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Purpose: The purpose of this study is to evaluate how university hospital Institutional Review Boards (IRBs) in Korea classify risk
when reviewing clinical trial protocols.

Methods: IRB experts (IRB chairman, vice chairman, IRB administrator) in the university hospitals obtaining a Human research
protection program (HRPP) or IRB accreditation in Korea were asked to fill out the Google Survey from September 1, 2020 to
October 10, 2020.

Result: Among the 23 responder hospitals, 8 were accredited by the American Association for Human Research Protection
Program (AAHRPP) and 8 were accredited by the HRPP of Ministry of Food and Drug Safety (MFDS). Seven were accredited by
Forum for Ethical Review Committees in Asia and the Western Pacific or Korea National Institution for Bioethics Policy. Thirteen of
23 hospitals (56.5%) had 4 levels (less than minimal, low, moderate, high risk), 4 hospitals had 3 levels (less than, slightly over,
over than minimal risk), 1 hospital had 5 levels (4 levels plus required data safety monitoring board), and 1 hospital had 2 levels
(less than, over than minimal risk) risk classification system. Thirteen of 23 hospitals (56.5%) had difficulty classifying the risk levels
of research protocols. Fourteen hospitals (60.9%) responded that different standards among hospitals for risk level determination
associated with clinical trials will affect the subject protection. Six hospitals (26.1%) responded that it will not. Three hospitals
(13.0%) responded that it will affect the beginning of the clinical trial. To resolve differences in standards between hospitals,
14 hospitals (60.9%) responded that either the Korean Association of IRB or MFDS needs to provide a guideline for risk level
determination in clinical trials: 5 hospitals (21.7%) responded education for IRB members and researchers is needed; 3 hospitals
(13.0%) responded that difference among institutions needs to be acknowledged; and 1 hospital (4.3%) responded that there
needs to be communication among IRB, investigator, and sponsor.

Conclusion: After conducting a nationwide survey on how IRB in university hospital determines risk during review of clinical
trials, it is reasonable to use 4-level risk classification (less than minimal, low, moderate, high risk); the most utilized method
among hospitals. Moreover, personal information and conflict of interest associated with clinical trials have to be considered when
reviewing clinical trial protocols.
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Table 1. Classification of risk levels by type of institutional certifi-
cation (n=23)

Certification type and risk level classification No. (%)
Accredited by AAHRPP
Classified into 3 levels 2(25.0)
Classified into 4 levels 6 (75.0)
Total 8(100.0)
Accredited by MFDS
Classified into 3 levels 2(250)
Classified into 4 levels 4(50.0)
Do not have regulations 2(25.0)
Total 8(100)
Others (Accredited by FERCAP, KoNIBP)
Classified into 2 levels 1(14.3)
Classified into 4 levels 3(429)
Classified into 5 levels 1(14.3)
Do not have requlations 2(28.6)
Total 7 (100)

AAHRPP, Association for the Accreditation of Human Research Protection
Programs; MFDS, Ministry of Food and Drug Safety; FERCAP, Forum for
Ethical Review Committees in the Asian and Western Pacific Region;
KoNIBP, Korea National Institute for Bioethics Policy.
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Table 2. Risk level classification comparison
(lassification-2**

(Classification-1* Classification-3***

Category I Level 1 Minimal risk research
Category I Level 2 Low risk research
Level 3 Moderate risk research
Level 4 High risk research
High risk research with DSMB
Category I

*Category I Not involving greater than minimal risk (e.g., retrospective
study, most surveys, postmarketing surveillance); Category IL The risk is
greater than minimal risk, but a direct benefit is expected for the subject
(e.g., new drug research); Category 1T The risk is slightly higher than
minimal risk, and a direct benefit is not expected for the subject (e.g,,
bioequivalence test).

**Level 1: Not involving greater than minimal risk (e.g., routine physical
and psychological examination or tests, observational studies of behavior,
survey or questionnaire studies of a nonsensitive issue); Level 2: Greater
than minimal risk but can be considered as a minor risk (e.g., possibility
of mild damage or discomfort,full recovery possible, severe damage
or discomfort is possible but the possibility is low, single drug study in
healthy people, phase 4 study to obtain additional information on the
safety and effectiveness of drug or medical devices approved by the
Ministry of Food and Drug Safety); Level 3: A risk that exceed the 'level
2" but is not significantly high (e.g., possibility of moderate damage
or discomfort but countermeasures or solutions are in place, a study
using a placebo in subject with the illness); Level 4: Expected risk or
discomfort exceeds the ‘level 3'(e.g., possible serious damage is persistent
or permanent, death, irreversible disorder and causing an irreversible
debilitating condition, investigator-initiated new drug development
clinical trials, implantation of medical devices, safety data for persons are
restricted or there is no data available, clinical studies using new chemical
therapy of gene therapy).

***Minimal risk research: retrospective chart review study, surveys that
will not make the study subjects feel uncomfortable. Low risk research:
minor increase over minimal risk research, studies involving computed
tomography, positron emission tomography examination. Moderate risk
research: phase 2 clinical trials and most phase 3 clinical trials, studies
involving biopsy. High risk research: most phase 1 drug or medical device
clinical trials, first-in-human studies. High risk research with Data Safety
Monitoring Board (DSMB): a randomized comparative clinical trial in which
the primary endpoint is death or severe disease, randomized comparative
clinical trial to evaluate the clinical efficacy and safety of a new treatment
with the purpose of reducing death or severe disease, early studies of
high-risk treatments with very limited information on clinical efficacy,
early-stage research to evaluate new treatments or therapy, etc.
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Table 3. Requirements for research subject protection plan by
accreditation type (n=23)

Requirements by accreditation type No. (%)
Accredited by AAHRPP
Protection plans are required according to risk during IRB review 8 (100)
Protection plans are not required during IRB review 0(0)
Total 8(100)
Accredited by MFDS
Protection plans are required according to risk during IRB review 8 (100)
Protection plans are not required during IRB review 0(0)
Total 8(100)

Others (Accredited by FERCAP, KoNIBP)
Protection plans are required according to risk during IRB review 5 (71.4)
Protection plans are not required during IRB review 2(286)
Total 7(100)

AAHRPP, Association for the Accreditation of Human Research Protection
Programs; IRB, Instituonal Review Board; MFDS, Ministry of Food and
Drug Safety; FERCAP, Forum for Ethical Review Committees in the Asian
and Western Pacific Region; KoNIBP, Korea National Institute for Bioethics
Policy.

Table 4. Difficulty in classifying risk levels of research protocol by
accreditation type (n=23)

Difficulty in classifying risk levels No. (%)
Accredited by AAHRPP
There are difficulties in classifying risk levels 2(25.0)
There is no difficulty in classifying risk levels 6(75.0)
Total 8(100)
Accredited by MFDS
There are difficulties in classifying risk levels 6(75.0)
There is no difficulty in classifying risk levels 2(25.0)

Total 8(100)
Others (Accredited by FERCAP, KoNIBP)

There are difficulties in classifying risk levels 5(71.4)
There is no difficulty in classifying risk levels 2(286)
Total 7(100)

AAHRPP, Association for the Accreditation of Human Research Protection
Programs; MFDS, Ministry of Food and Drug Safety; FERCAP, Forum for
Ethical Review Committees in the Asian and Western Pacific Region;
KoNIBP, Korea National Institute for Bioethics Policy.
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Table 5. Effects of different risk level determination among
hospital IRBs to subject (n=23)

Effects No. (%)

It will affect subjects 14 (60.9)
[t will not affect subjects 6(26.1)
Others (It will affect research)* 3(13.0)

IRB, Instituonal Review Board.
*Conflict between IRB and researcher, exclusion from research group, or
delay in research start.

Table 6. Solutions for different risk level classification among
institution (n=23)

Solutions No. (%)
MFDS or KAIRB provide guidelines 14 (60.9)
Training IRB members and researchers 521.7)
Recognize differences between institutions 3(13.0)
Communication among IRB, researchers, and sponsor 1(4.3)

MFDS, Ministry of Food and Drug Safety; IRB, Instituonal Review Board;
KAIRB, Korean Association of IRB.
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