
THE INDIANA UNIVERSITY SIMON CANCER CENTER

Protocol Review and Monitoring System

The Protocol Review and Monitoring System at the Indiana University Simon Cancer Center (IUSCC or Cancer Center) is comprised of the Scientific Review Committee (SRC) and its subcommittee, the Protocol Progress Committee (PPC).  The primary focus of the Protocol Review and Monitoring System is the evaluation of scientific merit, priorities and progress of clinical trials at the IUSCC. The SRC has the authority to open protocols that have scientific merit and contribute to the goals of the IUSCC.  The PPC makes recommendations to the SRC to close protocols based upon patient accrual, scientific progress and ongoing clinical relevance. 
Scientific Review Committee

The SRC evaluates all cancer center trials.

Responsibilities

1. To provide consultation prior to and after SRC review to cancer center members or affiliates interested in the conduct of prospective protocols relevant to the mission of the Cancer Center

2. To review all prospective protocols that involve patients, biological samples of patients, or clinical records of patients with cancer or at immediate risk for cancer 

3.  
To evaluate the merit of protocols eligible for utilization of shared   resources provided by the Cancer Center based upon scientific merit and contribution to the mission of the Cancer Center 

The SRC is not intended to review protocols dealing with healthy human subjects and the population sciences, e.g. genetic epidemiology studies in which cancer is not the predominant research focus.

Deans of the Schools of Medicine, Public Health and Nursing and the Executive Committee of the IU School of Medicine require that all prospective clinical trials performed at or through the Cancer Center must be submitted and approved by the SRC prior to IRB submission.

Membership

The SRC committee is composed of a Chair, Co-Chair, and voting members who review protocols and vote for approval, provisional approval, tabled or disapproval as part of the review process.  The Associate Director for Clinical Research, in consultation with the Cancer Center Director, appoints the Chair, co-Chair, and members.  Members are selected to assure broad representation of the multidisciplinary groups and varied activities of the IUSCC.  The Chair and Co-Chair serve 3 years with renewals considered after each 3 year term.  Members serve a minimum 1-3 years. The Chair will not be assigned as a Primary Reviewer for any protocol, and he/she will not vote regarding the approval of a protocol unless required to break a tie. The Chair will preside over the committee meetings to ensure consistent and fair operation and deliberations, and he/she will communicate with investigators regarding any outstanding issues from the protocol review so that the anonymity of the Reviewers is protected.  The Co-Chair of the SRC is the PPC Chair (See PPC Section).  In the event that the Chair or Co-Chair are unable to attend a meeting, he/she shall designate another of the members to substitute in this role.  Criteria for membership include:

1. Cancer Center membership (except in the case of voting members with unique skills but who are not eligible for membership, e.g. investigators who are not Cancer Center members
2. Experience in protocol design and implementation or statistical analysis

3. Experience in the conduct of prospective clinical trials or basic or translational laboratory research

Criteria for selection of protocols for review

The SRC is responsible for review of all prospective cancer related research at the IUSCC, including clinical, translational, and laboratory based protocols for which a Cancer Center member is an investigator. In addition, regardless of School, Department affiliation, or Cancer Center membership of the investigator, a protocol may require review if the conduct of the protocol requires the direct participation of or access to biological specimens from or access to medical records of patients with cancer or at immediate risk of cancer. The policy of SRC review was developed by the Cancer Center Director with the approval of the Deans of the IU School of Medicine and the IU School of Nursing and the Executive Committee of the IU School of Medicine.

The Chair of the SRC is available for consultation in the case of uncertainty of the necessity of SRC review. The IUPUI IRB requires investigators to indicate if the submitted protocol requires the participation of patients with cancer, including their medical records or biological samples. The IUPUI IRB will not approve such trials without SRC approval. In ambiguous circumstances, the IRB will consult with the SRC Chair. 
PRMS review is not required to evaluate or prioritize studies dealing with healthy human subjects and the population sciences, e.g., observational and epidemiologic studies.  Patient oriented research does not include in vitro studies that utilize human tissues that cannot be linked to a living individual, de-identified tissue banking and studies that do not require patient consent (e.g., retrospective chart reviews) and are therefore also exempt from SRC review.  Protocols receive exempt status if they are not primarily focused on cancer, are retrospective, are not using IU Cancer Center patients or resources, or other criteria determined appropriate by the Chair. 
Protocol submission process

The SRC Coordinator facilitates the submission process.  PI’s are required to complete a Feasibility Checklist and Prioritization Scorecard signed by the Program Leader (see attached) in addition to sufficient documentation of a Program’s research strategy with respect to the proposed trial.  Concurrent with SRC review, the Clinical Trials Office (CTO) staff reviews the submission to identify any feasibility/resource issues that need to be resolved prior to IRB submission.  If feasibility issues are identified, the SRC review may proceed, but the CTO may place studies on administrative hold prior to submission to the IRB.  Factors that may result in an administrative hold are not limited to, but include,  staff shortages, new industry sponsor or new contract or budget, new equipment needs (as indicated on the feasibility checklist), new procedures requiring collaboration with other groups, an indication on the feasibility checklist that all funding has NOT been identified for non-industry trials, an indication that a funding source has NOT been identified to pay for all study procedures that are not standard of care (from the feasibility checklist), an inability to identify all appropriate study personnel on the feasibility checklist, an indication that any new industry sponsor has agreed with start-up costs and overhead.
The SRC Chair reviews the Feasibility Checklist and Prioritization Scorecard for accuracy and completion (Appendix A).  Studies with scores < 5 will be disapproved without review.  The PI may appeal to the Cancer Research Committee (CRC).  Those anticipating competing studies at the time of activation will NOT be reviewed by the SRC unless the submission is accompanied by a detailed plan for managing competing studies and prioritizing patients to avoid bias.  The conflict management plan will be reviewed by the SRC and must be approved for the trial to proceed.  Priority will be given to investigator initiated trials followed by NCTN trials followed by industry sponsored trials.  
Protocols are submitted for SRC review prior to IRB review. Protocols requiring IRB approval for issues related to funding or completion of the study in such a timeframe which does not allow for prior SRC review, may be submitted simultaneously for SRC review at the next scheduled meeting at the discretion of the SRC Chair, but cannot be activated until SRC review is complete and full SRC approval is granted.  A PI may request, “Just in Time” protocol activation for NCTN and other NCI co-operative group trials which allows for dual expedited SRC and NCI-CIRB submission. 
A submission packet with all required forms is available on the IU IRB and IUSCC CTO website and/or by contacting the SRC Coordinator.  All submissions are submitted via the e-PRMS console in OnCore (the IUSCC database). In addition to a final version of a protocol in a standard format, the investigator is required to complete a feasibility checklist that includes site-specific multidisciplinary program leader(s) and collaborator(s) sign-offs in addition to resource utilization. In addition the principal investigator must include information on prioritization of the trial as it relates to program/department goals, the source of funding, and risk assessment specific to investigator initiated trials including NCI required data fields. 

Protocol review process

A protocol may undergo expedited or full committee review. In either case, the criteria for approval are assessed and considered by the reviewer. Full committee review sessions occur twice monthly and require a quorum of 8 members present to begin the meeting. Non-members may attend and/or be requested to provide protocol specific expertise.  Investigators may attend to provide additional information related to the protocol. However, investigators with substantial involvement in a protocol must leave the review session during discussion and voting.   Access to CCSG supported centralized resources is contingent upon SRC approval and CTO assessment of feasibility (for those trials that will use CTO resources for trial management).
Review types:

Expedited review: Protocols submitted through the NCTN (National Clinical Trials Network) and/or receive peer-review funding or support by NIH mechanisms including CTEP are eligible for expedited review.  This would include trials conducted in the following groups: Alliance for clinical trials in oncology; NRG Oncology; and the COG (Children’s Oncology Group).Single patient expanded access protocols, and similar protocols that provide drugs to a patient and do not include significant scientific questions, are also eligible for expedited review.
Investigator-initiated trials, already approved by the scientific review committee of an NCI-designated Cancer Center with a fully approved PRMS, shall be granted an expedited SRC review, focusing on feasibility and resource allocation.  Examples of trials considered under this criteria would include: BIG10CRC, TBCRC, and the HCRN.
Investigator-initiated trials (not already approved by the scientific review committee of an NCI-designated Cancer Center with a fully approved PRMS), institutional or pharmaceutical sponsored protocols are not eligible for expedited review, with the exception of single patient expanded access protocols as listed above. 

In the case of an expedited review, the reviewer conducts a full review but emphasizes evaluation for the lack of competing trials for the proposed patient population and the accuracy of predicted accrual. The reviewer may choose to approve for IRB submission (minor editorial changes may be required) or request full SRC review if there are significant issues related to objectives, conduct, or analysis.

Full committee review: The majority of protocols are reviewed, discussed, and voted upon at the monthly meetings. A protocol is assigned a primary and secondary reviewer in addition to a pharmacy, statistical and data safety monitoring review. All protocols scheduled for review are available via e-PRMS to all members who attend a session. The primary and secondary 
reviewers are typically Cancer Center Members with a doctoral level degree and are actively involved in clinical research. The primary reviewer introduces the protocol and summarizes the hypothesis, specific aims, investigational plan, and any specific concerns (see Criteria for protocol approval, below) that impact approval including feasibility, prioritization and targeted accrual. The secondary reviewer provides a similar review. The protocol is then discussed by the full committee after which the primary reviewer makes a motion for one of the outcomes listed in the next section. A majority of voting members present must agree with the motion.  In the event of a tie, the Chair will vote to break the tie.
Amendments:  All major amendments (according to the IRB guidelines) are screened by the CTO Administrator or qualified designate.  Any amendment that involves safety issues or scientific changes, including those that affect the eligibility or conduct of the study will be forwarded to the SRC Coordinator for SRC expedited review. Examples include but are not limited to: additional treatment arms, additional study populations, and significant changes in medication doses. The PI or other study team members may consult the CTO office for clarification of any amendment in question.

The primary reviewer of the original protocol submission, if available, should evaluate the amended protocol for adherence to the original study objectives and design.  The reviewer has the option to approve, provisionally approve, or refer to a full board meeting. Amendments found to substantially alter the objectives or study design or affect the scientific merit will be sent for full board review.  
Possible outcomes of review:

Approval: The protocol may be submitted to IRB, minor changes or queries may be indicated.

Provisional Approval: The protocol or supporting documents require amendment or questions/concerns to be addressed. These typically clarify or better explain an objective, procedure, or analysis plan. As a rule, review and approval by the primary reviewer and/or statistician is required to receive final SRC approval. Additional approval by other members of the SRC may be required based on the provisions. The SRC coordinator facilitates communication between the PI and the SRC Chair. 
Tabled: This decision represents that, in the judgment of the SRC, there are significant issues in the protocol that will require revisions and/or answers to clarify reviewer concerns. A tabled protocol must be reviewed again by the full SRC. Examples of reasons for a tabled protocol include insufficient preclinical or clinical data to warrant conduct of the proposed study, the trial will not accomplish the stated aims due to either inadequate biostatistical design or inadequate data collection, or the investigator does not have access to an adequate patient population to complete the trial.

Disapproved: The protocol is not acceptable in its current form. This may be due to fundamental concerns in the rationale, design, or statistical evaluation. The protocol may not be resubmitted without substantial modification. 

Possible outcomes of the CTO review:
Administrative Hold: significant resource issues exist and must be resolved prior to IRB approval.

Administrative Approval: No resource constraints identified.  Trial may proceed.


The results of this feasibility review is independent of the SRC scientific review.  

That is to say, a trial may be scientifically approved but placed on Administrative Hold.  Similarly, a trial may be Administratively Approved but Scientifically Tabled.  The CTO will work with the PI to resolve any feasibility issues as quickly as possible.  Once resolved, an approved trial will be released from Hold and may proceed with IRB submission.
Communication of outcome with investigator:

The SRC Coordinator drafts outcome reports using reviewer comments.  The Chair of the SRC reviews, edits and summarizes outcome reports prior to communication with the investigator. The SRC Coordinator will facilitate the distribution of the final outcome reports via OnCore. The goal is to notify the investigator within 3 business days from the review sessions for full board reviews and five business days from the submission of an expedited review. Each reviewer question or comment is required to be addressed by the PI prior to receiving approval.  All communications between reviewers are documented in the outcome summary document that is shared with the clinical team.
Criteria for protocol evaluation and approval

The primary and secondary reviewers are responsible for conducting a detailed review of the submitted protocol.  Additional review as outlined below is performed by specific members of the SRC with defined areas of expertise such as pharmacy and data management. The emphasis of review is as follows:

1. Primary and secondary reviewer:  Are the scientific rationale, study design, expected accrual rates, feasibility for completion within a reasonable timeframe, risk assessment for investigator initiated trials?

2. Biostatistics reviewer: Can primary study hypothesis be tested through statistical analysis?  Is power and precision of the statistical analysis adequate?  Are there plans for interim analysis of efficacy and provisions for early stopping rules?

3. Pharmacy reviewer: Are there adequate instructions for pharmacy preparation, storage and nursing administration and are patient instructions addressed completely, are drug-drug interactions properly identified?

4. DSMC reviewer: Is the DSMP adequate? If an investigator initiated trial, did the PI assess risk accurately, per the IUSCC DSMP?  If investigator initiated multi-site, is there adequate infrastructure, SOPs in place to ensure appropriate monitoring and/or auditing?

Prioritization of protocols for utilization of shared resources provided by the Cancer Center

Disease Groups and/or Departments submitting protocols through PRMS for SRC review must complete the IUSCC Feasibility Checklist and Prioritization Scorecard as well as submit minutes from their Program Review of New Trials or sufficient documentation of a Program’s research strategy with respect to the proposed trial which provides an ongoing strategy for portfolio prioritization.  Mandatory fields include prioritization of the trial within the program’s strategic plan and/or goals, funding source and sign-offs by all collaborators. Clinical trial prioritization of Investigator Initiated Trials (IITs) is clearly articulated by the scoring system on the Scorecard with National Cooperative Group Trials (NCTN) second and lastly industry sponsored trials.  Program leaders may present their research goals and priorities prior to the SRC formal review.  This is a standing agenda item under PRMS of the Clinical Research Committee (CRC).   The CRC is comprised of translational program leaders including the SRC and PPC Chairs, CTO administration and management and is open to all faculty conducting clinical research: The CRC meets quarterly immediately preceding the monthly SRC meeting therefore facilitating broader attendance, discussions and communication.
All investigator initiated trials (IITs) receive a pre-review prior to being placed on the SRC agenda and are provided an opportunity for protocol development assistance.

Appeals

 

Investigators who disagree with the SRC decision (whether at the time of initial scientific review or subsequent progress review) may appeal in writing to the IUSCC SRC within 30 days.  PI’s may (but are not required to) attend the next scheduled SRC meeting to answer questions and explain unique circumstances in support of their appeal.  If the SRC upholds a decision for study disapproval or closure, the study will be closed without further appeals.  All notifications will include the study team, the co-PI’s, regulatory and finance.  


Miscellaneous Procedural Issues

All comments and reviews are kept as electronic documents in the secured electronic regulatory folders and through OnCore, the IUSCC Clinical Trials Management System (CTMS).
SRC outcome reports and approval letters are distributed to the relevant study team(s), the Clinical Trials Office regulatory and finance staff, the IUPUI IRB, and other key personnel involved in study startup.  
Protocol Progress Committee

The Protocol Progress Committee (PPC) is a subcommittee of the SRC and comprised of a Chair (the SRC Co-Chair), QA Manager, and PPC Coordinator and additional ad hoc members as necessary.  The PPC conducts ongoing reviews for scientific progress and relevance, including accrual on clinical trials at the IUSCC, on a monthly basis.  This review, defined by the criteria outlined below, is performed by the PPC coordinator under the guidance of the PPC and SRC Chair.  The review identifies protocols that are under accruing, thus triggering a templated letter requiring rationale for keeping a trial open or possible closure will ensue.  The PPC reviews will be conducted in coordination with the next SRC meeting, which reviews newly submitted or previously tabled protocols.  Each active trial will be reviewed for current accrual compared to the expected/predicted accrual.  NCTN trial letters are sent to the Lead Academic Participating Site (LAPS) PI in addition to the PI of record at the site.  The IU PI is ultimately responsible for responding to the PPC.  The PPC subcommittee may review rationale and/or criteria as needed or requested by the PI.  The PPC recommendation to close studies for low accrual is submitted to the SRC for consideration and recommendations regarding closure of the trial. Accommodations may be made for rare tumor subtypes (see section on “Rare Tumor Trials” below).  Upon SRC recommendation, the PPC coordinator will close the low accruing studies.

Department and/or disease program leaders may submit or present information on the prioritization of their clinical research trials, accrual and scientific progress and relevance during the PRMS portion of the Clinical Research Committee meeting in addition to the mandated program review minutes required for initial SRC review. The PPC and SRC Chairs attend all full board CRC meetings: The PPC coordinator attends all full board SRC and CRC meetings.

Review Criteria 

The SRC defines low or under accruing as < 50% of targeted annual accrual rate.  Total targeted accrual is captured in OnCore as a mandatory field in addition to annual targeted accrual.


Adult cancer studies

Industry trials (including targeted therapy studies)

a. Zero accruals in the 1st 6 months after activation will result in a recommendation by the PPC to the SRC for closure of the trial.

b. Only 1 accrual in the 1st 6 months after activation will result in a warning letter to the PI of the trial.  If no further patients are enrolled over the next 6 months (12 months from activation) or accrual has not reached > 50% the annual accrual target rate, then the PPC will recommend closure of the trial to the SRC.  If > 50% accrual is met by 12 months after trial activation, then the study will remain open and will undergo annual review to ensure that the accrual rate remains > 50% annual accrual target rate.  If the study is not meeting > 50% annual target rate at 24 months, the PPC will recommend closure of the trial to the SRC.

Investigator initiated trials (IITs) and Cooperative Group trials including NCTN trials

a. Zero accruals in the 1st 6 months after activation will result in a recommendation by the PPC to the SRC for closure of the trial.

b. Only 1 accrual in the 1st 12 months after activation will result in a warning letter to the PI of the trial.  If no further patients are enrolled over the next 12 months (24 months from activation) or accrual has not reached > 50% the annual accrual target rate, then the PPC will recommend closure of the trial to the SRC.  If > 50% accrual is met by 24 months after trial activation, then the study will remain open and will undergo annual review to ensure that the accrual rate remains > 50% annual accrual target rate.  If the study is not meeting > 50% annual target rate any annual review, the PPC will recommend closure of the trial to the SRC.

Rare tumor trials.  The IUSCC defines rare diseases in alignment with the NCI definition by the ESMO (<6/100,000).  This information will be captured in the feasibility checklist and documented in OnCore.  These trials are designated in the category at initial SRC submission and labeled as such in the OnCore database.  
a. Zero accruals at 18 months after activation will result in a recommendation by the PPC to the SRC for closure of the trial.

b. Only 1 accrual in the 1st 18 months after activation will result in a warning letter to the PI of the trial.  If no further patients are enrolled over the next 18 

months (36 months from activation), then the PPC will recommend closure of the trial to the SRC.  If 2 or more patients are accrued by 36 months after trial activation, then the study will remain open and will undergo annual review.  If the study is not accruing at least 1 patient every 18 months, the PPC will recommend closure of the trial to the SRC.

c. For multi-institutional trials (e.g. NCTN trials, Children’s Oncology Group) the recommendation to close a study will take into consideration overall accrual to the trial at all participating sites.

Pediatric cancer studies

Industry trials (including targeted therapy studies)

a. Zero accruals in the 1st 24 months after activation will result in a recommendation by the PPC to the SRC for closure of the trial.

b. Only 1 accrual in the 1st 24 months after activation will result in a warning letter to the PI of the trial.  If no further patients are enrolled over the next 6 months (30 months after activation) or accrual has not reached > 50% the annual accrual target rate, then the PPC will recommend closure of the trial to the SRC.  If > 50% accrual is met by 30 months after trial activation, then the study will remain open and will undergo annual review to ensure that the accrual rate remains > 50% annual target rate.  If the study is not meeting the > 50% annual target rate at 42 months, the PPC will recommend closure of the trial to the SRC.

Investigator initiated (IIT) and Cooperative Group trials

The PRMS recognizes the special approach to protocol progress review required of pediatric cancer trials conducted within the Children’s Oncology Group.  The PRMS believes that zero and low accruing trials conducted within the Children’s Oncology Group should remain open.  The fundamental approach to pediatric trials is to have protocols available at multiple institutions to capture rare patients that meet eligibility.  Some institutions may have few or no enrollments.  This is the only way to ensure that sufficient numbers of patients across the country will be enrolled.  COG and CTEP monitor overall protocol enrollment.  If the protocol as a whole is not able to enroll, it will be closed at the group level.  Therefore, pediatric cancer studies conducted within the Children’s Oncology Group will be permitted to remain open even with zero accruals.
Appeals

Investigators who disagree with the SRC decision (whether at the time of initial scientific review or subsequent progress review) may appeal in writing to the IUSCC SRC within 30 days.  PI’s may (but are not required to) attend the next scheduled SRC meeting to answer questions and explain unique circumstances in support of their appeal.  If the SRC upholds a decision for study disapproval or closure, the study will be closed without further appeals.  All notifications will include the study team, the co-PI’s, regulatory and finance.  The study team is instructed to proceed with termination provided the finance team and sponsor, where required, give approval.
Relationship to the IRB

Recognizing that the primary objectives of the SRC and Protocol Progress Committee (PPC) (principally scientific merit, priorities and progress) are different from those of the IRB (human safety), there is only minimal overlap in the review process.  As it is a requirement of the IRB to have SRC approval on all appropriate protocols, a letter of SRC approval is sent with the most current version date of the protocol for IRB review and the SRC outcome summary including all communications between reviewers and the PI to ensure a thorough review process has been documented and shared with the IRB. Specific to investigator initiated trials (IITs), protocol development dialogue, communications and minutes from the development meetings may also be included to the IRB.

Conversely, under IUSCC PRMS guidelines, if the SRC closes a trial, SRC approval is revoked and the IRB is notified, who will then revoke their approval. 

Revision of Guidelines

The guidelines of the Scientific Review Committee and Protocol Progress Committee may be changed or revised with approval of the Cancer Center Director.

Document Versions
Original:  3/26/93

Revised:  10/11/94


Revision to part 3 (treatment protocols):  3/95  

Revision regarding treatment protocols, amendment & annual review approval process:  6/27/95.  

Revision of Guidelines: 12/24/97

Revised: Section E, #2 Protocol with External Peer-Review 7/17/98

Revised:  Entire Document 9/00

Revised: Entire Document 7/03

Revised: 12/03

Revised: Entire Document 10/05

Revised: Entire Document 10/2007
Revised: Entire Document 8/2008

Revised: Criteria for selection of protocols for review 2/18/2010

Revised: Entire Document 6/2011

Revised Entire Document 5/2014

Revised Entire Document 5/2014

Reviewed Entire Document w/ Admin Changes 1/2015

Reviewed Entire Document w/ Admin Changes 2/2015

Reviewed Entire Document w/ Admin Changes 3/2015
Revised: Admin Changes May 2015  

Reviewed:  Admin Changes September 2015
Revised: Entire Document December 29 2017
Revised: Review Criteria March 13 2018

Revised: Protocol review process and appeals language August 1 2018

Revised: Studies eligible for expedited review language January 30, 2019
SRC Guidelines: 3/26/93


Indiana University Simon Cancer Center

Latest Revision 01/30/2019



