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Purpose and Content of Use-Related Risk Analyses  1 
for Drugs, Biological Products, and Combination Products 2 

Guidance for Industry and FDA Staff1 3 
 4 
 5 
 6 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 7 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 8 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 9 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 10 
for this guidance as listed on the title page. 11 
 12 

 13 
 14 
I. INTRODUCTION 15 
 16 
This document provides guidance to industry and FDA staff on the purpose and content of a use-17 
related risk analysis2 (URRA) and how a URRA, along with other information, can be used to 18 
determine human factors (HF) data needs during product3 development and to support a 19 
marketing application.4 20 
 21 
This guidance applies to drug- and biologic-led combination products5 that include a device 22 
constituent part and are the subject of an investigational new drug application (IND), a new drug 23 
application (NDA), or a biologics license application (BLA) and supplements to these 24 

 
1 This guidance has been prepared by the Divisions of Medication Error Prevention and Analysis I and II within the 
Office of Surveillance and Epidemiology in the Center for Drug Evaluation and Research (CDER) in cooperation 
with the Center for Biologics Evaluation and Research (CBER), the Center for Devices and Radiological Health, 
and the Office of Combination Products at the Food and Drug Administration.  
2 Terms that appear in bold italic type upon first use are defined in the Glossary section. 
3 For the purposes of this guidance, unless otherwise specified, the term product or products refers to drug products 
approved under section 505(c) of the Federal Food, Drug, and Cosmetic Act (FD&C Act); biological products 
licensed under sections 351(a) and 351(k) of the Public Health Service Act (PHS Act); and combination products as 
identified under section 503(g)(1)(A) of the FD&C Act and approved/licensed under these sections. The term drug 
refers to a drug as defined in section 201(g)(1) of the FD&C Act (21 U.S.C. 321(g)(1)), and includes biological 
products as defined in section 351(i) of the PHS Act (42 U.S.C. 262(i)).   
4 This guidance is one of several documents FDA is issuing to fulfill the performance goals under the seventh 
authorization of the Prescription Drug User Fee Act and the third authorization of the Biosimilar User Fee Act.   
5 Combination products, as defined under 21 CFR part 3, are comprised of two or more biological product, device, 
or drug constituent parts (21 CFR 4.2). The term device refers to a device as defined in section 201(h)(1) of the 
FD&C Act.   Combination products are assigned to a lead center for their regulation based on which constituent part 
provides the primary mode of action (PMOA) (21 CFR 3.4).  The term drug-led is used to refer to combination 
products with a drug PMOA, which are generally assigned to CDER.  Biologic-led is used to refer to combination 
products with a biological product PMOA, which are generally assigned to CDER or CBER.  Drug or biological 
product led may also refer to those products assigned to CDER or CBER via the product assignment algorithm (see 
21 CFR 3.4(b)). . 
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applications.6  In certain cases, this guidance may also apply to the following stand-alone drug 25 
and biological products (i.e., those that are not part of a combination product): 26 
 27 

• Human prescription drug products, including biological products, that are the subject of 28 
an IND, NDA, or BLA and supplements to these applications  29 

 30 
• Human nonprescription drug products that are the subject of an IND or NDA, and 31 

supplements to these applications 32 
 33 
All such products in this guidance are jointly referred to as products, and those responsible for 34 
making submissions are referred to as sponsors or applicants.7 35 
 36 
This guidance does not describe the methods used to design, conduct, or analyze HF studies, how 37 
to conduct comparative analyses, or how to submit HF protocols or study results.  In addition to 38 
the information described in this guidance, FDA recommends that sponsors refer to other 39 
relevant guidance documents related to product design and HF, including the following:  40 
 41 

• Guidance for industry and FDA staff Applying Human Factors and Usability 42 
Engineering to Medical Devices (February 2016) 43 
 44 

• Guidance for industry Safety Considerations for Product Design to Minimize Medication 45 
Errors (April 2016) 46 
 47 

• Guidance for industry Safety Considerations for Container Labels and Carton Labeling 48 
Design to Minimize Medication Errors (May 2022) 49 
 50 

• Guidance for industry and FDA staff Application of Human Factors Engineering 51 
Principles for Combination Products: Questions and Answers (September 2023)  52 
 53 

• Draft guidance for industry and FDA staff Contents of a Complete Submission for 54 
Threshold Analyses and Human Factors Submissions to Drug and Biologic Applications 55 
(October 2018)8 56 

 57 
Additionally, FDA encourages sponsors to engage with FDA early in the design and 58 
development of a product to discuss the HF development program via meeting requests.  59 

 
6 Although this guidance does not apply to medical products submitted under abbreviated new drug applications 
(ANDAs), an ANDA applicant may find a URRA to be a helpful tool for identifying critical tasks that may be 
impacted by user interface design differences and the use errors that may occur.  For additional information on 
analyzing the user interface of a proposed generic combination product as compared to its reference listed drug, and 
the assessment of risks associated with any differences identified in the user interface, see the draft guidance for 
industry Comparative Analyses and Related Comparative Use Human Factors Studies for a Drug-Device 
Combination Product Submitted in an ANDA (January 2017).  When final, this guidance will represent the current 
thinking of FDA.  For the most recent version of a guidance, check the FDA guidance web page at 
https://www.fda.gov/regulatory-information/search-fda-guidance-documents.   
7 For the purposes of this guidance, we use the term sponsor interchangeably with applicant irrespective of the 
particular submission type (e.g., IND, NDA, BLA). 
8 When final, this guidance will represent the FDA’s current thinking on this topic.   

https://www.fda.gov/regulatory-information/search-fda-guidance-documents


Contains Nonbinding Recommendations 
Draft — Not for Implementation 

3 

Sponsors should refer to the appropriate guidance documents concerning meeting requests with 60 
FDA for their products and applications, including the following: 61 
 62 

• Guidance for industry and FDA staff Requesting FDA Feedback on Combination 63 
Products (December 2020) 64 
 65 

• Draft guidance for industry Formal Meetings Between the FDA and Sponsors or 66 
Applicants of PDUFA Products (September 2023)9 67 
 68 

• Draft guidance for industry Formal Meetings Between the FDA and Sponsors or 69 
Applicants of BsUFA Products (August 2023)109  70 
 71 

• Guidance for industry and review staff Best Practices for Communication Between IND 72 
Sponsors and FDA During Drug Development (December 2017)  73 

 74 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  75 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 76 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 77 
the word should in Agency guidances means that something is suggested or recommended, but 78 
not required.  79 
 80 
 81 
II. BACKGROUND 82 
 83 
The Federal Food, Drug, and Cosmetic Act (FD&C Act) requires that drug products submitted 84 
for approval under section 505(b) be proven safe and demonstrate substantial evidence of 85 
effectiveness for the product’s intended use (21 U.S.C. 355(b)).  Under section 351(a) of the 86 
Public Health Service Act (PHS Act) (42 U.S.C. 262(a)), FDA licenses a biological product 87 
based on a demonstration that it is safe, pure, and potent and is manufactured in a facility 88 
designed to ensure that the product continues to be safe, pure, and potent.  Section 351(k) of the 89 
PHS Act (42 U.S.C. 262(k)) provides an abbreviated licensure pathway for biological products 90 
shown to be biosimilar to, or interchangeable with, an FDA-licensed reference product.11 91 
 92 
As part of FDA’s evaluation of an application, FDA evaluates HF study results submitted by 93 
sponsors.  This includes data to support the product user interface when submission of such data 94 
is warranted.  The URRA may be used as one element in the determination of whether HF study 95 
results may be warranted as part of a new marketing application.  96 
 97 
The URRA is a risk analysis tool used to identify use-related hazards associated with product use 98 
and the measures implemented to reduce those risks.  The URRA supports the entire HF 99 
engineering process and should be considered as part of an overall risk management 100 

 
9 When final, this guidance will represent the FDA’s current thinking on this topic.   
10 When final, this guidance will represent the FDA’s current thinking on this topic.   
11 See also section 351(i) of the PHS Act.  
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framework.12  A URRA is important to help identify use-related hazards associated with the user 101 
interface design of the combination product, as well as to characterize risks so they can be 102 
mitigated (such as through risk controls) or eliminated through improved product user interface 103 
design.  The sponsor should initiate the URRA early during product development and, 104 
subsequently, use and update the URRA in all phases of the product lifecycle,13 for example, as 105 
the product design changes, or as new risks are identified during development or post marketing.  106 
 107 
The URRA should include the following: 108 
 109 

• A comprehensive list of all tasks required for the use of the product 110 
 111 

• The potential use errors and harms that may occur with those tasks 112 
 113 

• A determination of whether each task is a critical task  114 
 115 

• Risk controls employed in the user interface design to mitigate the use errors 116 
 117 

• Evaluation methods that have been used (or will be used) to evaluate the effectiveness of 118 
the risk controls. 119 

 120 
The URRA, along with other information, such as comparative analyses, can help inform 121 
whether the sponsor should submit HF validation study results for Agency review as part of the 122 
marketing application.  The URRA is also a key component in developing an HF validation 123 
study protocol and informing the acceptability of residual risks.14 Additionally, the URRA may 124 
aid in demonstrating compliance with applicable requirements codified in 21 CFR part 4 subpart 125 
A for combination products.  126 
 127 
 128 

 
12 Please note that there are other considerations for developing a risk management program.  For combination 
products that include a device constituent part, the recommendations in this guidance would serve to augment a risk 
management program based on International Organization for Standardization (ISO) 14971 Application of risk 
management to medical devices (2019) (ISO 14971) and the International Council for Harmonisation (ICH) 
guidance for industry Q9(R1) Quality Risk Management (May 2023) (ICH Q9(R1)).  With regard to combination 
products, either ICH Q9(R1) or ISO 14971/ISO Technical Report (TR) 24971 Guidance on the application of ISO 
14971 (2020) (ISO TR 24971) could serve as a basis for developing a suitable framework for risk management, and 
reference to both can be helpful in developing such a framework.  For combination products that include a device 
constituent part, however, FDA recommends use of an ISO 14971/ISO TR 24971-based framework, incorporating 
relevant considerations from ICH Q9(R1), to ensure a sufficiently robust risk management process consistent with 
current best practices and global regulatory trends and norms.  See, for example, the Association for the 
Advancement of Medical Instrumentation Technical Information Report (AAMI TIR) 105:2020 Risk Management 
for Combination Products (2020). 
13 For an example about the use of a URRA to support clinical investigation protocols, see Question 11 in the 
guidance for industry and FDA staff Application of Human Factors Engineering Principles for Combination 
Products: Questions and Answers. 
14 See the guidance for industry and FDA staff Applying Human Factors and Usability Engineering to Medical 
Devices. 
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III. URRA DEVELOPMENT 129 
 130 
When developing the URRA, the sponsor should consider all the intended uses of the product, 131 
the potential product users, and the likely use environments.  Each of these may impact product 132 
design, user tasks, and subsequent risks and potential harms associated with use of the product.  133 
Sponsors should reference the guidance for industry and FDA staff Applying Human Factors and 134 
Usability Engineering to Medical Devices for more details on HF and use-related risk. 135 
 136 
The appendix includes an abbreviated example of a URRA in table format.  This is one possible 137 
option for formatting a URRA and is not intended to represent the only acceptable option.  138 
 139 

A. Identify User Tasks 140 
 141 
A sponsor can begin the URRA process by developing a comprehensive and systematic list of all 142 
tasks involved in use of the product.  This should include user tasks — those tasks related to the 143 
physical use of the product — and knowledge tasks — those tasks that involve assessing 144 
information provided by the labeling.  The sponsor can identify tasks by conducting a task 145 
analysis15 or contextual inquiry.   146 
 147 

B. Identify Potential Use Errors 148 
 149 
Once all tasks associated with use of the product have been identified, the sponsor should 150 
identify, for each task, what use errors can be reasonably expected to occur.  Reasonably 151 
foreseeable misuse (including product use by unintended but foreseeable users) should be 152 
evaluated to the extent possible.  The simplest example is task omission when a user fails to 153 
complete the task at all.  Other task-related errors may be more difficult to identify; however, 154 
there are several tools that can aid in their identification such as failure modes and effects 155 
analysis or fault tree analysis.16 156 
 157 
Potential use errors can also be identified from a sponsor’s experience with use of the proposed 158 
product (e.g., during clinical trials), literature review, adverse event reports, or product safety 159 
communications, among other sources.  160 
 161 
Furthermore, a sponsor can consider whether its product is similar to other marketed products 162 
with respect to device design, intended uses, users, use environment(s), and labeling.  If similar 163 
marketed products exist, FDA recommends searching and analyzing data from postmarket safety 164 
databases, literature, or other sources (e.g., FDA Adverse Event Reporting System, the Vaccine 165 
Adverse Event Reporting System, Manufacturer and User Facility Device Experience, Institute 166 
for Safe Medication Practices newsletters, Anesthesia Incident Reporting System, and 167 
MedWatch) to identify known use risks associated with each potential use error.   168 
 169 

 
15 For more information on task analysis, see the guidance for industry and FDA staff Applying Human Factors and 
Usability Engineering to Medical Devices. 
16 See ICH Q9(R1). 
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C. Identify the Potential Harms 170 
 171 
For each potential use error, the sponsor should consider the potential harms and clinical impact.  172 
Clinical impact may vary greatly depending on the disease condition and severity, whether the 173 
medication has a narrow therapeutic index,17 dose frequency, treatment urgency, and magnitude 174 
of potential underdose or overdose, and other factors.  These and other considerations are 175 
important for understanding the clinical impact of any use errors and the acceptability of the 176 
residual risk.18    Furthermore, the clinical impact of a use error may not be evident by a single 177 
use error.  Therefore, for the clinical impact assessment, the sponsor should consider the impact 178 
for both one-time and repeated use errors (i.e., the same error occurring on subsequent use of the 179 
product).  For example, in some cases, a one-time error may not have a significant clinical 180 
impact; however, repeated errors may.   181 
 182 

D. Categorize Tasks 183 
 184 
A URRA should categorize each task as either critical or noncritical.  For combination products, 185 
“critical tasks are user tasks which, if performed incorrectly or not performed at all, would or 186 
could cause harm to the patient or user, where harm is defined to include compromised medical 187 
care.  Compromised medical care includes consideration of medication errors.”19  188 
 189 

E. Identify Risk Controls 190 
 191 
For each potential use error, the sponsor should identify what risk controls are in place to either 192 
reduce or remove the risk and potential harm associated with the user interface design.  For 193 
example, if a sponsor identifies during its product development that not all users recognize when 194 
there is an occlusion in the delivery line for an on-body infusion combination product, then the 195 
sponsor may implement an alarm feature as a risk control measure.  The alarm should alert a user 196 
to the presence of an occlusion, which should result in the user taking an action to address the 197 
occlusion.   198 
 199 
Sponsors can implement many possible risk controls to reduce or eliminate risks; however, 200 
generally FDA expects that sponsors focus on eliminating risks, or mitigating risks of the 201 
combination product, as appropriate, through device design when feasible rather than relying on 202 
labeling or training as risk controls.  The following examples of risk controls are summarized 203 
from International Organization for Standardization (ISO) 14971,20 and listed in priority order:  204 
 205 

• Inherently safe design and manufacture; 206 
 207 

• Protective measures in the product itself; and 208 
 209 

 
17 See the draft guidance for industry Restricted Delivery Systems: Flow Restrictors for Oral Liquid Drug Products 
(March 2020). When final, this guidance will represent the FDA’s current thinking on this topic.   
18 A combination product critical task is defined in the guidance for industry and FDA staff Application of Human 
Factors Engineering Principles for Combination Products: Questions and Answers.   
19 Ibid. 
20 ANSI/AAMI/ISO 14971:2019 Medical devices — Application of risk management to medical devices (2019). 
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• Information for safety (such as labels and labeling) and, where appropriate, training to 210 
users.  211 

 212 
For more information, see also the guidance for industry and FDA staff Applying Human Factors 213 
and Usability Engineering to Medical Devices. 214 
 215 

F. Identify Evaluation Methods 216 
 217 
Once the risk controls have been identified, sponsors should include specific details about how 218 
they have evaluated or intend to evaluate the risk controls.  For example, sponsors may indicate 219 
that a particular risk control will be evaluated as part of a specific task in the proposed human 220 
factors validation study protocol. 221 
 222 

G. Update the URRA 223 
 224 
The sponsor should update the URRA in all phases of the product lifecycle, for example, as the 225 
product user interface or risk controls change, or as new risks are identified during development 226 
or post marketing.  For additional considerations associated with a combination product design 227 
change, FDA encourages sponsors to follow the HF principles laid out in the guidance for 228 
industry and FDA staff Application of Human Factors Engineering Principles for Combination 229 
Products: Questions and Answers. 230 
 231 
 232 
IV. SUBMITTING A URRA  233 
 234 
FDA determines HF data needs for each individual application.  However, a sponsor can 235 
submit21 a URRA along with other supportive information, such as comparative analyses, to 236 
support the position that the sponsor does not need to submit HF validation study results for 237 
Agency review in the marketing application, or to support the design of an HF validation study 238 
protocol. 239 
 240 

A. Justifying That HF Validation Study Results Do Not Need to Be Submitted 241 
 242 
Along with the URRA, if the same or similar combination products exist, it may be useful to 243 
conduct comparative analyses, which include a labeling comparison, a comparative task analysis, 244 
and a physical comparison between the proposed product and the comparator for the purposes of 245 
identifying what differences exist between the user interfaces and where the same or similar risks 246 
may apply to the proposed product.  For certain types of applications, the use of information 247 
from another development program may require that the sponsor own the information or have a 248 
right of reference.22  A sponsor should consider this additional information to help determine 249 

 
21 See the draft guidance for industry Contents of a Complete Submission for Threshold Analyses and Human 
Factors Submissions to Drug and Biologic Applications.  When final, this guidance will represent the FDA’s current 
thinking on this topic. 
22 See, for example, 21 CFR 314.3, “Right of reference or use means the authority to rely upon, and otherwise use, 
an investigation for the purpose of obtaining approval of an application, including the ability to make available the 
underlying raw data from the investigation for FDA audit, if necessary.” 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

8 

whether the results from an HF validation study need to be submitted to support the marketing 250 
application.  For the justification, the sponsor should consider multiple factors, including but not 251 
limited to intended users, uses, drug and device characteristics, dosing considerations, user 252 
familiarity and experience with product presentation, user characteristics, clinical impact of use 253 
errors, and use environment.23  254 
 255 
If the sponsor determines that differences (if any) identified in the comparative analyses do not 256 
warrant submitting HF validation study results to the marketing application24, the sponsor should 257 
submit the URRA and any other supportive information, such as comparative analyses, together 258 
with the justification for not submitting an HF validation study for review under the IND.25 259 
 260 
Selecting an appropriate comparator product will depend on the regulatory pathway, and 261 
sponsors should contact the review division to ensure they are using an appropriate comparator 262 
product.26   263 
 264 

B. Developing an HF Validation Study Protocol  265 
 266 
A sponsor can use the URRA to identify the need for risk control strategies and to design an HF 267 
validation study that adequately evaluates those risk control strategies. 268 
 269 
It is important to note that there is a connection between the tasks and risk controls in the URRA, 270 
the labels and labeling, and the HF validation study protocol.  For example, critical tasks 271 

 
23 See the draft guidance for industry Bridging for Drug-Device and Biologic-Device Combination Products 
(December 2019).  When final, this guidance will represent the FDA’s current thinking on this topic. 
24  Separate from whether an HFVS is submitted to the marketing application, in accordance with 21 CFR part 4, a 
combination product that includes a device constituent part must comply with applicable quality system regulations 
(21 CFR part 820).  This includes 21 CFR 820.30, Design controls, requirements relevant to HF testing for design 
verification/validation; and relevant to documentation of risk analysis.  See the guidance for industry and FDA staff 
Current Good Manufacturing Practice Requirements for Combination Products (January 2017) for additional 
information.  On Feb 2, 2024, FDA issued a final rule amending the device quality system regulation, 21 CFR part 
820, to align more closely with international consensus standards for devices.  FDA also made conforming 
amendments to 21 CFR part 4 (89 FR 7496).  This final rule will take effect on Feb 2, 2026.  Once in effect, this rule 
will amend the majority of the current requirements in part 820 and incorporate by reference the 2016 edition of the 
ISO 13485, Medical devices – Quality management systems – Requirements for regulatory purposes, in part 820. As 
stated in the final rule, the requirements in ISO 13485 are, when taken in totality, substantially similar to the 
requirements of the current part 820, providing a similar level of assurance in a firm’s quality management system 
and ability to consistently manufacture devices that are safe and effective and otherwise in compliance with the 
FD&C Act.  When the final rule takes effect, FDA will also update the references to provisions in 21 CFR part 820 
in this guidance to be consistent with that rule. 
25 If the sponsor intends to submit a URRA and comparative analyses to justify why an HF study does not need to be 
submitted for Agency review in the marketing application, FDA encourages the sponsor not to submit a protocol 
simultaneously.  This is because the result of the URRA submission review determines whether a HF validation 
protocol should be submitted. 
26 As applicable, see also the draft guidance for industry Applications Covered by Section 505(b)(2) (December 
1999), draft guidance for industry Bridging for Drug-Device and Biologic-Device Combination Products, guidance 
for industry Determining Whether to Submit an ANDA or a 505(b)(2) Application (May 2019), guidance for industry 
Considerations in Demonstrating Interchangeability With a Reference Product (May 2019), guidance for industry 
and FDA staff Principles of Premarket Pathways for Combination Products (January 2022), and/or the guidance for 
industry Questions and Answers on Biosimilar Development and the BPCI Act (September 2021).  When final, these 
guidances will represent the FDA’s current thinking on these topics.   
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identified in the URRA often use the labels and labeling as one aspect of risk control, and the 272 
sponsor should evaluate these risk controls in the HF validation study. 273 
 274 
 275 
V. EXAMPLES 276 
 277 
Sponsors should consider the following examples that illustrate how a URRA, along with other 278 
supporting information, as appropriate, can generally be used for determining what HF study 279 
results or information may need to be submitted to support a marketing application.  These are 280 
intended as examples only, not an exhaustive list; certain products may raise distinct, product-281 
specific considerations that are not taken into account in the examples below.  If manufacturers 282 
have specific questions relating to their particular products, the Agency recommends that they 283 
contact the appropriate review division for assistance.  284 
 285 

A. Prefilled Syringe for Use by Health Care Professionals 286 
 287 
A sponsor is developing a drug-device combination product with a prefilled syringe (PFS) device 288 
constituent part for use by certain health care professionals (e.g., nurses) in a nonemergency 289 
health care setting.  In the course of developing the URRA, the sponsor notes that the device 290 
constituent part has features that are commonly known to the intended users from other approved 291 
products and that are commonly used in the intended use environment.  Further, the sponsor 292 
notes that these health care professionals have significant formal education and clinical practice 293 
experience in administering medications using this device design.  The proposed PFS is a single-294 
use device for a single dose injection where the full contents of the device are administered, not 295 
requiring weight-based dosing and administration of partial contents of the PFS for any 296 
subpopulation (e.g., pediatric).  297 
 298 
The URRA identified all of the user tasks required to use the combination product, the potential 299 
use errors and clinical harms associated with those use errors, and the implemented risk control 300 
measures.  In the sponsor’s justification that no simulated-use HF validation study results need to 301 
be submitted in the marketing application, the sponsor notes that the intended users (health care 302 
professionals (e.g., nurses)) frequently perform the critical and noncritical tasks required to use 303 
the product, such as storing the product in a refrigerator, removing the air bubble, and delivering 304 
the medication subcutaneously by pinching the skin.  305 
 306 
The sponsor submits the URRA, together with its justification for not submitting HF validation 307 
study results, to the IND for Agency review and concurrence.  FDA determines, in this instance, 308 
that results of an HF validation study need not be submitted in the future marketing application.  309 
 310 

B. Emergency Use Auto-injector for Lay Users 311 
 312 
A sponsor is developing a prefilled drug-device combination product with an auto-injector27 313 
device constituent part for use in an emergency situation by lay users.  In the course of 314 
developing the URRA, the sponsor notes that the device constituent part has features that may be 315 
understood by a subset of the intended user population, but that some intended users may have 316 

 
27 This particular example may also apply to other combination products for emergency use (e.g., nasal sprays).  
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no experience with similar products.  Additionally, the sponsor notes that the conditions of the 317 
use environment may vary considerably and include several stressors (e.g., noise, distractions, 318 
stress from the emergency itself) that may negatively impact the correct use of the product.  319 
Because this is an emergency use product, incorrect use may delay treatment and cause 320 
significant harm or death to the patient.  321 
 322 
Based on its URRA, the sponsor has identified that the use risks are such that it should submit an 323 
HF validation study in the marketing application.  The sponsor proceeds by using the completed 324 
URRA to develop the HF validation study protocol, which the sponsor submits to its IND for 325 
Agency review.  For this example, the Agency agrees with the sponsor’s determination that 326 
results from an HF validation study should be submitted in the marketing application, and the 327 
Agency reviews and provides feedback on the HF validation study protocol. 328 
 329 

C. Auto-injector for Lay Users — Using URRA in Conjunction With 330 
Comparative Analyses   331 

 332 
A sponsor is developing a prefilled drug-device combination product with an auto-injector 333 
device constituent part for use by lay users in a nonemergent setting.  In the course of developing 334 
the URRA, the sponsor notes that the device constituent part has user interface features that may 335 
be understood by a subset of the intended user population, but that some intended users may 336 
have no experience with similar products.  Additionally, the sponsor notes that the use 337 
environments may vary considerably.  338 
 339 
Based on its URRA, the sponsor has identified that the use risks may warrant submitting an HF 340 
validation study in the marketing application; however, the sponsor notes similarities between 341 
the design of the user interface of its proposed product and a currently approved U.S. product.  342 
Furthermore, both the proposed product and the currently approved U.S. product have similar 343 
intended users with highly similar intended user characteristics (such as age and physical and 344 
cognitive attributes, concomitant disease/conditions, and constraints or limitations), and both 345 
products are used in the same use environments.  The sponsor proceeds by conducting detailed 346 
comparative analyses, including a physical comparison, task comparison, and labeling 347 
comparison.  The sponsor concludes that differences identified in the comparative analyses are 348 
unlikely to impact critical tasks and use errors associated with the differences will not result in 349 
differing harms or clinical impact.  The sponsor submits its URRA, comparative analyses and a 350 
justification to not submit HF validation studies to its IND for Agency review.  The sponsor 351 
notes its intent to rely on the Agency’s previous approval of the other product and the sponsor’s 352 
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plans to submit a 505(b)(2) application.28,29  For this example, the Agency agrees that the URRA 353 
and comparative analyses and justification are sufficient, and the sponsor does not need to 354 
submit HF validation study results to support its marketing application. 355 
 356 

D. Drug Product With Complicated Dosing 357 
 358 
A sponsor is developing a drug product in specially designed blister packaging intended to 359 
ensure appropriate dosage and administration by a lay user.  The proposed product has a 360 
complicated dose escalation phase.  The patient should take one tablet a day for the first 3 days, 361 
followed by two tablets a day for the next 2 days, and finally four tablets a day for the next 5 362 
days.  When considering the risks during early product development, the sponsor identified that 363 
if a patient deviated from the proposed dosing schedule, the potential harms include overdose 364 
that could lead to hepatotoxicity, which led to a decision to design packaging as a risk control 365 
measure.  Based on the URRA, the sponsor submits an HF validation study protocol to its IND 366 
for Agency review.  For this example, the Agency agrees with the sponsor’s determination that 367 
results from an HF validation study should be submitted in the marketing application, and the 368 
Agency reviews and provides feedback on the HF validation study protocol. 369 

 
28 See section 505(b)(2) of the FD&C Act.  There are legal and regulatory considerations that apply to 505(b)(2) 
applications that rely on information (for example, FDA’s finding of safety and/or effectiveness for a listed drug 
and/or published literature) that the applicant does not own or for which it does not have a right of reference or use 
to support approval of a proposed product.  Applicants of 505(b)(2) applications proposing to rely on such 
information to support approval of a proposed product should discuss their development programs with the 
appropriate review division in CDER’s Office of New Drugs.  For additional information on 505(b)(2) applications, 
see the draft guidance for industry Applications Covered by Section 505(b)(2).  When final, this guidance will 
represent the FDA’s current thinking on this topic.   
29 Please note that this reliance approach may not be applicable under the licensure pathway under section 351(a) of 
the PHS Act.  For information on the 351(a) or 351(k) licensure pathways, applicants should contact the appropriate 
review division. 
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GLOSSARY 370 
 371 
For purposes of this document, the following definitions and concepts apply to use-related risk 372 
analysis (URRA).  For additional information on these terms see the sections above.  For related 373 
definitions see the guidance for industry and FDA staff Applying Human Factors and Usability 374 
Engineering to Medical Devices (February 2016) and the guidance for industry and FDA staff 375 
Application of Human Factors Engineering Principles for Combination Products: Questions and 376 
Answers (September 2023).1  377 
 378 
Critical tasks:  For combination products, “user tasks which, if performed incorrectly or not 379 
performed at all, would or could cause harm to the patient or user, where harm is defined to 380 
include compromised medical care.”2 381 
 382 
Knowledge tasks:  Tasks that require user understanding of information provided to the user in 383 
the product’s labeling and that are not typically or easily evaluated through observation of 384 
simulated use. Rather, knowledge tasks are generally evaluated through knowledge-based 385 
questions. 386 
 387 
Use error:  User action or lack of action that was different from that expected by the 388 
manufacturer and caused a result that (1) was different from the result expected, (2) was not 389 
caused solely by device failure, and (3) did or could result in harm. 390 
 391 
Use-related risk analysis (URRA):  A risk analysis tool used to identify use-related hazards 392 
associated with medical product use and the measures implemented to reduce associated risks. 393 
 394 
User task:  An action or set of actions performed by a user to achieve a specific goal. 395 

 
1 We update guidances periodically.  To make sure you have the most recent version of a guidance, check the FDA 
guidance web page at https://www.fda.gov/regulatory-information/search-fda-guidance-documents.  
2 For the critical task definition and additional information see the guidance for industry and FDA staff Application 
of Human Factors Engineering Principles for Combination Products: Questions and Answers. 

https://www.fda.gov/regulatory-information/search-fda-guidance-documents


Contains Nonbinding Recommendations 
Draft — Not for Implementation 

13 

APPENDIX —URRA TABLE — EXAMPLE FORMAT 396 
 397 

 398 

 
1 Some risk controls, such as low cap removal force may be evaluated by means other than human factors studies. 

Use-Related Risk Analysis Excerpt for a Notional Autoinjector and Drug Combination 
Product 

Task No. User Task 
Description 

Description of 
Potential Use 

Errors 

Potential 
Hazards/Clinical 

Harm and 
Severity 

Critical 
Task 

(Yes/No) 

Risk Control 
Measure for 

Each Use 
Error 

Evaluation Method1 

1 

Remove pen 
cap by 
pulling. 

User does not 
pull off cap 
initially. 
 

Delay in 
administration 
of therapy 
(nonemergency 
product); 
however, 
administration 
of this product 
is not time 
sensitive and 
insignificant 
clinical impact 
expected. 

No Cross-ridge 
cap designed 
with 1-2 N 
pulling force 
(pulling force 
is 
demonstrated 
and confirmed 
by appropriate 
design 
validation).; 
cap removal 
force is 
consistent 
with other 
similar 
products for 
the intended 
user 
population 
and use 
environments;  
Cap Removal 
Diagram on 
Page ##, or 
Figure ### on 
Page ### of 
IFU 
(Instructions 
for Use).   

Ability of user to 
remove cap 
evaluated in human 
factors validation 
study in use 
scenario 1: 
Administration of 
Drug, task 1.  

4 

Press green 
button to 
injection site 
and hold for 
10 seconds. 

Button is held 
for less than 
10 seconds. 

Full dose is not 
injected 
(underdose); 
may lead to 
decreased 
control of 
symptoms even 
with a single 
error. 

Yes IFU Step #:  
Press and hold 
the green 
button until 
click sound is 
heard (Page 
##) of IFU.  

Evaluated in human 
factors validation 
study in use 
scenario 1: 
Administration of 
Drug, task 4. 
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