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APPENDIX 1 ADDITIONAL ETHICAL CONSIDERATIONS

1 INFORMED CONSENT PROCEDURES

BMS will provide the investigator with an appropriate (ie, Global or Local) sample informed 

consent form which will include all elements required by ICH, GCP and applicable regulatory 

requirements. The sample informed consent form will adhere to the ethical principles that have 

their origin in the Declaration of Helsinki.

The consent form must also include a statement that BMS and regulatory authorities have direct 

access to subject records. Prior to the beginning of the study, the investigator must have the 

IRB/IEC’s written approval/favorable opinion of the written informed consent form and any 

other information to be provided to the subjects.

The investigator must provide the subject, or, in those situations where consent cannot be given 

by subjects, their legally acceptable representative with a copy of the consent form and written 

information about the study in the language in which the subject is most proficient. The language 

must be non-technical and easily understood. The investigator should allow time necessary for 

subject or subject's legally acceptable representative to inquire about the details of the study, then 

informed consent must be signed and personally dated by the subject or the subject's legally 

acceptable representative and by the person who conducted the informed consent discussion. The 

subject or legally acceptable representative should receive a copy of the signed informed consent 

and any other written information provided to study subjects prior to subject's participation in the

study.

1.1 Subjects Unable to Give Written Informed Consent

1.1.1 Minors

For minors, according to local legislation, one or both parents or a legally acceptable 

representative must be informed of the study procedures and must sign the informed consent 

form approved for the study prior to clinical study participation. (In the event that the parents or 

legal guardians are unable to read, then an impartial witness should be present during the entire 

informed consent discussion). Whenever feasible, minors who are judged to be of an age of 

reason must also give their written assent by signing and dating the completed informed consent. 

All local laws, rules and regulations regarding informed consent of minors must be followed.

1.1.2 Subjects Experiencing Acute Events or Emergencies

A legally acceptable representative or legal guardian must provide informed consent when 

consent of the subject is not possible prior to clinical study participation, eg, for subjects 

experiencing an acute medical event such as myocardial infarction or stroke. Informed consent of 

the subject must additionally be obtained if they become capable of making and communicating 

their informed consent during the clinical study. All local laws, rules and regulations regarding 

informed consent of adult subjects incapable of giving informed consent must be followed.
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1.1.3 Mentally Impaired or Incapacitated Subjects

Investigators (or whoever required by local regulations) should determine whether or not a 

mentally impaired or incapacitated subject is capable of giving informed consent and should sign 

a statement to that effect. If the subject is deemed mentally competent to give informed consent, 

the investigator should follow standard procedures. If the subject is deemed not to be mentally 

competent to give informed consent, a fully informed legal guardian or legally acceptable 

representative can be asked to give consent for, or on behalf of, the subject. All local laws, rules 

and regulations regarding informed consent of mentally impaired or incapacitated subjects must 

be followed.

Patients who are involuntarily hospitalized because of mental illness must not be enrolled in 

clinical studies

1.1.4 Other Circumstances

Subjects who are imprisoned or involuntarily detained for treatment of either a psychiatric or 

physical (eg, infectious disease) illness must not be enrolled in clinical studies. 

In circumstances where a subject’s only access to treatment is through enrollment in a clinical

study, eg, for subjects in developing countries with limited resources or for subjects with no 

marketed treatment options, the investigator must take special care to explain the potential risks 

and benefits associated with the study and ensure that the subject is giving informed consent.

When a subject may be in a dependent relationship with the investigator, a well-informed 

physician who is not engaged in the clinical study and is completely independent of the 

relationship between the subject and investigator should obtain the subject’s informed consent.

1.1.5 Illiterate Subjects

If the subject, or, in those situations where consent cannot be given by the subject, their legally 

acceptable representative is unable to read, a reliable and independent witness should be present 

during the entire informed consent discussion. The choice of the witness must not breach the 

subject’s rights to confidentiality. A reliable independent witness is defined as one not affiliated 

with the institution or engaged in the investigation. A family member or acquaintance is an 

appropriate independent witness. After the subject or legally acceptable representative orally 

consents and has signed, if capable, the witness should sign and personally date the consent form 

attesting that the information is accurate and that the subject, or, in those situations where 

consent cannot be given by subjects, their legally acceptable representative has fully understood 

the content of the informed consent agreement and is giving true informed consent.  

1.2 Update of Informed Consent

The informed consent and any other information provided to subjects, or, in those situations 

where consent cannot be given by subjects, the subject's legally acceptable representative, should 

be revised whenever important new information becomes available that is relevant to the 

subject's consent, and should receive IRB/IEC approval/favorable opinion prior to use. The 

investigator, or a person designated by the investigator should fully inform the subject or the 

Date: 19-Mar-2013 110
930067689 1.01.0Approved v



Clinical Protocol CA209067
BMS-936558 Nivolumab

subject's legally acceptable representative of all pertinent aspects of the study and of any new 

information relevant to the subject's willingness to continue participation in the study. This 

communication should be documented. 

During a subject's participation in the study, any updates to the consent form and any updates to 

the written information will be provided to the subject.
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