Required NCI Standard Language to be incorporated into all NCI Formulary Agent Protocols and Informed Consents


Protocol Document

1. The protocol title page must clearly identify the participating institution(s) and NCI registered Clinical Investigator and sub-investigators (along with the CTEP site ID code and NCI Investigator registration number of all participants), the NCI Formulary agents included in the protocol, and the IND Number and IND sponsor for the protocol.  

2. The protocol must contain instructions for research personnel registration with CTEP/NCI for the purposes of trial conduct: 

[bookmark: _Toc318813006][bookmark: _Toc449687154]REGISTRATION PROCEDURES
[bookmark: _Toc449687155]
Investigator and Research Associate Registration with CTEP

CTEP Physician Investigator Registration Procedures

Food and Drug Administration (FDA) regulations require IND sponsors to select qualified investigators. In accordance with current National Cancer Institute (NCI) policy, all participating physician investigators and sub-investigators must register and renew their registration annually.

To register, all individuals must obtain a CTEP Identity and Access Management (IAM) account (https://ctepcore.nci.nih.gov/iam).  In addition, persons with a registration type of Investigator (IVR), Non-Physician Investigator (NPIVR), or Associate Plus (AP) (i.e., clinical site staff requiring write access to Oncology Patient Enrollment Network (OPEN) or Rave or acting as a primary site contact) must complete their annual registration using CTEP’s web-based Registration and Credential Repository (RCR) (https://ctepcore.nci.nih.gov/rcr).  Documentation requirements per registration type are outlined in the table below.
	Documentation Required
	IVR
	NPIVR
	AP
	A

	FDA Form 1572
	
	
	
	

	Financial Disclosure Form
	
	
	
	

	NCI Biosketch (education, training, employment, license, and certification)
	
	
	
	

	HSP/GCP training
	
	
	
	

	Agent Shipment Form (if applicable)
	
	
	
	

	CV (optional)
	
	
	
	




Additional information can be found on the CTEP website at https://ctep.cancer.gov/investigatorResources/default.htm.  
For questions, please contact the RCR Help Desk by email at RCRHelpDesk@nih.gov.
Clinical Investigator and identified sub-investigators are required to register with the NCI for the purposes of identifying Clinical Investigators qualified to participate on the NCI Formulary Study and for the purpose of trial conduct using NCI’s clinical trial infrastructure, but are also required to complete and maintain their own Form FDA 1572 and Form FDA 3455 as sponsor-investigator in accordance with 21CFR312 and 21CFR54, respectively. Clinical Investigator as a sponsor-investigator must maintain an accurate list of sub-investigators participating in the clinical investigation and their identified roles and responsibilities on the NCI Formulary protocol.

	
3. The protocol must contain instructions for submitting regulatory documents to CTEP/NCI:

Submitting Protocol-related Documents to NCI

The following items must be submitted to the NCI throughout the course of study:

· Notification of any changes in protocol status, IND status and notification of any amendments to the Formulary Protocol that may affect Formulary Agent(s) supply needs or add new participating investigators: Submit to CTEP Protocol and Information Office. 
· Copies of continuing IRB review approvals (and IBC review approval if applicable) Submit to CTEP Protocol and Information Office.
· Copies of any abstracts, manuscripts, proposed clintrials.gov submissions and publications: Submit to NCI CTEP Publications. 

4. The protocol must contain instructions for expedited and routine adverse event reporting as agreed upon with the Pharmaceutical Collaborator and in accordance with 21CFR312 as the IND sponsor:

[bookmark: _Toc318813020][bookmark: _Toc449687170]Expedited Adverse Event Reporting

Expedited AE reporting for this study must use CTEP-AERS (CTEP Adverse Event Reporting System). The Cancer Center/Clinical Investigator sponsor is responsible for reporting all Serious Adverse Events to the FDA in accordance with Sponsor responsibilities per 21 CFR Part 312. The reporting procedures to be followed are in accordance 21 CFR Part 312 and are briefly outlined in the tables below:

Distribution of Adverse Event Reports

CTEP-AERS is programmed for automatic electronic distribution of reports to the following individuals:  Principal Investigator and Adverse Event Coordinator(s) (if applicable) of the Lead Organization, the local treating physician, and the Reporter and Submitter.  CTEP-AERS provides a copy feature for other e-mail recipients. The NCI Formulary Pharmaceutical Collaborator must be copied on all submissions and will be programmed by CTEP to copy the Pharmaceutical Collaborator. 
Expedited Reporting Guidelines

Use the NCI protocol number and the protocol-specific patient ID assigned during trial registration on all reports.
Note:  A death on study requires both routine and expedited reporting, regardless of causality.  Attribution to treatment or other cause must be provided.

Death due to progressive disease should be reported as Grade 5 “Neoplasms benign,	 malignant and unspecified (incl cysts and polyps) - Other (Progressive Disease)” under the system organ class (SOC) of the same name.  Evidence that the death was a manifestation of underlying disease (e.g., radiological changes suggesting tumor growth or progression: clinical deterioration associated with a disease process) should be submitted. 

[The following table must be incorporated as appropriate for the specific NCI Formulary protocol]:
Phase 1 and Early Phase 2 Studies:  Expedited Reporting Requirements for Adverse Events that Occur on Studies under an IND/IDE within 30 Days of the Last Administration of the Investigational Agent/Intervention 1, 2
	FDA REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS (21 CFR Part 312)
NOTE:  Investigators MUST immediately report to the IND sponsor (Clinical Investigator/Cancer Center) ANY Serious Adverse Events, whether or not they are considered related to the investigational agent(s)/intervention (21 CFR 312.64)
An adverse event is considered serious if it results in ANY of the following outcomes:  
1) Death
2) A life-threatening adverse event 
3) An adverse event that results in inpatient hospitalization or prolongation of existing hospitalization for ≥ 24 hours 
4) A persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions 
5) A congenital anomaly/birth defect. 
6) Important Medical Events (IME) that may not result in death, be life threatening, or require hospitalization may be considered serious when, based upon medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. (FDA, 21 CFR 312.32; ICH E2A and ICH E6).


	ALL SERIOUS adverse events that meet the above criteria MUST be immediately reported to the IND sponsor (Clinical Investigator/Cancer Center), the NCI and the NCI Formulary Pharmaceutical Collaborator via electronic submission within the timeframes detailed in the table below.

	Hospitalization
	Grade 1 and Grade 2 Timeframes
	Grade 3-5
Timeframes

	Resulting in Hospitalization 
≥ 24 hrs
	10 Calendar Days
	24-Hour 5 Calendar Days

	Not resulting in Hospitalization 
≥ 24 hrs
	Not required
	

	Expedited AE reporting timelines are defined as:
· “24-Hour; 5 Calendar Days” - The AE must initially be submitted electronically within 24 hours of learning of the AE, followed by a complete expedited report within 5 calendar days of the initial 24-hour report.
· “10 Calendar Days” - A complete expedited report on the AE must be submitted electronically within 10 calendar days of learning of the AE.

	1Serious adverse events that occur more than 30 days after the last administration of investigational agent/intervention and have an attribution of possible, probable, or definite require reporting as follows: 
Expedited 24-hour notification followed by complete report within 5 calendar days for:
· All Grade 3, 4, and Grade 5 AEs
Expedited 10 calendar day reports for:
· Grade 2 AEs resulting in hospitalization or prolongation of hospitalization
2For studies using PET or SPECT IND agents, the AE reporting period is limited to 10 radioactive half-lives, rounded UP to the nearest whole day, after the agent/intervention was last administered.  Footnote “1” above applies after this reporting period.
Effective Date:  May 5, 2011



[bookmark: _Toc318813021][bookmark: _Toc449687171]
Routine Adverse Event Reporting

The Cancer Center/Clinical Investigator sponsor is responsible for reporting all Adverse Events to the FDA in accordance with Sponsor responsibilities per 21 CFR Part 312. 
All Adverse Events must be reported in routine study data submissions.  AEs reported expeditiously through CTEP-AERS must also be reported in routine study data submissions.
[bookmark: _Toc318813022][bookmark: _Toc449687172]

[bookmark: _Toc507420379][bookmark: _Hlk502775121]Pregnancy

Although not an adverse event in and of itself, pregnancy as well as its outcome must be documented via CTEP-AERS.  In addition, the Pregnancy Information Form included within the NCI Guidelines for Adverse Event Reporting Requirements must be completed and submitted to CTEP.  Any pregnancy occurring in a patient or patient’s partner from the time of consent to 90 days after the last dose of study drug must be reported and then followed for outcome.  Newborn infants should be followed until 30 days old.  Please see the “NCI Guidelines for Investigators: Adverse Event Reporting Requirements for DCTD (CTEP and CIP) and DCP INDs and IDEs” (at http://ctep.cancer.gov/protocolDevelopment/adverse_effects.htm) for more details on how to report pregnancy and its outcome to CTEP. 

Secondary Malignancy

A secondary malignancy is a cancer caused by treatment for a previous malignancy (e.g., treatment with investigational agent/intervention, radiation or chemotherapy). A secondary malignancy is not considered a metastasis of the initial neoplasm.
All secondary malignancies that occur following treatment with an NCI Formulary agent are to be reported expeditiously via CTEP-AERS.  Three options are available to describe the event: 
· Leukemia secondary to oncology chemotherapy (e.g., acute myelocytic leukemia [AML]) 
· Myelodysplastic syndrome (MDS) 
· Treatment-related secondary malignancy 

Any malignancy possibly related to cancer treatment (including AML/MDS) should also be reported via the routine reporting mechanisms outlined in each protocol. 
[bookmark: _Toc318813023][bookmark: _Toc449687173]Second Malignancy

A second malignancy is one unrelated to the treatment of a prior malignancy (and is NOT a metastasis from the initial malignancy).  Second malignancies require ONLY routine AE reporting unless otherwise specified.

5. The investigator-developed pharmaceutical information section for the NCI Formulary Agent must contain the following information and ordering instructions: 

Availability
[Agent Name] is supplied by [NCI Formulary Pharmaceutical Collaborator] and distributed by the Pharmaceutical Management Branch, CTEP, DCTD, NCI.

[Agent Name] is provided to the NCI for the NCI Formulary under a Collaborative Agreement between the Pharmaceutical Collaborator and the DCTD, NCI.
Agent Ordering and Agent Accountability

NCI-supplied agents may be requested by the Clinical Investigator (or their authorized designee) at each participating institution.  Pharmaceutical Management Branch (PMB) policy requires that agent be shipped directly to the institution where the patient is to be treated.  PMB does not permit the transfer of agents between institutions (unless prior approval from PMB is obtained).  The CTEP-assigned protocol number must be used for ordering all CTEP-supplied investigational agents. If there are several participating investigators at one institution, CTEP-supplied investigational agents for the study should be ordered under the name of one lead investigator at that institution.

Active CTEP-registered investigators and investigator-designated shipping designees and ordering designees can submit agent requests through the PMB Online Agent Order Processing (OAOP) application.  Access to OAOP requires the establishment of a CTEP Identity and Access Management (IAM) account and the maintenance of an “active” account status and a “current” password.  For questions about drug orders, transfers, returns, or accountability, call or email PMB any time.  Refer to the PMB’s website for specific policies and guidelines related to agent management.  

Agent Inventory Records – The investigator, or a responsible party designated by the investigator, must maintain a careful record of the receipt, dispensing and final disposition of all agents received from the PMB using the appropriate NCI Investigational Agent (Drug) Accountability Record (DARF) available on the CTEP forms page.  Store and maintain separate NCI Investigational Agent Accountability Records for each agent, strength, formulation and ordering investigator on this protocol.

Investigator Brochure Availability

The current versions of the IBs for the agents will be accessible to site investigators and research staff through the PMB Online Agent Order Processing (OAOP) application.  Access to OAOP requires the establishment of a CTEP Identity and Access Management (IAM) account and the maintenance of an “active” account status and a “current” password.  Questions about IB access may be directed to the PMB IB coordinator via email.

Useful Links and Contacts

· CTEP Forms, Templates, Documents:  http://ctep.cancer.gov/forms/
· NCI CTEP Investigator Registration:  RCRHelpDesk@nih.gov
· PMB policies and guidelines: http://ctep.cancer.gov/branches/pmb/agent_management.htm 
· PMB Online Agent Order Processing (OAOP) application:  https://ctepcore.nci.nih.gov/OAOP
· CTEP Identity and Access Management (IAM) account: https://ctepcore.nci.nih.gov/iam/ 
· CTEP IAM account help:  ctepreghelp@ctep.nci.nih.gov 
· IB Coordinator:  IBCoordinator@mail.nih.gov 
· PMB email:  PMBAfterHours@mail.nih.gov
· PMB phone and hours of service: (240) 276-6575 Monday through Friday between 8:30 am and 4:30 pm (ET)

6. The protocol must contain language regarding study oversight and data reporting.


[bookmark: _Toc449687190]Study Oversight

The Protocol Clinical Investigator is responsible for monitoring the conduct and progress of the clinical trial, including the ongoing review of accrual, patient-specific clinical and laboratory data, and routine and serious adverse events; reporting of expedited adverse events; and accumulation of reported adverse events from other trials testing the same drug(s).  The Protocol Clinical Investigator has access to the data at all times through the web-based reporting portal.  The Institution/Clinical Investigator sponsor is responsible for reporting all IND required documentation to the FDA in accordance with Sponsor responsibilities per 21 CFR Part 312.
[bookmark: _Toc318813038][bookmark: _Toc357599993][bookmark: _Toc449687191]Data Reporting
	
Data for this study will be submitted to the NCI/Theradex Clinical Data Repository for access via the Theradex Web-Reporting  tool. Access to the trial data is granted to NCI Formulary Pharmaceutical Collaborators through Theradex Support. Clinical trial site user must have an active CTEP IAM account. Questions regarding trial set-up for data reporting or access of the Web-Reporting tool may be directed to Theradex Support.
Data will be submitted to the NCI/Theradex Clinical Data Repository weekly via File Transfer Protocol, with a full replacement of data.

7. The protocol must contain the Standard Collaborative Agreement Language.

Collaborative Agreement(s) 

The NCI Formulary Agent(s) supplied by CTEP, DCTD, NCI used in this protocol is/are provided to the NCI under a Cooperative Research and development Agreement CRADA between the Pharmaceutical Company(ies) (hereinafter referred to as “Collaborator(s)”) and the NCI Division of Cancer Treatment and Diagnosis.  Therefore, in addition to the terms of the NCI Formulary Material Transfer Agreement, including the provisions in the “Intellectual Property Option to Collaborator” the following obligations/guidelines apply to the use of the Formulary Agent(s) in this study: 
 
Formulary Agent(s) may not be used for any purpose outside the scope of this protocol, nor can Formulary Agent(s) be transferred or licensed to any party not participating in the clinical study.  Collaborator(s) data, including but not limited to the Investigator Brochure, for Formulary Agent(s) are confidential and proprietary to Collaborator(s) and shall be maintained as such by the investigators. The protocol documents for studies utilizing Formulary Agents contain confidential information and should not be shared or distributed without the permission of the NCI.  If a copy of this protocol is requested by a patient or patient’s family member participating on the study, the individual should sign a confidentiality agreement. A suitable model agreement can be downloaded from: http://ctep.cancer.gov. 
 
For a clinical protocol where there is a Formulary Agent used in combination with (an)other Formulary Agent(s), each the subject of different CRADAs, the access to and use of data by each Collaborator shall be as follows (data pertaining to such combination use shall hereinafter be referred to as "Multi-Party Data”): 
 
· NCI will provide all Collaborators with prior written notice regarding the existence and nature of any agreements governing their collaboration with NCI, and the design of the proposed combination protocol. 
· Each Collaborator has agreed to permit use of the Multi-Party Data from the clinical trial by any other Collaborator solely to the extent necessary to allow said other Collaborator to develop, obtain regulatory approval or commercialize its own Formulary Agent. 
 
Clinical Trial Data and Results and Raw Data developed under a Formulary CRADA will be made available to Collaborator(s), the NCI, and the FDA, as appropriate and unless additional disclosure is required by law or court order as described in the IP Option to Collaborator (http://ctep.cancer.gov/industryCollaborations2/intellectual_property.htm). Additionally, all Clinical Data and Results and Raw Data will be collected, used and disclosed consistent with all applicable federal statutes and regulations for the protection of human subjects, including, if applicable, the Standards for Privacy of Individually Identifiable Health Information set forth in 45 C.F.R. Part 164. 
 
Any manuscripts or other documents reporting the results of this clinical trial must be provided to CTEP by the principal investigator for immediate delivery to Collaborator(s) for advisory review and comment prior to submission for publication.  Collaborator(s) will have 30 days from the date of receipt for review.  Collaborator shall have the right to request that publication be delayed for up to an additional 30 days in order to ensure that Collaborator’s confidential and proprietary data, in addition to Collaborator(s)’s intellectual property rights, are protected.  Copies of abstracts must be provided to CTEP for forwarding to Collaborator(s) for courtesy review as soon as possible and preferably at least seven (7) days prior to submission, but in any case, prior to presentation at the meeting or publication in the proceedings. Press releases and other media presentations must also be forwarded to CTEP prior to release. Copies of any manuscript, abstract and/or press release/ media presentation must be sent to NCI CTEP Publications.  

The Regulatory Affairs Branch will then distribute them to Collaborator(s).  No publication, manuscript or other form of public disclosure shall contain any of Collaborator’s confidential/ proprietary information. 

Informed Consent Document

1. The informed consent document must contain language regarding cost information related to the NCI Formulary agents:

The (NCI Formulary agent) will be supplied at no charge while you take part in this study. The cost of getting the (NCI Formulary agent) ready and giving it to you (As appropriate, add: “…is also provided at no charge.” Or “…is not paid by the study sponsor so you or your insurance company may have to pay for this.”) It is possible that the (NCI Formulary agent) may not continue to be supplied while you are on the study. Although not likely, if this occurs, your study doctor will talk to you about your options.

2. The informed consent must contain language related to sharing of information.

The informed consent must clearly state the NCI and the NCI Pharmaceutical Company Collaborator will have access to all study data for regulatory purposes.




