study, the sponsor should conduct longer term durability testing (which the 681
sponsor has already begun based on the Pre-Decisional IDE feedback). FDA’s approval letter 682
informs the sponsor that FDA believes the study design provided in the submission is 683
adequate to support a future marketing application. 684

685
One month later, with 10 subjects enrolled in the study, the sponsor submits an IDE 686
supplement to provide the results from the durability testing and requests approval to enroll 687
up to 300 subjects. FDA finds the results acceptable and grants approval for the sponsor to 688
enroll the entire study cohort. FDA’s approval letter again informs the sponsor that FDA 689
believes the study design is adequate to support a future marketing application. 690

11.4 Example 4 (variation on Example 2) 691

A sponsor submits an original IDE application to request approval for a 300 subject pivotal 692
study at 10 sites to evaluate the safety and effectiveness of a permanently implanted device to 693
treat a serious chronic medical condition. FDA identifies the same concerns described in 694
Example 2. In contrast to Example 2, the sponsor chooses not to address the study design 695
considerations provided in FDA’s letters. FDA’s approval letters (for the initial stage and the 696
subsequent full enrollment) inform the sponsor that FDA believes the current study design is 697
unlikely to support a marketing application. The study design considerations section of 698
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699
to support a marketing application. The sponsor, however, chooses to conduct the study as 700
currently designed. 701

12 Conclusions 702

FDA recognizes the public health benefit of permitting clinical investigations of medical 703
devices to proceed in a timely and efficient manner while ensuring proper subject 704
protections. When determining whether to approve an IDE application, FDA considers many 705
factors, as discussed in this document. Where appropriate, FDA seeks to offer flexibility in 706
how outstanding issues can be addressed (e.g., approval with conditions, staged approval, 707
and future considerations) to allow clinical investigations to commence without unnecessary 708
delay, while ensuring that human subjects are adequately protected.709
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Appendix A – Overview of the Pre-Decisional IDE Process 710

 711
 712

SPONSOR:  
Submit to DCC 

FDA: Screening 
(5 days) 

Sponsor: 
Choose to 1) convert to Pre-

Submission or 2) withdraw with 
option to resubmit 

FDA: Review, schedule meeting, 
and provide high level feedback 

(30 days) 

Meeting or Telecon  
(15 days) 

FDA: Full written feedback  
(15 days) 

Sponsor option: Request 
conversion to IDE  

(within 7 days and with no new 
information submitted) 

FDA: Decision letter to IDE 
(15 days) 

Sponsor option: Submit focused 
response  

(within 30 days; after 30 days, 
submit as Pre-Sub) 

Sponsor option: Submit IDE 

FDA: Review IDE and send 
decision letter  

(30 days) 

FDA option: Repeat process once FDA option: Email comments  
(30 days) 

Not accepted Accepted 
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Appendix B  713

Elements of a Device Evaluation Strategy 714

715
The Device Evaluation Strategy is intended for assessment of both the risks and the anticipated benefits of the device.  First, this 716
strategy should be used to convey how the sponsor has considered each of the potential risks of the device, the available information 717
from nonclinical testing and/or prior clinical studies, and mitigation strategies incorporated within the proposed pivotal study protocol 718
to reach a conclusion that evaluation of the device in a pivotal study setting is appropriate.  Second, this approach should provide 719
insight into the information supporting the sponsor’s conclusion that the anticipated benefits outweigh the risks to the study subjects. 720

721
This information can be provided in any format, narrative or tabular.  The Tables below are provided for illustrative purposes only.  722
The left column of Table 1 below provides the steps that should be followed as part of this process, with the right column providing an   723
illustrative example of how each step might be addressed for a particular device. 724

725

Table 1 – Device Evaluation Strategy - Risks  726

Based on a risk assessment: Example (Note that this example is intended to be illustrative and 
should not be considered as a template for multiple device types.) 

· List necessary attributes for the device (i.e., each procedure-
related function, performance-related function, and basic safety-
related feature required for the device to achieve the desired 
performance) 

o Attribute: structural integrity of the device is maintained in vivo 

· For each attribute, list the types of problems or failures that might 
occur and could result in consequences to the device or study 
subject if the function or feature is not attained.  

o Failure mode: device may fracture at critical construction joint 

· For each potential failure mode, list the potential effects of the 
failure mode on the device and/or study subject 

o Effect of failure: loss of structural integrity; ongoing inflammation 
at site of fracture; reduction in body function at and surrounding 
the implant site  

· For each failure mode and effect of the failure:1  

· identify the design characteristics intended to provide the 
function or feature, or to address or mitigate the potential 
failure mode; 

o Design characteristics – materials with demonstrated long-term 
durability used in device; finite element analysis used to design 
device with minimized sources of stress at construction joint  
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· identify the available information to support the assertions that 
the function or feature will be attained and/or that the failure 
mode will not likely occur, or will not be significant  if it does 
occur; and 

o Available information: chronic durability testing (bench), 
computational modeling to assess probability of device fracture 
and ability of device to function when fractured; animal study to 
evaluate actual in vivo forces and tissue reaction to fractured 
device 

· identify the mitigation strategies in the clinical protocol 
intended to minimize the frequency or severity of the potential 
clinical effects resulting from a failure to attain the attribute 

o Clinical protocol: includes clinical visits and imaging at 
appropriate follow-up timepoints to screen for device fracture; 
patient information instructs patient to return to physician for 
follow-up if pain at implantation site beyond initial recovery or 
experiences loss of function 

  
1 Note that for any particular failure mode, more than one type of information may be appropriate to address the problem, either because no one 727
approach (bench vs. animal vs. clinical feasibility study) fully addresses the problem or because one piece of information does not provide 728
adequate assurance that the failure mode has been mitigated. 729

730
The left column of Table 2 below outlines the steps that should be followed to address the anticipated benefits of the device in the 731
proposed study.  The middle and right columns provide two examples of how these steps might be addressed for a particular device.  732
In Example 1, the device is similar to other previously cleared or approved devices, where the mechanism of action and the clinical 733
effectiveness is well understood.  In this example, the sponsor points to available literature on the device type and specific testing on 734
the subject device to support the anticipated benefits.  In Example 2, the available information on the device (or device type) is limited 735
as this is a novel device intended to treat a patient population with very limited alternatives.  In this example, the sponsor points to the 736
lack of significant safety concerns from prior testing, and the fact that the patient population has few satisfactory alternatives to 737
support why the anticipated benefits outweigh the risks. 738

739

740
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741

Example 1 (Note that this example is intended to be 
illustrative and should not be considered as a 
template for multiple device types.) 

Example 2 (Note that this example is 
intended to be illustrative and should not be 
considered as a template for multiple device 
types.) 

· List the anticipated benefits of the 
device  

o Anticipated benefits of the ABC device include: 

o Less invasive procedure with shorter hospital 
stay 

o Faster recovery and rehabilitation time 

o Fewer repeat hospitalizations for re-treatment 

o Anticipated benefits of the XYZ device 
include: 

o Chance of improved outcomes when 
drug treatments have failed 

o Ability to discontinue drug therapy 
and avoid related side effects  

· Identify the available information to 
support each anticipated benefit 

o Available information includes: 

o Literature establishing this type of procedure 
as requiring a shorter hospital stay 

o Literature and prior studies conducted by our 
company have established recovery time of 
48-96 hours compared to approximately 1 
week for the surgical alternative. 

o Device is a modified design, but operates 
using the same mechanism of action as a 
prior approved device.  Animal studies have 
demonstrated a similar effect on accepted 
effectiveness measures, which should equal 
similar or improved outcomes regarding need 
for repeat hospitalizations. 

o Available information includes: 

o Mechanism of action for the device 
as an approach to treat the disease is 
scientifically plausible based on 
available literature  

o Animal studies did not raise any 
overt safety concerns, but did not 
demonstrate device treatment might 
be effective.  Animal model is not 
well understood or validated as 
predictive and may explain apparent 
lack of effectiveness. 

o Small pilot study suggested adverse 
events similar in frequency and 
severity to drug therapy in the 
intended patient population (failed 
drug therapy) 
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· List the potential alternatives to 
treatment or diagnosis with the 
subject device in the patient 
population to be studied 

o Available alternatives: 

o Surgery – longer recovery and initially 
higher adverse event rate, but good long-term 
effectiveness 

o Medical therapy – lesser effectiveness, but 
ability to discontinue or make modifications 
if side effects problematic 

o Available alternatives: 

o None, other than to continue drug 
therapy that is not providing benefit 
to the patient and may be causing 
significant side effects 



 25 

Appendix C  742

Factors for Participation in the Pre-Decisional IDE Process 743

744

Address the following for a proposed Pre-Decisional IDE.  The Pre-
Decisional IDE should not be accepted if any item is marked “No,” 
and sponsors should be referred to the Pre-Submission process. 

Yes N/A No 

 

1. An IDE is required for the study (i.e., the study is not an NSR 
study, an exempt study, or will be conducted wholly outside of 
the United States) 

2. Submission is for a pivotal study (a study intended to support, in 
part or alone, a marketing submission)  

3. Submission contains a Device Evaluation Strategy (see 
Appendix 3) 

4. If a prior Pre-Submission was submitted for the same device, 
submission includes a copy of FDA’s feedback and addresses 
the main points of FDA’s prior feedback. (Note that whether the 
response to FDA’s prior feedback is adequate is a review issue 
and should not be a reason to refuse to accept the Pre-
Decisional IDE.) 

5. Submission contains test reports for nonclinical testing (A full 
test report includes: objective of the test, description of the test 
methods and procedures, study endpoint(s), pre-defined pass/fail 
criteria, results summary, and conclusions.) 

May be N/A if the nonclinical testing is incorporated by 
reference to a prior approved or cleared submission (IDE, 
510(k), or PMA) or study is to evaluate a commercially 
available device. 

6. Submission includes the battery of nonclinical tests typically 
needed for the device type, such as: bench testing, animal 
studies, biocompatibility testing, sterilization information, 
EMC/electrical safety testing, software validation; or a reference 
to where this information is available (e.g., prior submission) 

7. Each nonclinical test is complete, as defined by the protocol 
(except for certain chronic tests where FDA typically accepts 
interim timepoints to allow study initiation) 

8. If prior clinical studies have been conducted on the device, the 
submission includes the study protocol or study report 
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9. Submission contains the following critical elements of the 
investigational plan 

a. Objective of the study 

b. Study population (inclusion/exclusion criteria) 

c. Study design, including proposed control population, if 
applicable 

d. Proposed study endpoints 

e. Ascertainment/measurement methods for study endpoints 

f. Proposed follow-up (for primary analysis timepoint and any 
longer-term follow-up planned) 

g. Statistical plan, which includes: 

i. Primary and secondary (if applicable) hypotheses 

ii. Proposed sample size with statistical justification 

iii. Statistical methods to evaluate primary and secondary 
endpoints 

h. Informed consent document 

i. Sample case report forms 
745
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