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 Define what IRB Approval with Conditions 
means.

 Understand the circumstances that preclude the 
IRB from approving research with conditions.

 Understand the circumstances that permit the  
IRB to approve research with modifications.

Objectives



 Risks are minimized

 Risks are reasonable in relation to anticipated benefits

 Selection of subjects is equitable

 Informed consent will be sought and documented appropriately

 Data will be monitored to ensure subject safety and compliance

 There are adequate protections for subject privacy and data confidentiality

 There are additional safeguards for vulnerable populations 
(children, pregnant women, prisoners)

Criteria for Approval

References:  45 CFR 46.111; HRP – 314  Criteria for Approval



What does Approval with Conditions mean per the Regulations? 
UC Davis Institutional Review Board



The IRB often requests that Investigators make specified changes to the research 
protocols or consent form documents.  Here, at UC Davis, we refer to this as 

“Approved with Modifications, 
Modifications Required, 

or Directive Modifications” 

the OHRP Guidance refers to it as 
Approval of Research with Conditions

What does IRB Approval with Conditions mean?



“IRB approval with conditions (sometimes referred to as “conditional approval” or “contingent
approval”) means that at the time when the IRB reviews and approves a submission, the IRB requires as a 
condition of approval that the investigator:

(a) make specified changes to the research protocol or informed consent document(s), 
(b) confirm specific assumptions or understandings on the part of the IRB regarding how the research
will be conducted, or 
(c) submit additional documents, such that, based on the assumption that the conditions are satisfied, 
the IRB is able to make all of the determinations required for approval under the
HHS regulations at 45 CFR 46.111 and, if applicable, subparts B, C, or D of 45 CFR part 46. 

With respect to research reviewed and approved with conditions by the IRB at a convened meeting, note that 
because the IRB is able to make all these determinations, the IRB may designate the IRB chairperson 
(and/or other individual(s) with appropriate expertise or qualifications) to review responsive 
materials from the investigator and determine that the conditions have been satisfied, and further review by the 
IRB at a subsequent convened meeting would not be necessary.”

What does IRB Approval with Conditions mean?

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



What circumstances preclude the IRB from approving research?
UC Davis Institutional Review Board



“Any time the IRB reviewing a research project cannot make one or more of the determinations required for
approval by the HHS regulations at 45 CFR 46.111 and, if applicable, subparts B, C, or D of 45 CFR part

46, the IRB must not approve the research project. This applies to both initial and continuing review of
research, and review of proposed changes to previously approved research.

For example, the IRB must not approve a proposed research project undergoing initial review when the
IRB (a) is unable to make the required determinations about research risks and benefits, the adequacy of

privacy and confidentiality protections, or the adequacy of the informed consent process because the
research protocol provides insufficient information related to these aspects of the research, and (b) is

unable to specify changes to the research protocol that if made would allow the IRB to make these
required determinations.”

What circumstances preclude the IRB from approving research?

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



1. Providing a justification for using a placebo and withholding currently available treatment for a serious 
medical condition for subjects assigned to a control group (OHRP notes that in this example the IRB would 
need the investigator’s response in order to make the determinations under 45 CFR 46.111(a)(1)
and (2));

2. Providing a justification for enrolling children in the research and an explanation of how the research 
would satisfy the requirements of subpart D of 45 CFR part 46 (OHRP notes that in this example the IRB 
would need the investigator’s response in order to make the determinations under subpart D of 45
CFR part 46);

3. Revising the study hypothesis and, accordingly, the study design (OHRP notes that in this example the IRB 
would need the investigator’s response in order to make the determinations under 45 CFR 46.111 (a)(1), 
(2), and (4));

4. Providing a description of procedures that the control group will undergo (OHRP notes that in this 
example the IRB would need the investigator’s response in order to make the determinations under 45 CFR 
46.111(a)(1), (2), and (4));

OHRP Examples of Reasons to Defer or Disapprove Research 

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



5. Providing clarifying information needed to assess the risks to subjects, such as clarifying whether 
individuals who have taken aspirin within 14 days prior to enrollment will be excluded from the study 
because of concerns about the risks of bleeding (OHRP notes that in this example the IRB would need the 
investigator’s response in order to make the determinations under 45 CFR 46.111(a)(1) and (2); 

6. Clarifying the timing and circumstances under which the informed consent of prospective subjects will be 
sought (OHRP notes that in this example the IRB would need the investigator’s response in order to make the 
determinations under 45 CFR 46.111(a)(4); 

7. Providing a plan to implement additional subject monitoring in order to reduce risks to subjects, given the 
number of serious adverse events that have occurred in study subjects since the prior IRB review (OHRP notes 
that in this example the IRB would need the investigator’s response in order to make the determinations 
under 45 CFR 46.111(a)(1), (2), and (4)).

OHRP Examples of Reasons to Defer or Disapprove Research (cont.)

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



What circumstances permit the IRB to approve research with modifications?
UC Davis Institutional Review Board



“The IRB may approve research with conditions if, given the scope and nature of the conditions, the IRB is
able, based on the assumption that the conditions are satisfied, to make all of the determinations required
for approval under the HHS regulations at 45 CFR 46.111 and, if applicable, subparts B, C, or D of 45

CFR part 46. The authority to approve research with conditions extends to the IRB’s initial review of
research, continuing review of research, and review of proposed changes to previously approved
research. This authority also applies to IRB review of research at a convened meeting or under an

expedited review procedure.”

1. Confirmation of specific assumptions or understandings on the part of the IRB regarding how the 
research will be conducted (e.g., confirmation that the research excludes children);

2. Submission of additional documentation (e.g., certificate of ethics training);

3. Precise language changes to protocol or informed consent documents; or

4. Substantive changes to protocol or informed consent documents along with clearly stated 
parameters that the changes must satisfy.

What circumstances permit the IRB to approve research with modifications?

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



1. Requiring submission of an endorsement letter from a department chair, as required by institutional policy, 
and designating an IRB staff member to confirm receipt of the required documentation;

2. Requiring correction of minor grammatical and typographical errors in the informed consent document, 
and designating an IRB staff member to review the revised consent document and confirm the required 
corrections were made;

3. Requiring a listed investigator provide a copy of his approved clinical privileges/hospital staff 
appointment document in order to confirm he has approval to perform the procedures (e.g., percutaneous 
liver biopsies) proposed in the research protocol at the institution where the research is to be conducted, and 
designating an staff member to review this document and confirm that the clinical privileges of the listed 
investigator include authorization to perform such procedures.

OHRP Examples of Approved Research with Conditions (Modifications)

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



4. Requiring that the investigator re-locate in the informed consent document the statement “You will receive 
$500 for participating in this study” from the “Benefits” section to a separate section, “Compensation,” and 
designating an IRB staff member to review the revised informed consent document and verify the re-location;

5. Requiring the investigator – in order to ensure that risks to subjects are minimized – add “a history of 
aspirin use in the past 14 days” to the exclusion criteria for subject enrollment in the research protocol, and 
designating an IRB staff member to review the revised protocol and verify that the stipulated language was 
added to the exclusion criteria;

6. For a randomized clinical trial comparing two types of surgical procedures, requiring the investigator – in 
order to ensure that informed consent will be obtained under circumstances that provide prospective subjects 
with sufficient opportunity to consider whether or not to participate – revise the protocol to indicate that 
informed consent of the prospective subjects will be sought by the investigator during an outpatient clinic 
visit at least one week before the surgery, and designating an IRB staff member to review the revised 
protocol and verify that the requested language regarding the process for soliciting informed consent from 
subjects was added to the protocol.

OHRP Examples of Approved Research with Conditions (Modifications)

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



7. Requiring the investigator to (a) confirm that any standard contrast material used in radiological 
procedures dictated by the research protocol will be limited to agents and dose levels specified in precise 
detail by the IRB, and (b) submit a revised protocol which includes the precise agents and dose levels, and 
designating an IRB staff member to review the revised protocol and verify that the changes made by the 
investigator match those specified by the IRB; 

8. Requiring that the investigator modify the informed consent document to include standard template 
language used for research involving college psychology students, stating that comparable non-research 
alternatives for earning extra credit will be offered to students who choose not to participate in the research, 
and designating an IRB staff member to review the revised informed consent document and verify the 
addition;

9. Requiring the addition to the consent document of a description of the risks of a standard chemotherapy 
drug, where the risks are well-described in the research protocol, and designating an IRB member or 
consultant who is knowledgeable about those risks to review the revised consent document and confirm that 
the description of the risks is satisfactory.

OHRP Examples of Approved Research with Conditions (Modifications)

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



OHRP Examples of Approved Research with Conditions (Modifications)

10. Requiring revision of the research protocol to include a description of the type and amount of standard 
contrast material to be used in the radiological procedures dictated by the research protocol, and designating 
an IRB member or consultant who is a radiologist to review the revised protocol and ensure that the use of 
standard contrast material is medically appropriate;

11. Requiring simplification of the description of the study risks in the consent document to be at an 8th grade 
comprehension level, and designating the IRB chairperson to review the revised consent document and ensure 
that risks are accurately described and understandable at an 8th grade comprehension level;

12. Requiring the research protocol be revised to include a plan for (a) informing subjects about the results of 
standard clinical tests performed as part of the 
research (e.g., cardiac function tests), and (b) referring subjects for appropriate clinical follow-up, and 
designating an IRB member or a 
consultant with appropriate clinical expertise (e.g., a cardiologist) to review the revised protocol and confirm 
that the plan is medically 
appropriate.

References:  Approval of Research with Conditions: OHRP Guidance (2010) | HHS.gov



Directive Modifications or 
Deferral?

Let’s look at some examples



Making Comments:

Directive comments that are itemized and offer 
instructions that can be verified by a Committee 
Analyst, IRB Chair, or a designated Reviewer in 
a response—such as a specific change of 
language marked by page, paragraph, and 
sentence—can contribute to a determination of 
Modifications Required.

Comments that require clarifications or changes that 
are conceptual, invite researcher interpretation of 
information, relate to the tone or context of subject-
facing materials, or will require discretion by 
reviewers to determine if a response is satisfactory 
cause a Deferral.



Directive Modifications or Deferral?

This is community-based participatory research. The committee is concerned about the risk of 
stigmatization of the Hmong community. In the Initial Review Application, please provide a 

description of what has been done in consultation with the Hmong community leaders that will 
guide this research.

Directive Modifications Or Deferral?

Deferral



Directive Modifications or Deferral?

Protocol, Consent and Email Advertisement: The protocol states there are no known risks to 
pregnant women. Clarify why pregnant women are excluded, or will be removed if they become 
pregnant. Please provide additional information regarding the fetus. The consent form states that 

the risks to the fetus are unknown. Are there risks to the fetus?

Directive Modifications Or Deferral?

Deferral



Directive Modifications or Deferral?

Protocol and Consent: Foods are sources of pre and probiotics. For example, yogurt and kefir 
with live cultures are considered a probiotic; dairy free fermented beverages like Yakult or other 
fruit-based kefirs are probiotics. Prebiotics in food products are very widespread; most notably 

inulin is added to many energy bars and snack bars – will these be limited?
Create a list of pre- and probiotics that need to be avoided during the study.

Directive Modifications Or Deferral?

Deferral



Directive Modifications or Deferral?

Consent, Online: Remove the section for the ClinicalTrials.gov language 
for clinical research as it’s not applicable here.

Directive Modifications Or Deferral?

Directive Modifications



Directive Modifications or Deferral?

Consent Form, Page 2, What Happens If I Say Yes, Before Paragraph 1, Add the 
following: Before the child begins the study, parents will view the images to determine if 

the images that may provoke certain feelings are appropriate for their child. 

Directive Modifications Or Deferral?

Directive Modifications



Directive Modifications or Deferral?

Advertisement, Email, Exclusion Criteria, Second Bullet: Add "compromised immune system" so it 
says

Subjects must have no history of diabetes, known cardiovascular disease, compromised 
immune system, malignancy, kidney disease, or chronic steroid use.

Directive Modifications Or Deferral?

Directive Modifications



Main IRB Determinations
Determination Meaning

Approval Ethical criteria are satisfied. Research can begin when all other institutional 
approvals are obtained.

Approval with            
Administrative
Comment

Ethical criteria are satisfied. Research can begin when all other institutional 
approvals are obtained. The IRB provides an administrative comment about some 
aspect of the project or its conduct outside of the criteria for approval.

Approval with       
Modifications 
Required

The IRB requires modifications in order to approve the research.                  
Research cannot commence until a final approval is received.

Deferral The IRB cannot approve the research as submitted and describes reasons or 
modifications that might make the research approvable; the IRB requests additional 
information from the researcher. Reviewer comments use words like: clarify, provide 
more information, define, simplify, interpret. 

Disapproval The IRB cannot approve the research as submitted and cannot describe 
modifications that might make the research approvable.



Committee Member Resources:

• https://research.ucdavis.edu/policiescomplian
ce/irb-admin/members/

• Secondary Reviewer Summary Templates 
(New, Modification, and Continuing Review)

• Reviewer Placemat



Reviewer Placemat



THANK YOU!

The efficient review and 
approval of research is a gift 

to the discovery and 
dissemination of knowledge.
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