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XV. Special Issues

A. Special populations as subjects

1). Definition of a special population

When some or all of the subjects are likely to be vulnerable to coercion or 
undue influence, such as children, prisoners, pregnant women, fetuses, 
embryos, traumatized individuals, mentally disabled persons, employees, 
students, terminally ill, elderly, or economically or educationally 
disadvantaged persons, additional safeguards should be included in the 
study to protect the rights and welfare of these subjects.  The additional 
safeguards used to protect the special population should be listed on the 
application form for new studies.

2). Prisoners

No research shall be reviewed, approved, or permitted by WHF IRB that 
utilizes prisoners as research subjects.  If a research subject becomes 
incarcerated after enrolling in an approved research study, the investigator 
must notify the IRB immediately and terminate the subject’s participation.

3). Children

Louisiana law defines a child as a person who has not yet attained the 
age of 18 years.

All of the ethical standards and regulatory requirements that apply to 
adults are required for the conduct of research involving children.  In 
addition, 45C.F.R.46 Subpart D of the DHHS regulations (and 
corresponding sections of 21C.F.R.50 for FDA-regulated research which 
includes clinical investigations that support applications for research or 
marketing permits for products regulated by the FDA, including foods, 
including dietary supplements that bear a nutrient content claim or a health
claim, infant formulas, food and color additives, drugs for human use, 
medical devices for human use, biological products for human use, and 
electronic products) contain additional safeguards that the IRB must 
consider for research involving children. 
Unless the exemptions located at 45 C.F.R. 46.101(b)(1)-(6) apply, federal
regulations permit the IRB to approve research involving children only if 
the research interventions or procedures fall into one of three categories:  
 Research presenting “no greater than minimal risk to children.”  

The IRB determines that the level of risk is no greater than 
minimal, regardless of whether the research offers the prospect of 
direct benefit to the child.  The level of risk that a child may be 
exposed to by interventions and/or procedures that do not offer the
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prospect of direct benefit is restricted to the level of risk that a 
child may be exposed to in the course of a child’s everyday life.  
An intervention and/or procedure that offer the prospect of direct 
benefit yet presents only minimal risk is also approvable under 
this category.

 Research involving an intervention or procedure presenting more 
than minimal risk to children that offers the “prospect of 
direct benefit” or may “contribute to the … well-being” of the 
individual child.  The IRB may approve an intervention or 
procedure that offers the prospect of direct benefit to the 
individual child (or a monitoring procedure that is likely to 
contribute to the subject’s well-being), and presents greater than 
minimal risk only if (1) the risk is justified by the anticipated 
benefit to the subjects and (2) the relation of the anticipated 
benefit to the risk is at least as favorable to the subjects as that 
presented by available alternative approaches.  In effect, each arm 
of a study must have an appropriate risk/benefit balance, and the 
comparative therapeutic merits of each arm of a clinical trial 
should be balanced.   The alternatives that must be considered 
include any available alternatives outside of the research study.  
The general principle is that a child should not be disadvantaged 
by entering a research study.  A parent’s decision to enroll a child 
in research should be similar to a decision to permit exposure to 
the risk and benefits of any nonresearch alternative.

 Research involving an intervention or procedure that presents 
only a “minor increase over minimal risk,” yet does not offer 
any “prospect of direct benefit” or “contribute to the well-
being” of the child.  The limited conditions under which such 
research can be approved by an IRB include the following: (1) the
risk represents only a minor increase over minimal risk; (2) the 
intervention or procedure presents experiences to subjects that are 
reasonably commensurate with those inherent in their actual or 
expected medical, dental, psychological, social, or educational 
situations; (3) the intervention or procedure is likely to yield 
generalizable knowledge about the subject’s disorder or condition,
which is of vital importance for the understanding or amelioration 
of the subject’s disorder or condition.

If an IRB cannot fit the research into one of these three categories, it 
must disapprove the research or refer it to a special review panel 
reporting to either the secretary of the DHHS or the FDA 
commissioner.  However, before a research project can be referred to a
federal panel, the local IRB must determine that “the research presents 
a reasonable opportunity to further the understanding, prevention or 
alleviation of a serious problem affecting the health or welfare of 
children.”
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All three categories require that adequate provisions are made for 
soliciting assent of the children and permission of their parent(s) or 
guardian(s).

Federal regulations permit the IRB to approve research without the 
permission of a parent “if the IRB determines that a research protocol 
is designed for conditions or for a subject population for 
which…permission is not a reasonable requirement to protect the 
subjects (for example, neglected or abused children), provided an 
appropriate mechanism for protecting the children who will participate
as subjects in the research is substituted, and provided further that the 
waiver is not inconsistent with federal, state, or local law.”  For 
example, many pediatric IRBs will waive the requirement for parental 
permission for research using adolescent subjects that involves 
medical procedures and treatment that the adolescent can consent to 
without parental knowledge, such as use of contraceptives, treatment 
of sexually transmitted disease, treatment of alcohol and drug abuse, 
and so forth.  However, the FDA does not allow the waiver of parental 
permission for research involving an FDA-regulated product.

Permission for children to participate in research is usually required 
from both parents; however, the IRB may find that the permission of 
one parent is sufficient for research to be conducted 
under 46.404 or 46.405.

4). Pregnant women, fetuses, neonates, placentas

Additional regulatory considerations located at 45 C.F.R. 46.201 – 207
(Subpart B) apply for reviewing research involving pregnant women, 
human fetuses, neonates of uncertain viability, nonviable neonates, or 
placentas after delivery conducted or supported by the DHHS, unless 
the exemptions located at 45 C.F.R. 46.101(b)(1)-(6) apply.

5). Placenta / cord blood collection

Cord blood and/or placenta may be collected at the time of delivery for
research purposes with the consent of the mother. Woman’s IRB 
provides a template consent for cord blood / placenta collection if this 
collection is not part of a larger research study (e. g., for practice of 
cord blood / placenta sampling techniques). [7/2014]

If a study participant consents to donate cord blood / placenta more 
than three months prior to delivery, it is recommended that she 
reaffirm her consent closer to her estimated delivery date. Women in 

http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.404
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.405


Reviewed: 7/07, 11/08, 4/09, 1/11

93Approved 6/6/06
Revised 2/19/10, 10/2012, 7/2014, 1/7/19

active labor should not be consented to participate in a research study, 
including donation of cord blood or placenta. [7/2014]

6). In Vitro fertilization

Under Louisiana law, the use of a human ovum fertilized in vitro is 
solely for the support and contribution of the complete development of
human in utero implantation.  No in vitro fertilized human ovum will 
be farmed or cultured solely for research purposes or any other 
purposes.  The sale of a human ovum, fertilized human ovum, or 
human embryo is expressly prohibited.

Embryonic stem cell research in Louisiana is prohibited by Revised 
Statute §9:122. [7/2014]

B. Compassionate use

According to FDA regulations, an unapproved medical device may normally only 
be used on human subjects when the device is under clinical investigation and 
when used by investigators participating in the clinical trial.  There may be 
circumstances, however, in which an investigational device is the only option 
available for a patient faced with a serious, but not life-threatening condition 
(called “compassionate use”).  Prior FDA approval of the device for 
compassionate use is required.  The physician is responsible for obtaining FDA 
approval before the unapproved investigational device is administered to or 
implanted in a patient.  No emergency use is allowed.

A physician who wishes to use a device for compassionate use should provide the 
HDE or IDE holder with a description of the patient’s condition, the 
circumstances necessitating treatment with the device, a discussion of why 
alternative therapies are unsatisfactory, why the probable risk of using the 
investigational device is no greater than the probable risk from the disease or 
condition, an identification of any deviations in the approved clinical protocol that
may be needed in order to treat the patient and information to address the patient 
protection measures.  Patient protection measures should include informed 
consent from the patient or a legal representative, concurrence with the IRB 
Chair, an independent assessment from an uninvolved physician, authorization 
from the sponsor, and notification of R&D Chair and Research Administrative 
Manager.  The HDE holder is required to submit an HDE amendment to the FDA 
for approval before the use occurs. 

If the FDA approves the request for compassionate use, the physician should 
devise an appropriate schedule for monitoring the patient taking into 
consideration the limited information available regarding the potential risks and 
benefits of the device and the specific needs of the patient.  Further post-approval 
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procedures for compassionate use cases, including the submission of a follow-up 
report to the FDA, are required and are the responsibility of the physician. 

C. Humanitarian use devices

1). General information

Humanitarian Use Devices (HUD) are intended to benefit patients in 
the treatment or diagnosis of diseases or conditions that affect or are 
manifested in fewer than 4,000 individuals in the United States per 
year.  The Humanitarian Device Exemption (HDE) holder is 
responsible for ensuring that an approved HUD is administered only in
facilities having an IRB.  A HUD may be utilized at this site only if 
WHF IRB has agreed to oversee the HUD use.  The physician is 
responsible for obtaining IRB approval before the HUD is 
administered to or implanted in a patient.  No emergency use is 
allowed.  

2). Requirements

The IRB is required to perform a full IRB review for initial approval.  
The use of the device should not exceed the scope of the FDA-
approved indication. Continuing review of the HUD will continue until
the device receives pre-market approval (PMA), is terminated by the 
sponsor, or the investigator no longer chooses to use the device.  If the 
use of the HUD does not exceed the scope of the FDA approved 
indication, it may be reviewed through expedited continuing review 
procedures (unless the IRB determines that full IRB review should be 
performed).

3). Informed consent

If the HUD is the subject of a clinical investigation (one in which 
safety and effectiveness is being collected to support a PMA), IRB 
approval and informed consent is required before use.  If the HUD is 
being used according to the labeled indication, the FDA and HDE 
regulations do not require informed consent.  This is because an HDE 
provides for marketing approval, and use of the HUD for the labeled 
indication does not constitute research or an investigation (which 
would normally require informed consent).  The IRB, however, 
requires that the physician or HDE holder provide information to the 
patient that incorporates a discussion of the potential risks and 
benefits, any procedures associated with the use of the device, and a 
statement that the device is a humanitarian use device for which 
effectiveness for the labeled indication has not been demonstrated. 
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4). Withdrawal of IRB approval

The physician shall be responsible for notifying the HDE holder of any
withdrawal of approval upon notification. The HDE holder is required
to notify the FDA of any withdrawal of approval for the use of a HUD
by a reviewing IRB within 5 working days after being notified of the
approval withdrawal.

D. IRB review of medical devices

1). Significant risk and non-significant risk

Clinical investigations undertaken to develop safety and effectiveness 
data for medical devices must be conducted according to the 
requirements of Investigational Device Exemptions (IDE) regulations 
(21 C.F.R. part 812).  Certain clinical investigations of devices 
(example, certain studies of lawfully marketed devices) may be 
exempt from the IDE regulations {21 C.F.R. 812.2(c)}.  Unless 
exempt from the IDE regulations, an investigational device must be 
categorized as Significant Risk (SR) or Non-Significant Risk (NSR).  
The determination is initially made by the sponsor.  The proposed 
study is then submitted to the FDA (for SR studies) or to an IRB (for 
NSR studies).

The IRB’s SR/NSR determination has significant consequences for the
study sponsor, FDA, and prospective research subjects. SR device 
studies must be conducted in accordance with the full IDE requirement
and may not commence until 30 days following the sponsor’s 
submission of an IDE application to the FDA. The study may not 
proceed until the FDA has approved the IDE application and the IRB 
has approved the study. If the sponsor and the IRB disagree on the 
NSR determination, the FDA is the final arbiter. The IRB should 
document the NSR or SR determination in the IRB meeting minutes.
[2014]

NSR device studies do not require the submission of an IDE 
application to the FDA. The sponsor is required to conduct the study in
accordance with an abbreviated set of requirements [21 C.F.R. 
812.2(b)]. An approval letter from the sponsor verifying the 
determination of NSR status is required. NSR studies may begin 
immediately following IRB approval and may begin with an IDE 
application. However, if the IRB considers the study to be SR, the IRB
will notify the investigator and, when appropriate, the sponsor, and 
request that the sponsor obtain an IDE from the FDA before 
proceeding with the study. If SR, the study may not begin until 
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approval from FDA with an IDE application. The IRB may ask for 
proof of SR device IDE application. [2014]

2). Review of protocol and informed consent

The IRB will follow the procedures outlined for full committee review
and continuing review. Some NSR studies may qualify as minimal risk
studies and be reviewed through an expedited review process.  All SR 
studies present more than minimal risk and full board IRB review is 
necessary.

To assist in its determination of the risk status of a device, the IRB 
requests that the sponsor submit reports of prior investigations 
conducted with the device, the proposed investigational plan, a 
description of the subject selection criteria, and monitoring procedures 
[21 C.F.R.812.150(b)(10).  In addition, the IRB uses the following 
FDA Information Sheets attached as Appendix A: “Significant Risk 
and Nonsignificant Risk Medical Device Studies” and “Sponsor-
Investigator-IRB Interrelationship” documents to assist in SR/NSR 
determinations.

The IRB should consider the basis for the risk determination, the 
nature of the harm that may result from use of the device, and if 
subjects will need to undergo additional procedures as part of the 
investigational study. [2014]

If the IRB agrees with the sponsor’s initial NSR assessment and 
approves the study, the study may begin without the submission of an 
IDE application to the FDA.  If the IRB disagrees, the sponsor must 
notify the FDA that an SR determination has been made.  The study 
can be conducted as a SR investigation following FDA approval of an 
IDE application.

The FDA has the ultimate decision in determining the risk of a device. 
If the FDA does not agree with the IRB’s decision that a device study 
presents a NSR, an IDE application must be submitted to the FDA.  If 
a sponsor files an IDE with FDA because it is presumed to be an SR 
study, but the FDA classifies the device study as NSR, the FDA will 
return the IDE application to the sponsor and the study would be 
presented to the IRB as a NSR investigation. It is unlikely that a device
included in the SR category could be deemed NSR due to the inherit 
risks associated with most such devices. The list of devices provided 
by the FDA is not definitive and is subject to additions and deletions.  
Investigators are encouraged to check with the FDA for the latest list 
of medical devices. The HPA will verify the IDE for any studies 
submitted.
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E. Emergency use

1). Definitions

Emergency use is the use of an investigational drug or biological 
product with a human subject in a life-threatening situation in which 
no standard acceptable treatment is available and in which there is not 
sufficient time to obtain IRB approval [21 CFR 56.102(d)].

Clinical research may be conducted for life-threatening medical 
conditions for which there is no other effective or available treatment. 
Any data collected from the emergency use intervention cannot be 
used as part of a prospective research protocol. 21 CFR 56.104 allows 
a clinical investigation to be exempt from IRB review if it involves 
emergency use of a test article, provided that such emergency use is 
reported to the IRB with five working days. This exemption from prior
IRB review may be used for one time emergency use of a test article, 
and only if all of the conditions in 21 CFR 56.104(d) are met:

 the situation is life-threatening or severely debilitating

 there are no alternatives for treatment available

 there is not sufficient time to obtain IRB approval

 the use is reported to the IRB within 5 business days

 any subsequent use is subject to IRB review

The IRB should review emergency use protocols and consent forms 
when subsequent use of the emergency drug or device is anticipated. 
The IRB will provide a copy of any information that has been 
publically disclosed regarding any emergency use of a drug or device. 

Life-threatening, for the purposes of section 56.102(d), includes the 
scope of both life-threatening and severely debilitating, as defined 
below. 

Life-threatening means diseases or conditions where the 
likelihood of death is high unless the course of the disease is 
interrupted and diseases or conditions with potentially fatal 
outcomes, where the end point of clinical trial analysis is 
survival. The criteria for life-threatening do not require the 
condition to be immediately life-threatening or to 
immediately result in death. Rather, the subjects must be in a
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life-threatening situation requiring intervention before 
review at a convened meeting of the IRB is feasible. 
Severely debilitating means diseases or conditions that 
cause major irreversible morbidity. Examples of severely 
debilitating conditions include blindness, loss of arm, leg, 
hand, or foot, loss of hearing, paralysis, or stroke. 

The FDA allows for treatment of subsequent individuals if the only 
obstacle is that the IRB has not had sufficient time to convene to 
review this emergency use. Emergency use requires an Investigational 
New Drug application to the FDA. The FDA has provisions for 
obtaining emergency Investigational New Drug applications. Current 
Federal law requires that a drug be the subject of an approved 
marketing application before it can be distributed across state lines. In 
order for a sponsor to ship investigational drugs to investigators across
state lines, it must seek an exemption from that legal requirement. The 
IND is the means through which the sponsor technically obtains this 
exemption from the FDA. Under FDA regulations, emergency use of a
test article, other than a medical device, is a clinical investigation. The 
patient is considered a participant and the FDA may require data to be 
reported in a marketing application.

Emergency use of an unapproved device may occur before 
an Investigational Device Exemption application is 
approved.

2). IRB Requirements

If time allows, the investigator should generate a letter to the IRB 
Chair describing the emergency use situation. The letter should 
document compliance with the FDA emergency use regulations, 
which include:

 An explanation that a life-threatening situation exists for which 
no standard treatment is available and

 The treatment must be implemented expeditiously and there is 
insufficient time to obtain IRB approval

Woman’s Hospital IRB requires an independent assessment from an 
uninvolved physician with expertise in the area concerned. If time 
allows, a committee should be formed consisting of the IRB Chair, 
HPA, Medical Director, and an uninvolved physician, at a minimum,
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to review the emergency use. If the IRB Chair is unavailable, the 
Vice Chair, or another member of the IRB if the Vice Chair is 
unavailable, may act as Chair in this capacity. The IRB Chair may 
elect to include other members of the IRB, if they are available. This 
committee may meet in person to discuss the emergency use, or by 
phone consultation if that proves more efficient. 

The IRB Chair will generate a response letter to the investigator 
indicating that an emergency situation does indeed exist and there is 
not sufficient time to convene the full IRB. The letter will state that 
the IRB Chair has acknowledged the use of the test article. This 
letter does not represent IRB review or approval; this letter only 
represents acknowledgement that the IRB Chair has been notified of 
the emergency use. The full IRB should be notified of the emergency
use within five working days. Under emergency use circumstances 
an informed consent form provided by the sponsor may be used to 
document patient consent.

Review of prospective emergency use research protocols is not 
provided by Woman’s Hospital IRB at this time.

3). Informed Consent under Emergency Use

Informed consent must be obtained from the subject prior to 
implementation of any emergency test article, if it is possible to be 
obtained. If the subject’s medical condition renders him incapable of 
giving informed consent and a legally authorized representative is not 
available, the requirement of obtaining informed consent prior to 
implementation of the test article may be waived. The following 
conditions must be met to waive obtaining informed consent prior to 
implementation of emergency use of a test article and must be certified
in writing by both the investigator and a physician who is not 
otherwise participating in the clinical investigation pursuant to 
21CFR50.23(a):

(1) The subject is confronted by a life-threatening situation 
necessitating the use of the test article. 
(2) Informed consent cannot be obtained because of an 
inability to communicate with, or obtain legally effective 
consent from, the subject. 
(3) Time is not sufficient to obtain consent from the subject's
legal representative. 
(4) No alternative method of approved or generally 
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recognized therapy is available that provides an equal or 
greater likelihood of saving the subject's life.

If, in the investigator's opinion, immediate use of the test article is 
required to preserve the subject's life, and if time is not sufficient to     
obtain an independent physician's determination that the four 
conditions above apply, the clinical investigator should make the 
determination and, within 5 working days after the use of the article, 
have the determination reviewed and evaluated in writing by a 
physician who is not participating in the clinical investigation. The 
investigator must notify the IRB within 5 working days after the use of
the test article [21 CFR 50.23(c)].

Under Section 46.101(i) the HHS Secretary issued in the Federal 
Register (October 31, 1996) a waiver of the 45 CFR 46 requirement 
for obtaining and documenting informed consent for research activities
in which a human subject is engaged for emergency therapy. This 
waiver can be granted if the subject’s medical condition prevents him 
from giving informed consent and a legally authorized representative 
is not available. This waiver applies to research involving children, but
does not apply to research involving fetuses, pregnant women, and 
IVF. 

If informed consent cannot be obtained due to the subject being unable
to provide informed consent due to the medical condition, or 
intervention involved in the research must be administered before 
consent is feasible, the enrolled subject or a legally authorized 
representative should be informed of the subject’s participation in the 
research as soon as possible. Procedures should include notifying the 
subject or legally authorized representative that he can withdraw from 
the research at any time and details of the research as contained in the 
informed consent form. 

F. Study drugs and supplements

All study drugs must be ordered by the investigator or other qualified individual 
and kept in a locked area with limited access.

For inpatients, responsibility for the storage, monitoring, dispensing, and 
accounting of study drugs shall be the responsibility of the pharmacy.  A copy of 
a signed informed consent is required for the pharmacy to dispense the study 
drug. For outpatients, the investigators are responsible for storing, monitoring, 
and accounting for the study drugs, with oversight by the pharmacy.  The Director
of Pharmacy must be notified via e-mail within 24 hours after the arrival of a 
shipment of study drugs.  The e-mail should state the name of the study, the name 
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of the study drug, strength and dosage form, lot number, and expiration date.  The
e-mail shall be kept with study records.  The dispensing of study drugs to the 
subject must be performed either by a physician, advanced nurse practitioner, or 
retail pharmacy in accordance with laws on prescriptive authority.  The study staff
or retail pharmacy must document dispensing of study drugs to subjects.  The 
documentation shall include patient name, date, medication name, lot number, 
quantity dispensed, and name of person or entity dispensing. Refer to WHF 
Pharmacy policies for additional requirements.

All research studies involving the use of dietary supplements must include either 
proof of an approved IND from the FDA, or a written statement from the FDA 
certifying that an IND is not required [3/9/15]. 

All investigational devices will be stored in accordance to sponsor and FDA 
requirements.

G. Biospecimens

Use of Coded or Non-Coded Biological Specimens  (2015)

Following recommendations from OHRP, research involving only coded private 
information or specimens is not research involving human subjects under 
45CFR46.102(f) if the following conditions are met:

1). The information or specimens were not collected specifically for the proposed 
research project through interaction or intervention with living individuals, and
2). The investigators cannot readily ascertain the identity of the individuals.

Coded means:

1). Identifying information that would enable the investigator to readily ascertain 
the identity the individual to whom the specimens or data belong has been 
replaced with a letter, number, symbol, or combination thereof (the code); and
2). A key to decipher the code exists that enables indentification of the private 
information or specimens

In order for a research study involving biological specimens to be exempt, there 
cannot be a link to coded specimens in existence.

Information that is coded using a link derived from identifying information or is 
related to information about the individual is not considered to be “individually 
identifiable” under HHS regulations (45CFR46.102(f)) if the investigators cannot 
readily ascertain the identity of the individuals. Some information coded in this 
manner may be considered “individually identifiable” under the Privacy Rule, but 
not under 45 CFR 46. 
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The human protections administrator (HPA) will make the determination as to 
whether research involving coded private information or specimens constitutes 
human subjects research. Investigators will not make this determination. The IRB 
Chair will make the final determination as to if a proposed study involving private
information or biospecimens is exempt under 45CFR46.101(b). 

Providing private information or biological specimens to researchers is not 
research; if the provider also participates in the conduct of the research, such as 
study, interpretation, or analysis of data, or is an author on presentations and 
manuscripts, then the provider is conducting research. 




