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�
The purpose of this guide is to assist the investigator on how to prepare and obtain valid informed consents from prospective research subjects. The IRB informed consent requirements are based on the Department of Health and Human Services (DHHS) Regulations 45 CFR 46. 116; Food and Drug Administration (FDA) regulations 21 CFR 50.25; the Nuremberg Code and the Principles of the Declaration of Helsinki.  


The complexity of both the consent form and the process of informed consent will vary according to the nature of the research and the level of associated risk. Thus, while the principle of informed consent remains constant, i.e., "respect for a person's autonomy", the requirements for informed consent are less rigorous for less than minimal risk studies as opposed to minimal risk or greater than minimal risk research.  The IRB allows investigators considerable latitude in designing the consent form to be used in any exempt research that ethically requires written informed consent.  However, consent forms for non-exempt research must conform to all the requirements stated in these guidelines, unless a waiver is granted by the IRB.  This document provides the current provisions required for developing an informed consent.  Alterations or waiver of any elements must be specifically reviewed and approved by the IRB as discussed on page � PAGEREF alterationsandwaiverofinformedconsent \h ��22�.


Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.


Exempt research means projects in which the only involvement of human subjects will be in one or more of the following research categories, unless the project involves research which includes vulnerable subject populations such as prisoners*, or children** as research subjects. [45CFR46.101b] (1) Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as (a) research on regular and special education instructional strategies, or (b) research on the effectiveness of, or the comparison among, instructional techniques, curricula, or classroom management methods. (2) Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), if information taken from these sources is recorded in such a manner that subjects cannot be identified directly, or through identifiers linked to the subjects. (3) Research involving survey or interview procedures, except where all of the following conditions exist: (a) if the subjects responses became known, they could place the subject at risk of criminal or civil liability, or be damaging to the subject's financial standing or employability; or (b) the research deals with sensitive aspects of the subject's own behavior, such as illegal conduct, drug use, sexual behavior, or use of alcohol. (4) Research involving survey or interview procedures, when the respondents are elected or appointed public officials, or candidates for public office. (5) Research involving the observation of public behavior, except where responses are recorded in a manner that subjects can be identified, and (a) if the subject's responses became known, they could place the subject at risk of criminal or civil liability, or be damaging to the subject's financial standing or employability, or (b) the research deals with sensitive aspects of the subject’s own behavior, such as illegal conduct, drug use, sexual behavior, or use of alcohol. (6) Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available, or if the information is recorded by the investigator in such a manner that subjects cannot he identified.


*Prisoners (45CFR46 Subpart C):  The exemptions do not apply to research involving prisoners.


**Children (45CFR46 Subpart D):  Exemptions (1) and (3) through (6) are applicable.    Exemption (2) regarding educational tests is also applicable, but for research involving survey or interview procedures or observation of public behavior, does not apply to research with children, except for research involving observations of public behavior when the investigator(s) do not participate in the activities being observed.


THE PROCESS OF INFORMED CONSENT


The investigator has a legal and an ethical obligation to ensure that the prospective subject has sufficient knowledge and understanding of the elements of informed consent. This means the prospective subject must be able to make an informed, educated and enlightened decision to participate in the particular research study.  Obtainment of valid informed consent should be accomplished by utilizing a simple but complete IRB approved consent form written in “lay language” (i.e., language understandable to the subjects invited to participate). The consent form, however, does not by itself constitute informed consent. The consent document is a written summary of the information that should be provided to the subject, and can be used as a guide for the verbal explanation of the study. The entire informed consent process involves giving a subject adequate information concerning the study, providing adequate opportunity for the subject to consider all options, responding to the subject’s questions, ensuring that the subject has comprehended this information, obtaining the subject’s voluntary agreement to participate and continuing to provide information as the subject or the situation requires. 


In some cases, the consent process should be extended over several days and involve other individuals such as the prospective subject's spouse, nurses and other ancillary personnel. It must, however, be remembered that the principal investigator bears full and ultimate responsibility for obtaining valid informed consent from the subject.


During the consent process for enrollment of a subject in non-exempt research, the investigator should explain to the subject his/her rights as a research participant as summarized in the Experimental Subject’s Bill of Rights (see page 6).


DOCUMENTATION OF INFORMED CONSENT


After the investigator has determined that the prospective subject has sufficient knowledge and comprehension of each element of consent, the subject should voluntarily sign and date the consent form in the presence of the investigator and a witness (if required). The research subject should date the consent in his/her own handwriting.  This date should indicate the subject consented to enter the study at a point prior to the initiation of his/her participation in the study.  If the date the subject signs the consent is the same as the date of the initiation of his/her participation, a statement should be made to clarify that the subject signed the consent prior to the initiation of his/herparticipation in the study.  At USC, the signature of a witness is required for all research studies involving more than minimal risk. This requirement adds legal protection for the investigator and the institution. 


The investigator should sign and date the consent form in the presence of the subject and the witness (if required). It is recommended that either the principal or co-investigator sign the consent form.   If someone other than the principal or co-investigator conducts the interview and obtains consent, this responsibility must be formally designated by the principal investigator in the IRB application form and agreed to by the IRB.  Professionally qualified participating personnel may sign a consent form for a given research protocol only if they possess sufficient information about the research protocol.  In general it is preferred that they be legally authorized, according to professional licensure, to obtain informed consent for the specific procedures involved in the research. For example, an RN may not be appropriate to obtain consent for an investigational drug study but would normally be authorized to obtain consent for procedures such as routine venipuncture and non-invasive monitoring.  All participating personnel can, however, be extensively involved in the process of informed consent, i.e., explanation of the research and preliminary assessment of the prospective subject's level of comprehension.  The IRB strongly recommends that all personnel should complete the USC Human Subjects Education course before their involvement in any Informed Consent process.  For the course information go to the Compliance website (http://www.usc.edu/admin/compliance/) or call the IRB office (323-223-2340).


A copy of the signed informed consent form should be given to the subject, a copy should be retained by the investigator and if the study involves medical research a copy should be placed in the medical record.


INFORMED CONSENT FORM - GENERAL REQUIREMENTS 


Stationery


Consent forms must be printed on the stationery where the research will be conducted (i.e., LAC/USC Hospital, Norris Cancer Hospital, University Hospital, etc.).  If the research will be conducted at more than one location, it is acceptable to include the address and telephone number for each location at the top of each page of the informed consent.


Identification


In order to readily identify the type of consent form one of the following labels should be placed at the top of the first page where applicable: "Adult Informed Consent Form"; "Parental Permission (Consent) Form"; “Youth Assent Form”; or “Child Assent Form”. 


Style


The informed consent form should be written in the second person throughout (e.g., you are invited to participate, you will be assigned, etc.).  This second person writing style helps to communicate that there is a choice to be made by the prospective subject. Utilization of the first person (“I understand that”) may be interpreted as suggestive, and can constitute coercive influence over a subject.


If the consent form will be used for parents or other legally authorized representatives consenting on behalf of a minor or other legally incompetent subject, the consent form should be written in a style that reflects the fact that the consenter is specifically agreeing to allow the subject to participate in the study.


Readability


The most common deficiency in the consent form is the inability of a lay person to understand the document. The informed consent form must be written in simple enough language so that it is readily understood by the least educated, least sophisticated of the subjects to be utilized. It is recommended that the language consist of short concise sentences arranged in relatively short simple paragraphs. Medical or scientific terms should be avoided; but when necessary, they should be defined and explained. Common words in science or medicine, such as "catheter, intravenous, prognosis, symptomatology, randomly assigned, efficacy, placebo, blinded, cognitive style, attribution, social sufficiency, maximal oxygen consumption, isokinetic or isometric " require simplification. If there is any doubt that a term may not be understood, a simpler term should be used.  If possible, an Informed Consent reading grade level should be at or lower than 8th grade. 


Length


The informed consent form should be lengthy enough to explain consent factors adequately, but not so lengthy or detailed as to lose the attention of the subject or to cause confusion. Consent forms should be printed single-sided and single-spaced. Signature blanks should not be placed on a separate page without the presence of any of the preceding elements of informed consent.  All informed consents should have 1 inch margins.  Each page of the consent form should be full (i.e., sections can be split with some information on one page and the remainder on the next page) so that large blank areas do not exist.  All pages of the informed consent must be numbered (using the approach, “page x of y”), and contain a version date.


Format


If the research is exempt but requires written informed consent (e.g., an educational study requiring parental permission) or if the research involves procedures which are clearly less than minimal risk (refer to definition of minimal risk, page � PAGEREF Minimalrisk \h ��2�), a narrative consent form format may be used at the discretion of the investigator. This means that all necessary elements of consent should be present on the consent form but the elements need not be identified by subheadings. In addition, the simplified concluding consent statements for exempt/less than minimal risk research may be utilized.


If the research involves procedures which are minimal risk or greater (refer to definition of minimal risk, page � PAGEREF Minimalrisk \h ��2�), the consent form format described below must be used. All required elements must be identified by the appropriate subheadings as listed below in Elements of Informed Consent. In addition, the Agreement statements for research which is minimal risk or greater (page � PAGEREF agreement \h ��19�) must be utilized.


Exculpatory Language


The informed consent form must not contain any exculpatory language through which the subject or the subject's representative waives or appears to waive any of the subject's legal rights, or releases or appears to release the research investigator, the sponsor, the institution or its agents from liability for negligence.


Experimental Subject’s Bill of Rights


Under California Health and Safety Codes, a list of the rights of a subject in a medical experiment is specified, and the subject or subject’s legally authorized representative is provided with a copy of the experimental subject’s bill of rights, prior to consenting to participate in any medical experiment.  In addition, the copy is to be dated and signed by the subject or the subject’s legally authorized representative.  





“A medical experiment” is also defined under section 24174 of the CA Health and Safety Codes as follows:  (a) The severance or penetration or damaging of tissues of a human subject or the use of a drug or device, as defined in Section 109920 or 109925, electromagnetic radiation, heat or cold, or a biological substance or organism, in or upon a human subject in the practice or research of medicine in a manner not reasonably related to maintaining or improving the health of the subject or otherwise directly benefiting the subject; (b) The investigational use of a drug or device as provided in Sections 111590 and 111595;  (c) Withholding medical treatment from a human subject for any purpose other than maintenance or improvement of the health of the subject. 





Therefore, if your study is not categorized as a “medical experiment”, per the above, then this “Experimental Subject’s Bill of Rights” is not required.  





The CA Experimental Subject’s Bill of Rights document is available in the following five languages:  English, Spanish, Chinese, Korean and Vietnamese.  They can be found on the IRB website under the IRB forms section (www.usc.edu/medicine/irb).   If the investigator uses the Bill of Rights translated into a language other than English, he/she must use either a translator or an approved translated version of the English Informed Consent.  If a translator is utilized, the investigator needs to document that fact on the Informed Consent, including the translator’s signature, as well as documenting this in the medical chart/research records.  If the majority of the study subjects is from a non-English speaking population, for example, Korean-speaking, we recommend that you translate the English version of the Informed Consent into that language (in this case, of course, Korean).  The translated version of the IRB approved Informed Consent must be submitted to, and approved by, the IRB before it can be used. 





EXPerimental subject’s Bill of rights





You have been asked to participate as a subject in a medical experiment.  Before you decide whether you want to participate in the experimental procedure, you have a right to the following information:





CALIFORNIA LAW REQUIRES THAT YOU MUST BE INFORMED ABOUT:





1.	The nature and purpose of the study.


2.	The procedures in the study and any drug or device to be used.


3.	Discomforts and risks to be expected from the study.


4.	Benefits to be expected from the study.


5.	Alternative procedures, drugs or devices that might be helpful and their risks and benefits.


6.	Availability of medical treatment should complications occur.


7.	The opportunity to ask questions about the study or the procedure.


8.	The opportunity to withdraw at any time without affecting your future care at this institution.


9.	A copy of the written consent form for the study.


10.	The opportunity to consent freely to the study without the use of coercion.


11.	Statement regarding liability for research-related injury, if applicable.





I have carefully read the information contained above and I understand fully my rights as a potential subject in a medical experimentation involving people as subjects.








Date: ___________________	Time ________________





Signature: _______________________________________


		(patient)





Signature: _______________________________________


		(parent/legally authorized representative)





If signed by other than patient, indicate relationship: ______________________





ELEMENTS OF INFORMED CONSENT


The elements of informed consent represent the information that must be provided to each subject as per 45 CFR 46.116 and 21 CFR 50.25. In order to increase the subject’s ability to understand the informed consent document, the consent form should be written to include the appropriate elements of consent in the same sequence as described in this document. 


If the research is classified as minimal risk or greater, each element should be identified by the listed subheading in bold type. Use of a subheading increases readability and helps the prospective subject focus attention on each element of consent. Subheadings are not, however, required for exempt research or research classified as less than minimal risk because, in general, this kind of research is less complex.  If, however, an investigator of such a study prefers to use subheadings to increase the readability of the consent form, this is entirely acceptable.


The informational content of the elements should normally not be mixed or repeated unless necessary. Information presented under any given element should be complete and restricted to content appropriate to that element. When an element has a standard statement the consent form should include the standard statement.


TITLE OF THE RESEARCH STUDY


In order to facilitate maintenance of records, the identical title should be used on the IRB Application, protocol and consent forms. It is important for subjects to be aware of the official title of the research study even if it is written in scientific terms. 


IDENTIFICATION OF THE INVESTIGATORS


The Identification of Investigators section of the consent form should be placed at the top of the form. In this section the name, professional degree(s), school, department and telephone number(s) of the investigator(s) must be provided.  Investigators should be classified as Principal Investigators or Co-Investigators.  For research studies involving greater than minimal risk, the emergency  phone number(s) of the investigator(s) must be provided.  All research projects conducted by students, interns, residents and fellows must list the student's advisor as a co-principal investigator. Since it is the responsibility of the advisor to supervise the student's research project, classification of the advisor as a co-principal investigator provides a clear indication of that responsibility.


Federal Regulations specify eight basic general requirements and six additional elements for Informed Consent (45CFR46.116 and 20CFR50.25).  USC’s Sample Informed Consent was developed based on these requirements.  For a copy of the Sample Informed Consent, go to the IRB website (www.usc.edu/medicine/irb).


Why is this study being done? (General Requirement)


Under this subheading the following should be included:


An invitation to participate.  


A statement that the study involves research.


An explanation of the purposes of the research.  This should be restricted to a clear and accurate statement of the scientific purpose or objectives of the research. This should help the subject assess the importance of the study relative to individual values.  When appropriate, this statement should include not only the immediate purpose of the study, but also any larger, ultimate purpose.  The purpose of the study statement should not reflect a potential benefit that may accrue to the subject or be directed toward the subject in any way.  


If applicable, the purpose of the study section should also include the FDA status of any study drugs or medical devices.


If applicable the purpose of the study section should state whether or not the procedures being tested are experimental.


A statement concerning why the subject is selected or eligible to participate  


When appropriate, criteria for subject exclusion should be stated.   


When appropriate, the approximate number of subjects involved in the study.  (In the case of multi-center protocols, provide the total number of subjects, in addition to the number of subjects to be enrolled at this site).


The following text should be used: 


“We invite you to take part in a research study.  This study is about ___________.  We hope to learn  ____________.  You are invited as a possible participant, because ________.   About ____subjects will take part in this study.”


If the study involves deception or the withholding of information as a necessary and justifiable research strategy, the purpose of the study statement should be written in such a way whereby the least possible deception and/or withholding of information occurs. 


What is invoved in the study? (General Requirement)


Describe the procedures chronologically using simple language, short sentences and short paragraphs.   The use of subheadings helps to organize this section and increases readability.  This section should be restricted to a description of the procedures only without including information that belongs in other sections of the informed consent.  In general, the Procedures section of the consent form should include the following:


A description of the study design.   If appropriate include a description of double-blind such as: “You will not know which drug you are receiving, and neither will your doctor.  In an emergency, you and your doctor can find out which drugs you have received.”.  If a placebo (“pill or liquid without medication”) or control group will be used, it should be defined.


Method of subject assignment to groups and probability of assignment. If applicable, discuss and define randomization (“drawing/pulling a number from a hat”).  It should be stated if the subject’s chances of receiving any of the treatments are equal.  Despite the fact that subjects may be kept unaware of treatment assignments in blinded studies and research involving placebos, subjects must be made aware of all the possible interventions and the method of assignment. 


A sequential description of each procedure used and how often it will be performed. Define the length of time for participation in each procedure, total length of time for participation in the study, frequency of procedures and the location of procedures.  All procedures, both experimental and non-experimental, must be disclosed and described. Procedures that are experimental or performed for research purposes only should be identified as such.  It should be easy for the subject to identify and understand which procedures are standard of care versus those procedures performed for research purposes.  It may be appropriate to identify the individual(s) who will perform the procedures in some research projects.  The Procedures section should not contain detailed instructions to the subject that do not impact significantly on the consent process. Detailed instructions should be placed on a separate handout and referenced in the informed consent.


If appropriate, a statement concerning any medications or other substances that are contraindicated/disallowed either before or during participation in the study, including a clear description of any drug "washout" period.


For some studies it is appropriate to sequentially list the visits and what will be done at each visit.


If the research study involves incomplete disclosure or deception, all subjects must be debriefed as soon as possible after participation. The consent form for non-disclosure/deception studies should normally contain a statement concerning when and where the debriefing session will be held.


If the study involves research specimen testing, including genetic testing, an appropriate  description of disclosure of the results of the research testing should be provided:  a)criteria for disclosure: if the results are of material interest to the subject, or an explanation of why the subject will not be informed; b) the process of disclosure - disclosure of the results to other parties including physician or family members, and how disclosure of results to minors will occur if appropriate.


The following text should be used to initiate this section:


“If you decide to take part, this is what will happen: (describe the procedure(s) to be followed, how long the procedure(s) will take and the frequency – see above details).”


INFORMATION ABOUT TISSUE AND/OR FLUID SAMPLES COLLECTED AS PART OF THIS RESEARCH:


The consent should disclose if specimens (blood, tissue, etc) are collected as part of the research or excess tissue from routine tests are utilized.  If the specimens are to be stored for future research this should be disclosed.  A check box should be considered for the subjects to indicate their consent.  Whether the subject’s consent will be sought for this and how confidentiality will be maintained, should also be disclosed.


If specimens collected as part of the research (blood, tissue, etc) are to be shared with other researchers or other studies, this should be disclosed and the subject specifically asked to indicate permission whether they agree to the sharing of specimens with other researchers.  A check box should be considered for the subject to indicate their consent.  If information concerning the study subject will be provided to the other researchers, it should be disclosed.  Whether the subject’s consent will be sought, for this and how confidentiality will be maintained, should be disclosed.  Whether or not results of research testing of the specimens will be given to the subject or their physician should be disclosed.   If appropriate include: 


“You (and your doctor) will not learn the results of research testing.  Your doctor will not use these results to plan for your treatment, since we do not yet know how to apply these results to the treatment. 


If a cell line is established as part of this research include:  


“Cells from your body may be used to start a cell line.  A cell line is one that will grow in the laboratory.  This cell line may be shared in the future with other researchers.”  


what are the possible risks and discomforts? (General Requirement)


A risk is the potential for harm or injury associated with the research that a reasonable person, in what the investigator knows or should know to be the subject's position, would be likely to consider significant in deciding whether or not to participate in the research. The concept of risk includes discomfort, burden, or inconvenience a subject may experience as a result of the research procedures.  There are five major types of risks to be considered: 


physical risk - pain and bruising from venipuncture; side-effects from drugs; or a heart attack induced by a maximal exercise test. 


psychological risk - depression or confusion as a side-effect of drugs, feelings of guilt precipitated by a sensitive questionnaire; 


social risk - invasion of privacy, loss of standing in the community;


legal risk - criminal prosecution or revocation of parole;


economic risk - loss of employment or loss of potential monetary gain.


Disclosure of risks should be based upon what a reasonably prudent person might wish to know.  Consent to participate in research demands a higher standard of disclosure of risks than consent to medical treatment.  A material risk approach discloses anything that a reasonable person, in what the physician knows or should know to be the patient’s position, would be likely to attach significance to, in deciding whether or not to forego the proposed therapy.  A material risk approach, which requires disclosure of the risks based upon the information a patient needs to make an informed decision, whether or not to undergo the proposed therapy, is more appropriate than disclosure of “reasonably foreseeable risks.”  


When a procedure inherently involves a known risk of death or serious bodily harm, the potential research subject must be informed of all but extremely remote risks.   If the potential injury is slight, then the research subject needs to be informed only of those risks which might well occur.


Nondisclosure of potential risks based upon a physician's judgment that it is not in the patient's best interest to know, is not acceptable in the research setting.


Disclosure of the risks of research is linked to the therapeutic alternatives—enabling the potential subjects to determine for themselves the direction in which they believe their interests to lie. 


Risks should not be understated or overstated. In some cases it is appropriate to cite statistical probability of risk occurrence, risk prevention measures, reversibility and how these will be managed (treated).  Where possible, quantified comparative estimates of risk and benefits should be included.   The most serious and common risks should be addressed first, followed by disclosure of uncommon and less serious risks in a separate paragraph, if warranted.  Both immediate and latent risks of each procedure/intervention carried out for research purposes should be clearly described. It is often advantageous to also disclose the risks of procedures carried out solely for therapeutic purposes with an appropriate qualifier.  


The terms "less than minimal risk, minimal risk, greater than minimal risk and significant risk" should not be used in the consent form.  If there are no known risks (including discomfort, burden, inconvenience) this should be so stated (e.g., "there are no known risks associated with this research" as opposed to "there are no risks associated with this research"). 


In some research projects the consent form should state “there may be risks associated with the research that are currently unknown” or "There may be other risks that the investigators did not expect.  The investigators will monitor to see if you are experiencing any other risks. "  


what about pregnancy: (Additional Element)


If appropriate, include a statement that the particular treatment or procedure may involve risks to the subject or to the embryo or fetus, if the subject is or may become pregnant -- risks which are currently unforeseeable.


“We do not know whether this study drug/procedure might hurt your unborn baby.  If you are pregnant, you may not be able to take part in this study.  If you are a woman who could become pregnant, you must have a pregnancy test to make sure you are not pregnant.  You must use birth control while on this study.  These are some birth control methods that you can use:         “





“If you are breastfeeding, and do not want to stop, you may not join this study.  The only way you can take part in this study is to stop breastfeeding and not use your breast milk to feed your child until your doctor tells you it is safe.”


Research that involves genetic testing (either as a direct result of the research, or as a result of incidental findings) may include the risks of: psychological or emotional burden at being informed of a potentially serious genetic defect or predisposition; impact on family relationships; discrimination in employment and insurability; and psychosocial impacts upon disclosure of false negative or false positive results (i.e., forgoing potentially preventive, screening or therapeutic interventions, or undergoing potentially harmful preventive, screening or therapeutic interventions).


What are the possible benefits of taking part in this study? (General Requirement)


The consent form should state whether there are any direct benefits to the subject that may reasonably be expected as a result of participation in the study. Examples of direct benefit to the subject include treatment of an illness, or knowledge of value to the subject. The potential benefits to the subject must not be overstated, coercive, or guaranteed. If there are no benefits to the subject it should be so stated.  The following text should be considered:


“The possible benefits for you to take part in this study include…..  However, we cannot promise that you will benefit from taking part in this study.”  


State the benefit(s) to society in terms of advancement of medical knowledge and/or ultimate possible therapeutic benefit to future patients.  If there are no personal benefits to the study subject, it is suggested to state:


“You are unlikely to benefit from taking part in this study.  We hope the information learned from this study will help us understand ------ in the future. 


The Benefits section of the consent form should not describe financial compensation or other forms of remuneration. Compensation should be described only under the compensation section of the informed consent document.


What other options are there? (General Requirement)


The consent form must state any therapeutic alternatives available to the subject in the non-research and/or research context that may be of reasonable benefit to the subject.  Describe appropriate alternative therapeutic, diagnostic or preventive procedures that would be offered to the subject if they decide not to participate in the study, if applicable.  Any standard treatment that is being withheld must be disclosed.  When appropriate, the relative appropriate to state the option of no treatment or hospice.  If prospective subjects are suffering from a terminal illness, and there are no alternative treatments available, it should be so stated.  Also add that treatment of symptoms and pain control are available through risks/benefits of the therapeutic alternative versus the research should be stated.  It may be supportive care such as hospice, home health care, clinics and physicians.  Also describe opportunities for managing symptoms, improving ability to function, etc. so that it does not appear as if the subject will be abandoned if he/she does not agree to participate in the research.


“There may be other treatment(s) for your disease. These include ----.  Your doctor will explain their risks and benefits to you. “


“You may receive (study treatment or drugs) even if you do not take part in this study.”


In non-therapeutic research the consent form must state any alternatives which may be advantageous to the subject.   In some settings it may be appropriate to state:


“An alternative would be not to take part in this study.” 


will your information be kept private? (General Requirement)


This section of the consent form should state that any information obtained in connection with the study and that could identify the subject will remain confidential and will be disclosed only with the subject's permission.  The Confidentiality Statement should give a brief description of how personal information, research data and related records will be coded, stored, etc. to prevent access by unauthorized personnel.  Explain how specific consent will be solicited, if any other uses are contemplated.  If the investigator intends to release any information, the standard statement of confidentiality should be modified to state the person(s) or agency to whom information will be furnished, the nature of the information to be furnished, the purpose of the disclosure and whether the subject's name will be used. It is strongly recommended that a code be used as a subject identifier. When appropriate, the ultimate disposition of data should be described. If applicable, state if and when individual responses to survey questionnaires will be destroyed, following analysis of the data.


If the study and the records are not subject to inspection by a funding agency, the Food and Drug Administration (FDA) or a sponsor, use the following:  


“We will make every effort to keep your medical records for this study private as far as the law allows.  We may publish in journals or present the information from this study at meetings.  If we do, we will not use your name.” 


If this study and the records are subject to inspection by a funding agency, the Food and Drug Administration (FDA) or a sponsor, use the following:  


“The investigator and the Institutional Review Board (IRB) will keep your medical records private as far as the law allows.   Officials sent by the Food and Drug Administration (FDA), the sponsor who is _____ or funding agency who is_____ will look at your records.  Unless otherwise required by law, your medical records will be kept confidential.  We may publish the information from this study in journals or present it at meetings.  If we do, we will not use your name.” �


If photographs, videos, or audio-tape recordings will be used, state how identity will be protected or disguised.  Describe the subject's rights to review/edit the tapes; who will have access; and when they will be erased.  Describe how personal identifiers will be shielded, disguised, etc.


If the research data are considered sensitive (e.g. HIV status of subjects, sensitive survey data) the standard statement of confidentiality should be modified by adding a description of the method(s) to be employed in order to preserve confidentiality (i.e., stored in a locked cabinet etc.).


what are the costs? (Additional Element)


State the financial obligations of the subjects relative to their participation in the study, including responsibility for related care, hospitalization, physician and dentist fees, medication, pharmacy dispensary charges, laboratory tests, post-treatment follow-up.  If the research includes interventions or additional hospitalization that could not reasonably be considered standard of care and, therefore, may not be covered by health insurance, it must be disclosed.  If appropriate itemize and estimate the charges that subjects participating in the research will be expected to pay if the charges are not paid by their insurance or third party payor.


It should be outlined here if any procedures, exams, study medications, etc. will be provided to the subject free of charge.  If there is the potential of additional cost to the subject as a consequence of procedures carried out for research purposes (e.g., extended hospitalization, additional tests), it must be disclosed.  Possible texts include:


“If you take part in this study, your insurance company may not pay for some or all of the treatments and tests.  If that happens, you need to provide for payment for these procedures, treatments and tests.  (Provide as many details as possible.)”





“The following (procedures, exams, study medications, etc) will be provided to you free of charge.”


Or


“Neither you nor your insurance company will be billed for your taking part in this study. “


are there any payments to you for taking part in the study? (Additional Element)


Any compensation for participation should be clearly stated in this section of the consent form. Cash payments should be stated in dollar amounts and any conditions such as partial payment or no payment for early termination should be stated. However, a prorated payment system should be used whenever possible. 


The nature, amount and method of payment of financial or other compensation must not constitute undue inducement of the subject (e.g., the compensation alone should not serve as sufficient inducement for the subject to volunteer).  When establishing the amount/type of compensation, the investigator should consider the background and socioeconomic status of the subject population. Compensation for children involved in research is generally discouraged.  Patient payment should be provided after each visit and cannot be withheld until the patient completes the study.  As a general rule the IRB accepts that outpatients may be compensated up to $50.00 per visit, and subjects admitted for overnight stays may be compensated up to $300.00 per day.  If the payment is for reimbursement, the investigator should get some verification of expenses for reimbursement (i.e., receipts for parking, baby-sitting, etc. or itemized expenses).  If expenses are over $75, receipts must be required for reimbursement.  If the subject receives more than $600 per year for participating in one or more research studies, the research subject may receive IRS tax form 1099.  However, this ($600) does not include any reimbursement payments.


If applicable, the following text should be considered:


�“You will receive $ ______  for travel and other inconveniences in taking part in this study.   You will also be reimbursed for ________ .” 





“If you receive more than $600 per year for taking part in one or more research studies, you may be required to pay taxes on that money.  This does not include any payments you may receive to reimburse (pay you back) you for certain expenses like parking fees.  You may receive an Internal Revenue Service Form 1099 if you receive more than $600 in one year for taking part in one or more research studies.”





If no compensation is provided, then state that fact.  


Possible Commercial Products (Additional Element):  If any human materials (tumor tissue, bone marrow, blood, etc.) are used for establishing a cell line which may be shared with other researchers and which may in the future be of commercial value, the subject must be informed of the fact in the consent form.  The following statement must be included:  


“Cells from your body may be used to start a cell line.  A cell line is one that will grow in the laboratory.  This cell line may be shared in the future with other researchers.  It may be of commercial value.  There is no plan for you to receive payment for any commercial products that are developed.”


what happens if you get injured or need emergency care? (General Requirement)


For research studies involving greater than minimal risk an Injury clause must be included in the consent form.  If applicable, add a statement regarding the sponsor’s responsibility for research related injuries as a result of study participation.  


“If you get hurt or sick from taking part in the study, we will give you the medical care you need.  You must pay for the care.  You will not receive any compensation if you get hurt or sick.”


The standard compensation statements should not be used when a commercial sponsor has agreed to provide compensation for subject injury.  If the commercial sponsor has agreed to provide compensation in case of injury to research subjects, the extent/limitations of the compensation should be stated clearly.  The following statement should be considered and agreed to by the sponsor:  


“If you are injured as a direct result of these research procedures, you will receive....  (explain the compensation for medical treatments that are available if injury occurs, and describe the extent and nature of the compensation or payment).  


For studies performed entirely or partially in the General Clinical Research Center, use the standard clause 





“You are participating in this study under the supervision of Dr. ___.  Some or all of the study procedures will be performed on the GCRC. If you get hurt or sick from participating in the study, you will be offered treatment for the injury. Who will pay for the treatment depends on how and where it occurs. If the injury is from the study medication or procedures performed or directed by Dr. _____ or his/her staff, .…... (PI TO STATE HIS/HER POLICY AND, IF APPLICABLE, SPONSOR RESPONSIBILITY). If you get hurt from a procedure performed by one of the GCRC staff that was not under the direction of Dr. ________ or his or her staff, the GCRC Advisory Committee will review your case and decide whether to pay for part or all of that care. The GCRC will not provide any other money for the injury”


Will you receive new information about this study? (Additional Element)


If appropriate the following separate standard statement must be included in this section of the consent form:  


“During the study, we may learn new things about the risks or benefits of being in the study.  If we do, we will share this with you.  You might change your mind about being in the study based on this information.  If new information is provided to you, we will ask for your agreement to continue taking part in this study.”


Under what circumstances can your participation be terminated? (Additional Element)


When appropriate, the consent form should state any anticipated circumstances (e.g., adverse reactions, non-adherence to protocol instructions) under which the subject's participation may be terminated by the investigator or sponsor without regard to the subject's consent, such as: 


“If you do not follow your doctor’s instruction, your disease gets worse, or the sponsor closes the study, you may be removed from this study.  If this happens, your doctor (the investigator) will discuss other options with you.”


When appropriate, the consent form should state the consequences (e.g., medical/health) of a subject's decision to withdraw from the research.





What are your rights as a participant, and What will happen if you decide not to participate? (General Requirement)


This section of the consent form must contain the following standard IRB non-coercive disclaimer:  


“Your participation in this study is voluntary.  Your decision whether or not to take part will not affect your future care at this institution.  You are not waiving any legal claims or rights.  If you do decide to take part in this study, you are free to change your mind and stop being in the study at any time.”


If applicable, add the consequences of a subject’s decision to withdraw from the research study and state whether withdrawal must be gradual for safety reasons.  Also, list the procedures for orderly termination of participation by the subject.





Are there any potential conflicts of interest? (Additional Element)


A physician must disclose personal interests unrelated to the patient's health, whether research or economic, that may affect the physician's professional judgment; and a physician's failure to disclose such interests may give rise to a cause of action for performing medical procedures without informed consent or breach of confidentiality.  The nature of the interest must be included, such as a paid consultant, a lecturer, a board member, an equity ownership, a management or supervisory role in the sponsoring company, etc.  Such conflicts should be referred to the Vice Provost for Research for resolution.


If appropriate include the following statements: 


“The University of Southern California or the biotechnology company (provide the name of the company) may use your ______ for other research studies.  Those studies may develop products that can be sold.   If they make money from these products, you will not receive any money.”





“The investigators of this research do not have any financial interest in the sponsor or in the product being studied.” 


“ _________ has a financial interest in the company sponsoring this study. (Describe briefly your financial interest.)  The nature of this financial interest and the design of the study have been reviewed by the institutional committees.”


If the investigator is getting financial support, other than study related expenses, he/she must disclose that fact in this section.  The study related expenses should be described in the budget, which needs to be submitted to the IRB.


The investigator (study doctor) is receiving ---- (Describe briefly the nature of financial support other than study related expenses from the sponsor.)


If the investigator is the treating physician and he/she is getting financial support to conduct the study from the sponsor, then the following statement can be added.


“Your study doctor is receiving financial support from the study sponsor, _________ to conduct the study. (Describe briefly the nature of financial support form the sponsor.)  As a researcher, the doctor is trying to improve your health condition and conduct good research at the same time.  If you wish, you may get a second opinion about your care from another doctor who is not involved with this study.  You are free to decide not to take part in any studies you may be offered by your doctor.”





Whom do you call if you have questions or problems? (General Requirement)


For all research studies involving greater than minimal risk, the following standard statement must be included in the consent form:  


“You will be under the care of ____________MD at __________ .  You may contact your doctor with any questions about your care.  If you have any questions about study related problems, you should contact ________ at _________.  If you have any questions regarding your rights as a study subject, you may contact the Institutional Review Board Office at LAC+USC Medical Center, IRD Building, 2020 Zonal Ave., Suite 425, Los Angeles, CA 90033 (Telephone number: 323-223-2340).  You will get a copy of this consent form.” If it is more appropriate for the subject to contact an emergency telephone number or other contact mechanism for in-patients, the above statement should be modified.


Use the following statement for non-treatment studies: 


“You may contact Dr. ___________ at ____________ with any questions or concerns about this study.  If you feel you have been hurt by taking part in this study, please contact Dr. __________ at ___________.  If you have any questions regarding your rights as a study subject, please contact the Institutional Review Board Office at LAC+USC Medical Center, IRD Building, 2020 Zonal Ave., Suite 425, Los Angeles, CA 90033 (Telephone number: 323-223-2340).  You will get a copy of this consent form.”


AGREEMENT


The following text should be included in the agreement section above the signature lines:


“I have read (or someone has read to me) the information provided above.  I have been given a chance to ask questions.  All my questions were answered.  I have decided to sign this form in order to take part in this study.” 


�
�
�
�
“Name of Subject�
Signature�
Date Signed�
�
�
�
�
�
Name of Witness�
Signature�
Date Signed”�
�



For studies involving individuals who are not competent to consent, the consent of the legally authorized individual* must be obtained and the following should be added:


�
�
�
�
“Name of Legal Representative�
Signature�
Date Signed”�
�



*Legally Authorized Representative is defined in Assembly Bill 2328 (http://www.leginfo.ca.gov/pub/01-02/bill/asm/ab_2301-2350/ab_2328_bill_20020912_chaptered.html) as follows:


Non-emergency room environment:


The decision makers are listed in the following descending order of priority:


(1) The person's agent pursuant to an advance health care directive.


(2) The conservator or guardian of the person having the authority to make health care decisions for the person.


(3) The spouse of the person.


(4) An individual as defined in Section 297 of the Family Code.


(5) An adult son or daughter of the person.


(6) A custodial parent of the person.


(7) Any adult brother or sister of the person.


(8) Any adult grandchild of the person.


(9) An available adult relative with the closest degree of kinship to the person.


When there are two or more available persons who are in different orders of priority pursuant to subdivision (c), refusal to consent by a person who is a higher priority surrogate shall not be superseded by the consent of a person who is a lower priority surrogate.





Emergency room environment:


Surrogate informed consent may be obtained from a surrogate decision maker who is any of the following persons:


(1) The person's agent pursuant to an advance health care directive.


(2) The conservator or guardian of the person having the authority to make health care decisions for the person.


(3) The spouse of the person.


(4) An individual defined in Section 297 of the Family Code.


(5) An adult son or daughter of the person.


(6) A custodial parent of the person.


(7) Any adult brother or sister of the person.


When there are two or more available persons described in subdivision(f)[above list], refusal to consent by one person shall not be superceded by any other of those persons.


If the consent form is verbally translated to the study subject the following should be added:


“I have verbally translated this informed consent form document to the study subject.”


�
�
�
�
“Name of Translator�
Signature�
Date Signed”�
�



For studies involving children who are of an age to assent (generally over the age of 7), a child’s assent form should be submitted or if appropriate the following should be added:


“Is your child able to understand what will be expected of him/her? �� FORMCHECKBOX �� YES   � FORMCHECKBOX �� NO


If yes, please have your child indicate his/her willingness to participate by signing here:”


�
�
�
�
“Name of Child�
Child’s Signature�
Date Signed”�
�



For studies involving children, the consent of the both parents may be required (see page � PAGEREF consentofparents \h ��23� for guidance on when both parents are required) and the following should be added:


�
�
�
�
“Name of Father of Child�
Father’s Signature�
Date Signed�
�
�
�
�
�
Name of Mother of Child�
Mother’s Signature�
Date Signed”�
�



For studies involving pregnant women, the consent of the father may be required and the following should be added:


�
�
�
�
“Name of Father of Unborn Child�
Father’s Signature�
Date Signed”�
�



The last section of the agreement is for the signature of the person who is obtaining informed consent from the study subject:


“I have personally explained the research to the subject (and the subject’s legally authorized representative) and answered any questions they posed.  I believe that he/she understands the information described in this informed consent and freely consents to participate.”


�
�
�
�
“Name of Investigator/Person 


Obtaining Informed Consent�
Signature�
Date Signed”


(must be the same date as subject’s)�
�



If the subject recruitment process (e.g., mailed consent form) precludes use of the investigator's concluding consent statement it should be omitted. If it is logistically impossible or unwarranted to ask the subject to sign and return the consent form, the subject's concluding consent statement should be modified as needed.


The date the consent form was approved by the IRB (date of official letter of approval and release) and the date when this form may no longer be utilized (annual expiration of study approval) will be placed by the IRB office below this section as soon as it is approved by the IRB.  Investigators must use a photocopy of the document that has been stamped by the IRB.


STORAGE OF INFORMED CONSENT FORMS


Signed copies of informed consent forms for non-exempt research must be maintained by the principal investigator and be stored in a secure manner. Unless otherwise specified by Federal and/or state regulations, retention shall be for a period of at least three years beyond the termination of the study. If the investigator resigns from the University before the end of the designated period, the informed consent forms must be maintained by the department of record, unless otherwise specified.


If the subject is a hospital or clinic patient, a copy of the signed informed consent form must be placed in the patient's medical records. Upon request and justification, exceptions will be made in sensitive research such as genetic testing.


ALTERATIONS AND WAIVER OF INFORMED CONSENT


Under justified circumstances, the IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent; or the IRB may waive the requirements to obtain informed consent. Before a waiver can be issued for non-exempt research, the IRB must determine that all of the following conditions exist as per requirements of 45 CFR 46:116d: 


the research involves no more than minimal risk to the subject; 


the rights and welfare of the subject will not be adversely affected; 


the research could not practicably be carried out without the waiver or alteration; and 


if possible, the subject will be fully informed after the project has been completed. 


This waiver does not apply to FDA regulated research. Under 21 CFR 50.23 the FDA allows a waiver of informed consent only under emergency conditions.  In other words, waiver of Informed Consent in FDA regulated studies is permissible in the case of life-threatening situations, inability to communicate, not sufficient time and no alternative method, even if research presents more than minimal risk. In exempt research where informed consent would normally be required, the IRB will request that justification be provided by the investigator for a waiver.


As per 45 CFR 46:117c, the IRB may waive the requirement of the investigator to obtain a signed consent form for some or all subjects or their parents/guardians, if the IRB finds either: 


a)	the only reason linking the subject and the research would be the consent document, and the principal risk would be potential harm resulting from a breach of confidentiality; or 


the research presents no more than minimal risk (as defined by 45 CFR 46:102i) of harm to subjects and involves no procedures for which written consent is normally required outside the research context. In exempt research where a signed consent form would normally be required, the IRB will request that justification be provided by the investigator for a waiver.


Under justifiable circumstances, the IRB may waive its consent form format and style requirements.


Under justifiable circumstances, the IRB may approve a verbal consent procedure.


CONSENT/ASSENT PROCEDURES FOR RESEARCH SUBJECTS WHO ARE CHILDREN


Legally, children cannot give consent on their own behalf. The permission (consent) of their parent(s) or a legal guardian is, therefore, required before they can participate in any non-exempt (and some exempt) research projects. A minor may, however, with IRB approval, legally consent on his/her own behalf (as a mature minor) if the research involves a treatment for which a minor's consent is permissible under applicable law (e.g., use of contraceptives).  If a subject under the age of 18 is legally declared to be emancipated, he/she may consent to participate in research. 


If the research involves activities that are no greater than minimal risk or of direct benefit to the child, consent of only one parent must be obtained. If, however, the research involves greater than minimal risk activities, consent of both parents must be obtained unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has the legal responsibility for the care and custody of the child.


In addition to the obtainment of parental/legal guardian consent, the investigator must also solicit assent of minor subjects age 7 or older, unless the subject displays intellectual/emotional development below that of the average 7 year old child. Obtainment of assent shows respect for a child's developing autonomy.


In most circumstances a child's deliberate objection should be regarded as a veto to their involvement in the research. However, parents or guardians may, with IRB and physician approval, override a young child's objections to interventions that hold the prospect of direct benefit to the child.


PARENTAL permission (CONSENT) FORM


If the subject is under the age of 7, only a Parental (legal guardian) Permission (Consent) Form is required. The Parental Consent Form should include all relevant elements of informed consent as outlined previously and be written in a proxy consent style that indicates it is the parent or legal representative who is consenting to allow the minor to participate in the study. Note the modified standard statements.


CHILD AND YOUTH ASSENT FORM


If the subject is 7-17 years of age, a Child-Youth Assent Form is required. The Child-Youth Assent Form must contain simple language written at the appropriate educational level of the youngest prospective subject in the youth age range. In some research projects it may be necessary to utilize two assent forms written to accommodate subjects at either end of the age range. The Youth Assent Form must contain all required elements of assent identified by subheadings (minimal risk or greater studies) and arranged in sequence.
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