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CHAPTER I 

INTRODUCTION 

The National Cancer Institute (NCI) estimates that approximately 555,550 people 

die of cancer each year in the United States. This is an average of a little more than 1,500 

people per day and ranks cancer as the second leading cause of death behind heart 

, .disease. 1 In 2007, an astonishing 1,444,920 new cancer cases are anticipated to be 

diagnosed. 2 It is through scientific research and the necessary employment of clinical 

1rials that advances are made to fight this dreadful disease. 

A breakthrough or advancement made in the treatment of cancer begins with basic 

research of cells and tissues in the laboratory. Once a particular treatment or technique is 

developed, and proven to be successful in animal models, it can then be evaluated in 

people through clinical trials. Clinical trials follow a rigorous scientific process to 

answer specific questions relating to the newly developed therapy or technique. A 

clinical trial is the only mechanism to determine the true effectiveneSs of a promising 

new therapeutic being investigated. 1 Thus, any Unnecessary delays in approving a 

clinical trial protocol increases the time before that trial can begin enrolling patients and 

therefore gain approval for new treatment options. 

The International Conference of Harmonization Good Clinical Practice (ICH GCP) 

guidance document defines a protocol as "a document that describes the objective(s), 

design, methodology, statistical considerations, and organi:mtion of a trial." The ICH 
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GCP further goes on to describe that the protocol gives the rationale and background for 

a trial. The World Health Organization's (WHO) Handbook for Good Clinical Research 

Practice states that "the study protocol is the core document communicating trial 

requirements to all parties who have responsibility for approval, conduct, oversight, and 

analysis of the research." Thus, before any trial can begin accruing patien~ its protocol, 

along with a study's informed consent, must be thoroughly reviewed and approved by a 

network of entities to ensure that a study's protocol outlines a trial that is safe and 

: · effective. 

A recent study conducted at the Vanderbilt-Ingram Cancer Center (VICC) and at 

VICC Affiliate Network (VICCAN) sites indicated that two particular processes took 

longer than all others involved in their clinical trial protocol approval process. These two 

particular processes were the Scientific Review Committee review process and the 

Contracts and Grants approval process. 3 This was contrary to what the authors expected, 

in that, they believed the IRB review and approval process would take the longest. Many 

of the challenges reported by the authors of the study at the VICC parallel those 

encountered in the protocol approval process at UT Southwestern. A closer examination 

of these parameters is needed. 

The Harold C. Simmons Comprehensive Cancer Center (SCCC) at UT Southwestern 

Medical Center is a matrix cancer center and relies upon the interactions between other 

institutions and departments to conduct all phases of its cancer research. Thus, the 

processes involved in approving a clinical trial protocol also rely upon the interactions 

between other institutions and departments. This is where many challenges and various 
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institutional adminis1rative barriers arise. Therefore, it is the goal of this practicum report 

to formally evaluate and document the protocol approval process at the SCCC at UT 

Southwestern. The report will also identify unwarranted time delays in the process and 

provide feasible resolutions to expediting the overall clinical trial protocol approval 

process without compromising patient safety or research integrity. At the cessation of 

this report, a further analysis may be conducted using its findings to determine whether or 

not these time delays in approving a study protocol are consistent with approval 

: · processes encountered at other institutions and academic health center settings like the 

Vanderbilt-Ingram Cancer Center and the Simmons Comprehensive Cancer Center. 
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Table 1 

Term Abbreviation 
Simmons Comprehensive Cancer Center sccc 
Clinical Research Office CRO* 
Protocol Review and Monitoring Committee PRMC 
Institutional Review Board IRB 
Disease Oriented Team DOT 
Data Safety Monitoring Board DSMB 
Central Review Board CRB 
WesterniRB WIRB 
Department of Clinical Sciences DCS 
Clinical Research Coordinator CRC 
UT Southwestern UTSW 
International Conference of Harmonization ICH 
Federalwide Assurance FWA 
Good Clinical Practice GCP 
Principal Investigator PI 
Case Report Form CRF 
Code of Federal Regulation CFR 
Serious Adverse Event SAE 
International Conference of Harmonization ICHGCP 
Good Clinical Practice 
World Health Organization WHO 
V anderbilt-lngram Cancer Center VICC 
VICC Affiliate Network VIC CAN 
US Food & Drug Administration FDA 
National Cancer Institute NCI 
NCI Cancer Th Evaluation Program CTEP 
Clinical Trials Office CTO 
Office for Human Research Protections OHRP 
IA}'Ql LLU.ent of Health & Human Services DHHS 
Radiation Safety Committee RSC 
Sub-Committee for Human Use of Radiation SHUR 
Radiation Drug Research Committee RDRC 
Research Compliance Committee RCC 
University Hospitals UH 
Parkland Health & Hospital System PHHS 
*Institutional .Abbreviation (Not Contract Research Organization) 
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Backmund 

CHAPTERll 

THEPROTOCOLAPPROVALPROCESS 

The protocol approval process is a multifaceted and complex process that is not 

uniform across all institutions. Numerous steps must be taken from the time a protocol is 

developed to the time a clinical trial can open and start accruing patients. Thus, every 

' · institution imposes its own regulatory steps and procedures in addition to those outlined 

by the U.S. Food and Drug Administration (FDA). The approval process becomes even 

more complex and convoluted when many institutions are integrated into a matrix system 

like that of the SCCC at UT Southwestern. 

Before a new study can begin accruing patients at the SCCC, its protocol must go 

through a network of approval processes under the watchful eye of the Clinical Research 

Office (CRO). The CRO has many functions. One of these functions is to manage new 

protocols from the time of their inception or receipt to the time a study opens for patient 

enrollment The CRO also monitors and provides communication within the necessary 

departments and institutional components that play a role in the many protocol approval 

processes. 

Clinical trials conducted at the SCCC via the CRO recruit and perform patient care at 

Parkland Health & Hospital System, University Hospital Zale-Lipshy, University 

Hospital St. Paul, the Aston Ambulatory Care Center, the Dallas VA Medical Center, 

Children's Medical Center, and the SCCC Seay oncology clinic. By utilizing each one of 
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these institutions and their resources, the SCCC can collaborate on ground-brealdng 

discoveries that impact our basic understanding of cancer and lead to advancements in 

clinical care. 4 Furthermore, it is these advancements and the continual development of 

new cytostatic cancer therapeutics that create an even greater need for clinical trials that 

study these targeted therapeutic effects. s 

Disease Oriented Team Meeting 

A new study protocol begins the approval process by first being discussed at a Disease 

Oriented Team (DOT) meeting. Currently, the SCCC is broken up into ten disease 

groups. Each DOT meets once a month and is composed of medical, surgical, and 

radiation oncologists, basic scientists, and researoh coordinators. During a DOT meeting, 

committee members discuss trials that are currently open, adverse events, accrual, and 

any other study related items (see Appendix B). 

Disease Groups: 
• Breast 
• Lung 
• Gynecology Oncology 
• Radiation Oncology• 
• Gastrointestinal 
• Gastrourinary 
• Melanoma 
• Brain 
• Hematology Oncology 
• Head and Neck 

*Radiation Oncology is a trealment modality but for administrative purposes is organized like a DOT 
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One of the DOTs responsibilities is to review new studies and discuss each disease 

group's interest in the protocols. It is also determined at the DOT meeting whether or not 

there are currently open protocols that would compete for the same patient population. 

Furthermore, it is the DOTs job to consider whether or not a new study under review 

coincides with the future direction and current status of the disease group in upholding 

the overall mission of the cancer center. By this, each disease group seeks to maintain a 

study portfolio with a proportionate number of investigator-initiated, cooperative group, 

· ··and industry sponsored studies. Investigator-initiated and cooperative group studies are 

the priority and are important because they can provide financial resources and access to 

pharmaceutical drugs for further institutional research projects. 

When a study is denied DOT approval, the study's sponsor is notified as to why the 

study was not approved. Studies are regularly denied approval because of inadequate 

staffing needed to meet the demands of the new study while continuing to provide 

excellent care to existing research patients. It is not uncommon for a study to be denied 

initial DOT approval, but be approved at a later date. This often happens after a study 

sponsor provides more information or scientific data regarding the protocol. 
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Protoeol Review and Moaitoriag CoDUDittee 

Once a protocol bas been approved by the appropriate DOT, it is then submitted to the 

Protocol Review and Monitoring Committee (PRMC) for review. Gaining the PRMCs 

approval is the next Cancer Center hurdle that a protocol must clear prior to Institutional 

Review Board (IRB) submission. It is the PRMCs job to discuss and review the scientific 

merit and conceptual basis of a new study protocol. This is to ensure that the study is 

seientifically justified and clearly described in the protocol. For a study to be 

scientifically justified and gain PRMC approval it must be statistically and scientifically 

sound in order to answer the questions the study is asJcing. 6 

The PRMC meets on the second Wednesday of each month to review all cancer

related protocols that are conducted at UT Southwestern, Parkland, Children's Medical 

Center, and the Dallas VA Medical Center. This includes all investigator-initiated, 

cooperative group, other peer-reviewed, and industty-sponsored cancer studies. Cancer

related clinical protocols are specifically defined by the UT Southwestern Medical Center 

as "Any study that includes cancer patients or their relatives, cancer prevention trials, and 

studies assessing epidemiologic, imaging or biological markers for early detection or risk 

information." 

The PRMC conducts two different types of review, an administrative review and a full 

committee review. All studies, except cooperative group and other studies that have 

undergone rigorous external scientific review are subject to full committee review.7 For 

example, if a study was externally reviewed by the NCI's Cancer Therapy Evaluation 

Program (CTEP) prior to PRMC submission then it would likely undergo an 
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administrative review and not a full committee review. This is because protocols 

reviewed by CTEP are reviewed by a committee consisting of one or more oncologists, a 

biostatistician, a pharmacist, and a regulatory affairs professional, all of whom review 

protocols for scientific merit, patient safety, adequacy of regulatory and human subject 

protection, and any duplication of existing studies. 8 The CTEP protocol review 

committee is comprised of the same professional staff as UT Southwestern's PRMC. 

However, UT Southwestern's PRMC includes a research nmse as one of its standing 

' · members in lieu of a regulatory affairs professional. 

At the end of an administrative review or a full committee review, a protocol is either 

approved, approved pending response, or deferred (See Appendix C). When the PRMC 

approves a study then no responses are required. If the PRMC approves a study pending 

response, then the PRMC would like for the sponsor or investigator of the trial to address 

some concerns or questions that the committee has about the protocol. These concerns or 

questions are called stipulations. Stipulations are required changes that need to be made 

to a study protocol within 60 days after notification. 7 A stipulation may involve 

something as simple as defining what is considered a "high value" dwing a routine blood 

draw. On the other hand, a stipulation may involve a more complex issue such as drug 

dosing or inclusion and exclusion criteria. Once all stipulations have been sufficiently 

answered and approved, then a study is gnmted PRMC approval. If stipulations are 

addressed and returned to the PRMC within the 60 day window, then the study is re

scheduled after all necessary information bas been received for another full committee 

review. When the COIIIDlittee defers a protocol, then that protocol must be revised or 
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more information must be provided to the committee within 90 days. Studies that are 

deferred may then be re-scheduled again for full committee review if all questions and 

concerns as to why the study was deferred are sufficiently answered. 

When a protocol is submitted to the PRMC, a resource review is conducted in parallel 

with the PRMC review by the CRO to ensure that adequate resources are available to 

effectively conduct the trial at the SCCC.9 It must first be determined by the CRO 

coordinating staff that there is an adequate staffing capacity to meet the needs of the 

·· · study. The research and clinical budget are then prepared and all standard of care and 

non-research costs are identified. A protocol is then reviewed to determine whether or 

not the required services and resources to conduct the study are available. For example, 

it must be determined if the ancillary services (laboratory, imaging, pathology), the 

Medical/Surgical Oncology Clinic resources, and the BMT/Malignant Hematology Clinic 

resources (if applicable) are available to support the study. This would include an 

analysis of the availability of all chemotherapy infusion areas in both clinics. Lastly, a 

study protocol is reviewed by a pharmacist to ensure that all pharmacy services and staff 

can support the study. If it is determined that the adequate resources are not available to 

support the study protocol, then study approval is delayed until appropriate resources are 

identified or the study is tenninated and denied PRMC approval. If all of the adequate 

resources are available, then the study is granted approval by the Assistant Director of the 

CRO. 
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Figure 1 
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Pre-review is inherently a ''pre-review'' to an IRB review and a consultative service 

provided by the Department of Clinical Sciences (DCS).10 Pre-review documentation 

and the protocol are submitted to the DCS while the study is being reviewed by the 

PRMC for approval. However, there is no institutional or regulatory relationship 
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between the PRMC and pre-review. The purpose for submitting a protocol to pre-review 

is to allow DCS regulatory specialists to quickly look for errors that may assist 

investigators in preparing complete, accurate, and thorough IRB applications prior to 

submission for IRB full board review. 10 The entire protocol is not fully examined, but a 

superficial review is done to make suggested corrections and recommendations available 

to investigators within a few days time. This noninvasive review includes an inspection 

of the following: 10 

• Analysis of the research question(s) 
• Background information (previous work, literature references) 
• Use of a study drug or device 
• Use of a placebo 
• Comparison of standard of care 
• Exclusion and inclusion criteria 
• Recruitment procedures 
• Data collection 
• Safety precautions 
• Risks 
• Protection of confidentiality 
• Biostatistical analysis 
• Potential benefits 

All DCS pre-review draft documents are also reviewed to assure that they have been 

completed correctly and that all the required information is consistently presented 

between all study documents. 10 Any recommendations that are made by the DCS are 

suggestions and not stipulations. Some, all, or none of them may be implemented at the 

discretion of the investigator. However, each suggestion made by the DCS should be 

carefully considered because the objective of each suggestion is to refine and improve the 
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IRB application documents so that IRB approval may be obtained in the timeliest 

manner. to 

Figure 2 
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Budpt ud Contract 

The budget and contract component of the protocol approval process exhibits a large 

degree of variability in its order and conduct. Some sponsors send new study budgets 

and contracts before any other protocol approval processes have been executed, while 

other sponsors complete the budget and contract process after a study bas received a pre

defined level of approval (e.g. IRB, PRMC). Both the contract and budget may be 

approved independently. No other approval, except a study's final approval to open a 

clinical trial for patient enrollment, is contingent on the contract and budget approvals. 

The Clinical Trials Office contract specialists, along with CRO personnel, are 

responsible for enswing that each study contract is thoroughly written and covers any 

liability, patent and technology rights, and indemnification issues. While a contract is 

being prepared and gaining approval, a study's budget is collCUITelltly prepared and 

negotiated. Many sponsors have a fixed budget that they deem efficient in conducting a 

study. However, the CRO often times finds that the sponsor's budget does not cover all 

research costs. Therefore, the CRO accountant performs a preliminary review and cost 

analysis of all potential new studies using the protocol to prepare a budget. After a 

budget bas been prepared it is then reviewed by a research coordinator to ensure that no 

extraneous items were left out and the standard of care costs are separated from research

related costs. The budget is then reviewed by the clinic manager, the Revenue Cycle 

Manager, and the Pl. Once all parties are in agreement, the CRO aa:ountaDt begins the 

negotiations. Budget and contract negotiations can be lengthy and time-consuming, 
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sometimes taking months to complete before both the CRO and a sponsor can come to 

agreeable terms and a budget and contract are approved. 

Figure 3 
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Institatioaal Review Board 

Once a protocol has been approved by the PRMC, returned from the DCS pre-review, 

and undergone the CRO resource review, a study is then submitted to the Institutional 

Review Board (IRB). It is the IR.Bs job to ensure that the risks to human research 

subjects have been minimized to the greatest extent possible. 11 Making sure that any 

risks involved are reasonable in relation to the anticipated benefits and protecting 

research subjects' private health information are also responsibilities of the IR.B.11
•
12 The 

IRB approval process is the critical element in making sure that the patients' rights are 

protected with regard to their participation in research protocols. 13
•
14 

The IRB at UTSW meets every Monday and Wednesday of each month. There are 

four review boards that make up the IRB at UTSW. Individual boards meet once every 

two weeks and generally consist of 10-12 members. During an IRB meeting, members 

review both new research studies and conduct continuing reviews for ongoing research. 

Six new studies and eight continuing review studies are reviewed at each meeting. 15 

The IRB is responsible for reviewing all clinical and translational research conducted 

at all of the respective institutions that make up the matrix cancer center at UT 

Southwestern. Consequently and in accordance with the Federalwide Assurance (FWA) 

on file with the Department of Health and Human Services, UTSWs IRB reviews and 

approves research conducted at Children's Medical Center, Parkland Health and Hospital 

System, Texas Scottish Rite Hospital for Children, the University of Texas Southwestern 

Medical Center at Dallas, the Retina Foundation of the Southwest, and the Richardson 

Regional Medical Center. 15 The FWA is an" ... assunmce of compliance with the federal 
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regulations for the protection of human subjects in research" and is" ... approved by the 

Office for Human Research Protections (OHRP) for all human subject research 

conducted or supported by the Department of Health and Human Services (HHS)."16 The 

IRB must also approve any grant supported research involving humans that is conducted 

at the Dallas Veterans Affairs Medical Center or the Presbyterian Hospital of Dallas 

when the PI of the research is a faculty member at UT Southwestern.15 

. Once a study protocol is submitted, it must first be determined by the IRB if the study 

: · elicits a full board review or an expedited review. An expedited review, as outlined by 

45 CFR 46.110 and 21 CFR 56.110, may be conducted when the researoh and any 

procedure involves no more than minimal risk to the research subjects. Moreover, 

minimal risk, as defined by 45 CFR 46.1 02i, 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." 15 An IRB chair or one of the 

IRBs designated voting members conducts an expedited review rather than the entire 

twelve member IRB. 15 Expedited reviews are also periodically conducted for minor 

changes in approved research. For examp1~ if a study employs a procedure that affects a 

study subject's mental or physical health, then the study is not eligible for expedited 

review. 15 This includes any surgical procedures, use of meclicatioas, radiation exposing 

diagnostics studies, and using DNA for DNA libraries, cells baiJks, and germline 

studies.15 When a study involves research and pJ"OOeduras that are considered to be 

"more tban minimal risk" then the study must undergo an IRB full board review. A 
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thorough examination of a study protocol and informed consent(s) is conducted during a 

full board review. As an ethics committee, IR.B members debate issues and make 

difficult determinations that are required to ensure protection of research subjects during 

a full board review. 17 Stipulations are generated, similar to those generated during a 

PRMC review, with questions or concerns that the IR.B has with a study. Stipulations 

arise during continuing, expedited, and full board reviews. However, full board review 

stipulations far out-number continuing review or expedited study stipulations and must be 

• · answered in a timely manner to move forward with the approval process. 

An IR.B approval of research expires after one year. IS Studies therefore must undergo 

a continuing review annually and prior to the initial review expiration date. During a 

continuing review the IRB must determine if a study under review should remain open 

and if any changes have been made to the protocol or informed consent then the IR.B 

discusses the implications of those changes and the impact they have on the protection 

and welfare of the research patients. 

After a new study protocol is submitted to the IR.B and it is determined what type of 

review the study must undergo, the study is then assigned to one of the four boards. 

Typically, studies are sent to the first available IRB meeting that is accepting studies. IS 

However, there are some factors that may necessitate the study to be reviewed by a 

different board. For example, if a board member is an expert in a particular field of 

medicine that the study protocol involves, then the IR.B may assign the new protocol to 

be reviewed at the next available time that particular board member's board accepts new 

studies for review. Another factor that may elicit a study to be reviewed by a different 
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board includes a conflict of interest with the PI or Sponsor of a study and a residing board 

member. In regards to continuing reviews, the date of study expiration may also 

determine what particular board will review that study as continuing reviews are 

periodically scheduled for continuing review by date of expiration. Continuing reviews 

are also normally assigned to the board that initially reviewed the study. 

Radiation Safety 

When a study protocol requires its subjects to be exposed to any ionizing radiation 

then it must be submitted to the Radiation Safety Committee (RSC) for review. 18 The 

RSC conducts a new study protocol review concurrently with the IRB. The committee's 

final approval is contingent upon IRB approval of the study. To oversee that radiation is 

safely monitored at UTSW, the RSC has assembled 1:lne separate sub--committees: the 

Radiation Drug Research Committee (RDRC) as mandated by 21 CFR 361.1, the Sub

Committee for Non-Human Use of Radiation in Research, and the Sub-Committee for 

Human Use of Radiation in Research (SHUR). It is the SHUR of the RSC that assists the 

IRB in reviewing new protocols that involve radiation. 

Radiation exposure may occur through diagnostic X-rays, radiation therapy, nuclear 

medicine exams, fluoroscopy, CT, and interventional procedures. 18 When a protocol 

includes any of the exams listed above or the interpretation of one of the exams then it 

must be submitted to the RSC for review. The SHUR reviews the appropriate use, 

suitability, and frequency of radiation to evaluate the relative risks of the radiation against 
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the potential benefits. 18 The radiation risk statement in the informed consent is also 

evaluated to ensure relevance and accuracy. 

Compliance Committees 

A protocol must also gain approval from the St Paul and Zale Lipshy University 

Hospitals' Research Compliance Committee (UH RCC). Protocols are submitted to the 

UH RCC for review at the same time they are submitted for review by the IRB and 

Radiation Safety. Just like Radiation Safety's approval, the RCCs approval is contingent 

upon the IRBs approval. The RCC meets twice a month and consists of approximately 

12 members. The committee's job is to review study protocols that will use any of the 

University Hospital's resources. Thus, studies that are conducted at the SCCC implicitly 

need RCC approval. This is because every study conducted at the SCCC utili7.es the 

University Hospital's resources in some way or another. For example, if a study uses the 

University Hospital's laboratory for routine blood chemislries or other hematology 

panels, then the study would need to gain the RCCs approval. Another example would 

be if a study intends for some fonn of patient tradmeDt to be conducted at one of the 

University Hospitals. Patient treatment includes, but is not limited to, pathology, 

radiography, or any other diagnostic imaging. Moreover, many studies reqube their 

study subjects to maintain a regular chemotherapy cycle schedule. This may constitute a 

patient to receive treatment over the weekend at one of the University Hospitals since the 

SCCC is not open. Such a study would therefore require the RCCs approval. 
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Parldand Health & Hospital System, Ambulatory Services, and Filial Approvals 

Just like University Hospitals' Compliance Committee, a protocol that calls for a 

study to utilize any resources at the Parkland Health & Hospital System (PHHS) must 

gain PHHS approval. PHHS final approval is contingent upon 1RB approval. PHHS 

must determine if the adequate resources are available to conduct a new study with an 

objective similar to the UH RCCs resource review. However, pharmacy logistics are 

mcorporated into a PHHS review. Because many of the SCCC's patients receive their 

medications through the PHHS, a PHHS pharmacist must review all new studies to 

determine if the PHHS pharmacy can provide the necessary medications and handle the 

increased workload of the study. PHHS approval is also necessary if a study intends to 

enroll patients who may currently be receiving treatment at Parkland Memorial Hospital. 

Ambulatory Services' approval is also required by all new studies and is the fourth 

and final approval that is contingent upon IRB approval. UTSW requires that all studies 

conducted through the SCCC gain both UH RCC and Ambulatory Services approval. 

Ambulatory Services approval is necessary to ensure that all other UTSW outpatient 

treatment clinics are documented as possible treatment sites. Once a study has gained 

Ambulatory Services, Radiation Safety, IRB, PHHS, and UH RCC approval and the 

budget and contract have been approved and filed, then a study may begin enrolling 

patients. 
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Speeifie Aims 

SPECIFIC AIM# 1: Document and map the institutional components involved in the 

protocol approval process at the Harold C. Simmons Comprehensive Cancer Center at 

UT Southwestern Medical Center. 

SPECIFIC AIM #2: Analyze and discuss the various segments of the protocol approval 

process at the SCCC and identify at least one issue that increases the time to open a 

clinical trial to patient enrollment. 

SPECIFIC AIM #3: Propose suggestions and possible resolutions to the issues that create 

time delays and impairs the clinical trials approval process' efficiency. 

Significance 

There is very little documentation and research involving the protocol approval 

process before opening an oncology clinical trial. 3 This Internship Practicum Report will 

help to build upon this dearth of literature and further identify administrative barriers that 

protocols encounter while undergoing the various approval processes. 

Moreover, this report is significant in that its findings may be utilized to help 

streamline the protocol approval process at the SCCC at UT Southwestern. This will in 

tum expedite the translational approach in bringing cancer patients new treatment 

options. Fmthermore, its findings may be used to conduct a broad-based view analysis in 
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conjunction with findings at similar institutions and academic health care settings to help 

present general trends in identified time delays pertaining to study protocol approvals. 

Materials and Methods 

Microsoft Office Visio ill was used to systematically map and document the 

institutional components involved in the protocol approval process at the Harold C. 

Simmons Comprehensive Cancer Center at UT Southwestern Medical Center. Various 

.-- modes of research were also employed to analyze and discuss the various segments of the 

protocol approval process. The first mode of research involved sampling numerous in

stage protocols and evaluating the length of time each protocol spent at each approval 

process. This helped to identify major issues that directly and indirectly increased the 

time delay to open a clinical trial. Secondly, numerous interviews were conducted with 

the employees at the Clinical Research Office and other regulatory departments to further 

analyze and discuss the various segments of the protocol approval process. This further 

gave way to possible resolutions to be proposed to the identified issues that create 

unnecessary or excessive time delays and impairs the clinical trials approval process' 

efficiency. Lastly, Oncore•, a translational research database created by PercipEnz, was 

used to retrospectively evaluate industry sponsored protocols approved and opened to 

accrual at the SCCC for the year 2006. By retrospectively evaluating each study using 

Oncore•, the number of calendar days that each industry sponsored protocol spent 

obtaining PRMC and IRB approval were calculated 
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Results od Diseuyioa 

Results 

After documenting each step of the protocol approval process it soon became apparent 

that the IRB approval process was the most time consuming. This was further confirmed 

by utilizing Oncore~ to track all industry sponsored studies for 2006 that went before 

UrSWs IRB for review. PercipEnz's translational research database, Oncore~. allowed 

the number of calendar days that each industry sponsored protocol spent at both the 

PRMC and IRB to be calculated by entering in specific date parameters. Oncore~ has 

the ability to track all other review processes, but submission dates, review dates, and 

action dates are rarely entered into the database for non-IRB or PRMC related approvals. 

After entering in search parameter dates January 1, 2006 and December 31, 2006, a list of 

studies was generated for the year. The list included the four different types of sponsor 

trials conducted at the SCCC, and only those studies that were submitted to the PRMC 

and eventually approved by the IRB. However, not all sponsor type trials were 

examined. Only the industry sponsored trials were analyzed. 

Industry sponsored studies were specifically targeted and not cooperative group 

studies, investigator initiated studies, or other externally peer-reviewed studies for a 

number of reasons. Cooperative group studies were ignored because they are sponsored 

by the NCI and their protocols are written by a group of researchers, community doctors, 

and other individuals at cancer centers who are involved in studying new cancer 

treatments, cancer prevention, early detection, rehabilitation, and quality of life. 19 Thus, 
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because these studies are NCI sponsored and involve a large nwnber of patients 

participating at different NCI designated institutions and other locations, UTSWs IRB 

almost always approves cooperative group studies without any unnecessary time delays. 

Furthermore, cooperative group studies are not homogenous to the course and time that 

they spend in the protocol approval process. Cooperative group studies often take a 

circuitous pathway in their approval and do not exhibit any uniformity in their approvals. 

For example, cooperative group studies undergo administrative PRMC reviews instead of 

· full committee reviews because they are externally reviewed. Secondly, many of the 

approval components, such as the budget and contract component, yield minimal 

consistency in their order of approval. Some cooperative groups send both their budget 

and contract to the SCCC before it has even been planned to be discussed at a DOT 

meeting. Other cooperative group studies fail to gain institutional approval because 

budget and contract negotiations continue for many months before UTSW and a sponsor 

can reach an agreement. 

Investigator initiated studies and other peer-reviewed studies were also not examined. 

An investigator initiated, or PI initiated, study is a study that is funded by a NIH grant, 

internally reviewed, and includes any collaborative studies that are conducted with an 

industry sponsorship. 7 Other externally peer-reviewed studies are those studies that are 

supported by grant mechanisms such as ROls or POls and utilize an external peer-review 

like the American Cancer Society. 7 Both investigator initiated and other externally peer 

reviewed studies were ignored because only a few of these types of spoliSOI'ed trials are 

submitted to the IRB for review each year. Their analysis would not give a good 
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generalized and comprehensive statistical overview of the length of time that it takes for 

these trials to gain approval. The problems associated with the small sample size of 

investigator initiated and other externally peer reviewed studies for the year 2006 might 

have been addressed by extending the Oncore • search parameter date to include those 

studies reviewed over the past five years. However, the entire protocol approval process 

at UTSW has evolved to meet the growing demands and increased needs of clinical trials. 

The entire process has become much more organized and efficient than it was five years 

· ago. Thus, the data would then disproportionately illustrate much longer approval times 

for studies reviewed five years ago compared to those studies reviewed one year to two 

years ago. Industry sponsored studies were therefore selected because of their large 

sample size in relation to the other three types of sponsored trials and their uniformity in 

the course that is taken by these studies to gain the necessary approvals. 

A total of sixteen industry sponsored trials under-went PRMC review between January 

1, 2006 and December 31,2006. These sixteen industry sponsored trials were examined 

using Oncoree and the amount of time exhausted before a study gained PRMC, IRB 

Initial Review, Full Board IRB Continuing Review, and Expedited IRB Continuing 

Review approval was determined. PRMC approval had a mean of 19.5625 calendar days 

and a median of 15 calendar days. IRB Initial Review had a mean of 58.26667 calendar 

days and a median of 56 calendar days. Three of the sixteen studies have since 

undergone IRB Full Board Continuing Review. Their approval times were 21, 43, and 

47 calendar days. Moreover, one of the sixteen studies underwent IRB Expedited 

Continuing Review with an approval time of 17 calendar days. 
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Figure 7 
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The remaining protocol approval processes documented are more standardized in the 

amount of time that is exhausted before a protocol gains their approval. These approvals 

include, but are not limited to, the DOTs, Radiation Safety, PllliS, and the UH RCC 

approvals. Precise numerical data could not be acquired since these approvals are not 

regularly tracked by Oncoree, but approval averages were obtained after interviewing and 

discussing approval times for the remaining processes with the regulatory coordinators 

within the CRO. It takes approximately one month for a DOT to approve a study. DOT 

teams meet once a month and in order for a new study protocol to be preseated at that 

month's meeting the DOT must bave enough information about the Uia1, the drug, and be 

able to thoroughly discuss all aspects of the study. Some sponsors requR coofidentiality 

agreements before they can rdease enough iDformation which can prolong the DOT 
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approval process, but assuming that enough information is provided, a study will usually 

be placed on the agenda for the next available meeting. Radiation Safety usually reviews 

and approves, when applicable, studies within a week. PHHS approval generally takes 

approximately 4-6 weeks and UH RCC approval takes one month. While each of these 

approval processes varies in their approval times, their final approvals are all contingent 

upon IRB final approval. However, DOT and PRMC approval are not contingent on IRB 

approval because a protocol must first gain a DOTs approval and PRMC approval before 

· ·- being submitted to the IRB. 

Discussion 

There are several issues of concern associated with the IRB that create unnecessary 

time delays, increase the time to open a clinical trial to patient enrollment, and impair the 

clinical trials approval process' efficiency. These issues can particularly be attributed to 

the staffing inadequacies that cannot meet the demands of the increasing amount of 

industry sponsored trials that needed to be reviewed.20 The four separate boards that 

review studies every two weeks and the maximum review limits of six new studies and 

eight continuing review studies they have imposed for each meeting have created a 

backlog of studies that need to be reviewed. More boards need to be created to meet this 

demand. As of August 17fb., any study that was submitted to the IRB would not undergo 

a full board or expedited review until September 19, 2007. This is assuming that all the 

necessary study documentation was properly filled out, filed with the IRB, and does not 

request a specific board's review. The evident and obvious need to create more review 
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boards is more complex than soliciting 10-12 new ad hoc reviewers. Board members 

must be properly and thoroughly trained to ensure the protection of the rights and welfare 

of future research subjects.n 

The IRB approval process affects many of the other protocol approval processes both 

preceding and following the IRB. Many of these approvals processes are contingent 

upon IRB approval. Currently, an industry sponsored clinical trial takes an average of 

28 calendar days to gain DOT approval and 19.56 calendar days to gain PRMC approval. 

· · By meeting more than once a month, the PRMC may be able to reduce the number of 

calendar days before a new study protocol is granted PRMC approval. However, there is 

no pressure for the PRMC to do so because of the backlog of studies that need to be 

reviewed by the IRB. If the PRMC were to increase the number of its reviews it conducts 

per month, there would not be a direct reduction in the number of calendar days that a 

new study takes before it can enroll patients, but ~ an increase in the workload and 

additional backlog of studies that the IRB is currently faced with. Thus, those issues of 

concern associated with the IRB must first be addressed. 

The second issue of concern that creates time delays and increases the time to open a 

clinical trial to patient enrollment is the number of stipulations generated by the IRB. A 

study is rarely approved by a board without a number of stipulations. Whether the 

stipulations pertain to a study's protocol or its informed consent is dependent on both the 

sponsor of the study and the phase of clinical trial. Until stipulations are answered and 

approved a study is not granted approval. After interviewing many CRO 8Dd IRB 

regulatory staff it was concluded that many of the stipulations generated by the various 
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IRBs are neither necessary nor relevant to the protection of the rights and welfare of 

research subjects. For example, if a board member has a concern with some irrelevant 

usage of language within the protocol then a stipulation will be generated. 

Once a stipulation is generated an IRB coonlinator must then type up the stipulation 

and send it to a regulatory coordinator at the CRO. The regulatory coordinator then 

makes the necessary corrections, has the PI sign and approve the stipulation response, 

and then sends it back to the IRB coordinator. The IRB coordinator makes sure that the 

-appropriate corrections have been made to the protocol and the regulatory coordinator's 

response sufficiently addresses the stipulation. After all stipulations have been addressed 

then a study may then be granted IRB approval. When many stipulations are generated 

• 
by a board for a single study then the time before that study gains IRB approval is 

significantly increased. Regulatory coordinators do not have the scientific or technical 

expertise to address many of the stipulations. They must then tum to the sponsor or PI 

for assistance which in tum creates more delays. 

A reasonable solution to the address the arising issues that create time delays in the 

IRB approval process for industry sponsored trials would be to investigate the possibility 

of using a Central Review Board (CRB) for these studies and forgo UTSWs local IRB 

review. A CRB is an independent for-profit organization that performs IRB reviews for a 

fee. 20 A CRBs responsibilities are identical to those based at academic or medical 

institutions and are governed by the same federal regulations as local IRBs.21 Western 

IRB (WIRB), a CRB, was chosen as the model of comparison for this report to exemplify 
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how a CRB might expedite the protocol approval process by eliminating those issues that 

create unnecessary time delays. 

WIRB was selected because it was the first independent IRB to be accredited by the 

Association for Accreditation of Human Research Protection Programs (AAHRPP) and is 

considered by many as the "gold standard" for CRBs. 21 WIRB was founded in 1968, 

incorporated in 1977, and began offering institutional review services in 1996. 21 They 

currently provides review services for more than 100 academic centers, hospitals, biotech 

· research companies, and individual investigators in every state and internationally.21 

Furthermore, they have worked with all major device and pharmaceutical companies, 

CROs, and the biotech industry. Analogous to UTSWs IRB, WIRB conducts its reviews 

in accordance with three standards:15.21 

• The International Conference on Harmonization (ICH) "Guidance for 

Industry-E6 Good Clinical Practice: Consolidated Guideline" 

• The Food and Drug Administration (FDA) Regulations on research with 

human beings (21 CFR 50 and 56) 

• The Health and Human Services (HHS) Regulations on research with human 

beings (45 CFR 46 Subparts A, B, C, and D) 

Using a CRB like WIRB could elimimrte the time delays in the protocol approval 

process by addressing the staffing inadequacies that UTSWs IRB is currently faced with 

and potentially reduce the number of stipulations. WIRB is composed of thirteen 

individual review panels, while UTSW has only four review boards. Each W1RB panel 
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consists of nine standing members with numerous designated alternates. Just like UTSW, 

new protocols are assigned to review panels based on specialty and the next available 

panel meeting. 21 However, because WIRB has thirteen review panels, protocols are 

generally reviewed the week following their receipt by WIRB. This immediately 

eliminates one month wait time that protocols normally incur before being reviewed at 

UTSWsiRB. 

·· Table 2 

WestemiRB: 

Panel1 Panel2 

Panel7 PanelS 

*Panel 9 meets as needed 
**Canadian Panel 

Table 3 

UTSWIRB: 

Board 1 

Board3 

Panel3 Panel4 Panel6 

Panel11 Panel 12 PanelS 

Panel10, 13** 

Board2 

Board4 
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The other issue of concern that a CRB like WIRB could address is the number of 

stipulations that are generated during an IRB review. When a board at UTSW has one or 

more stipulations about a study protocol then the time before that study gains IRB 

approval is considerably increased. There is no internal measure of review of the 

stipulations that the IRB generates to ensure that each stipulation is necessary and is 

associated with patient protection and safety. A CRB like WIRB could reduce the 

number of stipulations and decrease the IRB approval time because of the monetary fees 

that are incurred every time there is a change made to a research protocol or its informed 

consent. Currently, UTSWs IRB does not charge for the number of stipulations 

generated. There is no incentive for a sponsor to ensure that their protocol or informed 

consent sufficiently addresses the protection and safety of its study subjects. When a 

study is reviewed by UTSWs IRB and there are subject protection and safety deficiencies 

in the study's protocol or informed consent the sponsor is not penalized. Because WIRB 

charges sponsors $250 to any "change in research" associated with a review, sponsors are 

more inclined to thoroughly review their study protocol and informed consent and avoid 

this $250 fine. This fee imposed by WIRB would directly help to eliminate the number 

of stipulations or changes in research that a study reviewed by UTSW would normally 

incur. The reduction in the number of stipulations and changes to research translates into 

a quicker IRB approval time and a reduction in the number of calendar days before a 

study can ultimately start enrolling patients. 
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FigureS 
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Sum.marv and Conclusions 

This practicum report examined the protocol approval process at a matrix cancer 

center. Sixteen industry sponsored trials were analyzed and it was found that the IRB 

approval process took the longest. The mean IRB approval time was 56.27 calendar 

days. A possible resolution to reduce this approval time would be to outsource all IRB 

reviews for industry sponsored trials to a Cen1ral Review Board like Western IRB. 

Utilizing a CRB would potentially cut down on the IRB approval time by decreasing the 

amount of time that studies incurs before being reviewed and the nmnber of stipulatioDs 

that 1n ~~after studies are reviewed. 
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The recent increases in industry sponsored clinical trials conducted at academic 

institutions like UT Southwestern has left IRBs overwhelmed and unable to carry out 

their duties because of insufficient institutional resources.22 Implementing a centralized 

review could provide more coordinated and timely research reviews by addressing these 

institutional insufficiencies. This would ultimately improve cancer care by reducing the 

overall time before oncology trials can open for patient enrollment. Clinical trails define 

the standards for optimal cancer treatment and are absolutely necessary for treatment 

'· · advances. 23 Many patients depend on clinical trials when there are no other available 

treatment options for their disease. Because of this role that clinical trials play, they 

should be reviewed in a timely and efficient manner to ensure that they maintain the 

highest degree of ethical standards. 23 Any delays in this review leads to in an increased 

time before a study is approved and can begin defining the standards for current cancer 

treatments and provide patients with additional treatment options. 

I .imitations 

There are a few key factors which will limit the interpretation of the data collected or 

arguments presented. All of them are associated with the length of time of the internship. 

It would be ideal to sample a far greater number of protocols and retrospectively gather 

all dates to statistically aDalyze the exact times the protocols spent at each component of 

the approval process. However, due to limited man-power and the limited amount of time 

spent at the internship before this practicum' s defense, it is not feastole to achieve this 

tedious ~· It would also be ideal to follow one particular protocol from the time of 
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inception to the time the study opens for enrollment. However, this is also not feasible 

because the overall protocol approval process takes longer than the internship itself, and 

following one particular protocol would only allow for analysis of a few components out 

of the many protocol approval processes involved. 
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CHAPTER ill 

INTERNSHIP EXPERIENCE 

Internship Site Dessriotion 

In fulfillment of the curriculum requirements for a Master of Science in Clinical 

Research Management, I interned at the Harold C. Simmons Comprehensive Cancer 

Center at UT Southwestern Medical Center in Dallas, Texas. My internship specifically 

took place within the Clinical Research Office (CRO) at the Cancer Center under the 

supervision of the Assistant Director of the CRO, Lynn Baker, MBA. The 

comprehensive cancer center is aimed a providing a wide range of patient cancer care 

services through a broad-based collection of cancer programs.4 They provide state-of-the 

art therapeutic and diagnostic procedures tailored to the specific needs of their patients.4 

Furthermore, it is the SCCC's mission to foster multidisciplinary collaborations and 

increase the cancer focus of premiere investigators in basic science, translational, and 

clinical research to bring new knowledge and technology into the fight against cancer.4 

The following staff and research persons significantly contributed to my internship 
learning experience: 

• Lynn Baker, MBA 

• Jean Ann Haag 
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• Lonnie Sorrells 

• Tracee Rainey, RN 

• Vicki Bigelaitis 

• Candice Penn, RN 

• Irina Fuller, MS 

• Erin Fenske, MBA 

• Helen Davis, RN 

• Flo Kempmeier, ARNP 

• Vanessa Tagoe, MA 

• Ashley Dowell 

• Charla Dowell, MPH 

• Shirley Martin 

• Thomas Stuenzi 

• Diadria Thomas 

• Arlene Thomas 

• Antoinete Gonzales, RN 

• Janis Brendle 

• Rosalie Serrano, RN 

• Anthony Zuniga, RN 
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Spedlie Aims of latemship 

My duties as an intern encompassed those as someone with a position title of Clinical 

Research Coordinator and the duties as someone with a position title of Clinical Data 

Specialist. At the beginning of my internship, I worked with the Breast Cancer Program 

and then was later reassigned to the Bone Marrow Transplantation (BMT) Program. The 

reason for this was because two of the BMT coordinators went on maternity leave. My 

detailed day to day activities are located in the Appendix of this report. 

Lab Shipments and Supplies 

While working with BMT, I took over the responsibility of being in charge of 

shipping all patients' labs and samples to their necessary destinations. In order to 

coordinate when samples are drawn in the clinic, where they are stored, and when they 

need to be shipped, a calendar system was developed using the computer program 

Calendar Creator. Calendar creator allows the BMT staff to continuously update what 

duties needed to be performed for a specific month. This is further achieved by storing 

all calendars like the master patient visit calendar, monitoring visit calendar, and the lab 

shipment calendar on a network drive that can be accessed by all CRO staff. 

Making sure that all the patients' samples are drawn, collected, and properly sent are 

the BMT coonliuator's job. They must also make sure that any lab that must be sent to 

an off-site location or central lab must be recorded on the 1ab shipment calmdar. This is 

so that I or any other BMT staff could track a lab or sample. For example, some studies 

required that plasma be sent to an off-site location for aoalysis. So ooce a blood draw 
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was done in the clinic I would take the sample and spin it down, extract the plasma, then 

store it in the necessary degree freezer. This is all outlined by each particular study's 

protocol and lab shipment manual. Something as simple as a calendar made things very 

simple to manage all labs and samples. This especially became apparent when a lab 

needed to be spun, frozen down using a -20 degree refrigerator and then transferred to a -

80 degree refrigerator for storage. This is because the centrifuge and -20 and -80 degree 

refrigerators are all located on different floors and separate locations at UTSW . 

. Once a lab was marked to be shipped on a specified date on the calendar, it was my 

· duty to ensure that they then make it to their destination. Some studies require their labs 

and samples to be shipped the same day or next day, while other studies require that their 

labs be sent every two weeks or once a month. Each sponsor provides their study site 

with all of the proper supplies to conduct the study. This even includes all shipping 

supplies and air bills. However, one thing that constantly created problems when 

shipping samples was whether a particular sponsor paid for any dry ice that was needed. 

Almost all labs need to be sent either at ambient temperature or frozen. When they need 

to be shipped frozen, then dry ice is required. However, if dry ice is not included in a 

study's budget or contract then they asswne that the research site will provide it This is 

where problems ensued and whether or not to bill the sponsor for any dry ice that the 

CRO supplied. Because the CRO no longer stores dry ice within its laboratory, the dry 

ice must be obtained from the Shipping and Receiving docks at UTSW. The CRO then 

incurs the cost of the dry ice after being billed by Shipping and Receiving. This problem 

has been brought to the attention of our Budget and Contracts coordinator who is now 

ensuring that any new studies that require their labs to be shipped frozen iDclude the costs 
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of dry ice in their budget One particular study that BMT is currently conducting has the 

delivery service provide the dry ice when picking up any packages for shipment 

Almost all of the studies that BMT conducts have very thorough lab shipment manuals 

that outline what shipping containers to use, how to package each particular sample, what 

carrier to use, and how to fill out then~ air bills. Once a lab was packaged and 

ready for pick up it, was my duty to call the carrier and track the package until arriving at 

its destination. Once a package was shipped, then that particular lab or sample was 

highlighted in red on the master lab shipment calendar to notify all CRO and BMT 

. research personnel that that lab had been sent 

Adverse Events and Serious Adverse Event Reporting 

Adverse Events (AE) and Serious Adverse Events (SAE) are required to be reported to 

UTSWs IRB through the Electronic Research Grant Organizer (ERGO). Each adverse 

event sent to the CRO is sent as an Investigation New Drug Safety Report (INDSR). 

Coordinators must thoroughly read through INDSRs received each week and summarize 

and the events into the ERGO database. Each INDSR takes approximately 15 minutes to 

input into ERGO. Many disease groups within the CRO receive 10-15 INDSRs each 

which. INDSRs quickly become very burdensome to coordinators if they are not 

routinely entered into ERGO. 
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Monitoring V"zsits 

After completing CRFs and eCRFs for the Breast Cancer Disease group and the BMf 

Disease group~ I met with three separate monitors to ensure that my data entry was 

correct. The Breast study that I worked on (SEDE) utilized paper CRFs unlike the two 

other BMf studies that utilized eCRFs. All three monitors answered all questions that I 

had, and pointed out consistent errors I was making when filing out CRFs. 

Maintaining Regulatory Binder and Study Files 

At the beginning of my internship I was asked to organize a regulatory binder for a 

BMf study. The regulatory binder maintains all regulatory documents for a study. The 

regulatory binder documents detail all necessary information and events about the study. 

The five main regulatory binder tabs that organized the documentation within the binder 

included: 

• Correspondence Between Investigator, Sponsor, and Coordinator 
• IRB/Independent Ethics Committee Documentation 
• Financial Disclosure 
• Electronic Case Report Fonns 
• Protocol and Amendments, etc. 

IRB Interactions and Communications 

After thoroughly reviewing the protocol approval process, I spent a great deal of time 

investigating UTSWs IRB. The CRO is unique in tbat it there are regulatory coordinators 

that work within the CRO. It is the CRO regulatory coordinators' responsibility to ensure 

that all documentation is properly submitted to the IRB for Initial Review aDd Continuing 
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Review. Any modifications that are made to a research study are also the regulatory 

coordinator's responsibility. 

The CRO regulatory coordinators work closely with the IRB coordinators. This is to 

ensure that pre-IRB review documentation is properly completed and filed to avoid any 

delays before a new potential study is assigned to a review board. Oncore• is used to 

track the status of all IRB documentation. 

Data Collection, Case Report Forms. Electronic Data Capture 

Data collection and reporting became a major component of my internship when I 

worked with both the Breast Cancer Disease group and BMT Disease Group. It allowed 

for me to become experienced with Case Report Forms (CRF) and Elec1ronic Data 

Capture (EDC). 

Sowce Document Creation 

An opportunity arose to create a lab requisition form for a Geron Study (GRN163L 

CP04-151 ). In order to obtain all of the necessary information I thoroughly read the 

Geron study protocol. I also compiled all the necessary information using the study's 

NR3. Once I had gathered all the pertinent information needed, I contacted Qiana Jones 

so that a lab requisition form and lab account could be created. Some of the information 

included the estimated amount of specimens for the study, tests requested, and special 

instructions for the account. 
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Another opportunity arose where I had the opportunity to create some source 

documents for the BMS 044 and E1905 study. Study flow sheets needed to be created 

for the research nurses. The flow sheets outlined what procedures and tests needed to be 

conducted at each subject visit I created the flow sheets by reading both the protocol for 

the BMS 044 and E1905 study and made sure that my flow sheets mirrored the study's 

schedule of events and relevant procedures. 
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APPENDIX A 

INTERNSHIP JOURNAL 

June 11, 2007- October 26, 2007 
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Monday 6.11.07 

• Begin Internship 

• Completed all necessary paper work required for the Office of Human Resources 
before beginning new employee training 

-Degree plan 
-Proof of medical insurance coverage for the period worked 

Tuesday 6.12.07 

• Office of Human Resources Orientation: HIP AA, security, confidentiality, sexual 
harassment, etc. training 

-Also received ID badge, parking information 

• Read Clinical Research Office Orientation Manual 

wednesday 6.13.07 

• Office staff introductions 

• Obtained computer log-in, network log-in, and email address 

• Read Cancer Clinical Trials: The In-Depth Program 
-Published by NCI (National Cancer Institute) & NIH (National Institutes 
of Health) 

• Sat in on Protocol Review and Monitoring Committee (PRMC) meeting 

Committee brought up concerns about various portions of several protocols to 
be approved for new study trials. All of the protocols, but one, were "Approved 
Pending Response." The remaining protocol was directly "Approved." Some 
examples of concern involved the background of one study protocol, the 
definition of a high value in another, and the implementation of a Data Safety 
Monitoring Board pertaining to a third protocol. 
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Thunday 6.14.07 

• ERGO (Electronic Research Grant Organizer) Training 

ERGO is an online system designed to allow the creation and approval of 
internal and external forms relating to research administration. ERGO also serves 
as an electronic filing system for the research administration process. For 
example, I learned how to file IND (Investigational New Drug) Safety Reports 
describing SAEs (Serious Adverse Events) of a study drug currently being 
investigated in a trial at UT Southwestern. However, the SAEs reported were 
from a separate study/location and were being reported to inform the IRB 
(Institutional Review Board) and Pis (Principal Investigators) of the SAEs that 
have occurred in other trials using the drug in question. 

• Attended Hematology Oncology Conference 
-Speaker: Francisco Esteva, MD, PhD 
-Topic: Molecular Mechanism of Resistance of HER2-Targeted Therapy 
in Breast Cancer 

• Organized Regulatory Binder (The Vaccine Company, i3 Research) 

Added documentation regarding Correspondence Between Investigator, 
Sponsor, and Coordinator, IRBIIndependent Ethics Committee Documentation, 
Financial Disclosure, Electronic Case Report Forms, Protocol and Amendments, 
etc. 

Friday 6.15.07 

• Meeting with Charla 

Learned about New Study Approval Processes: Contracts and Budget, 
Documentation Prepantion, PI and Sponsor Approval, Protocol Review and 
Monitoring Committee (PRMC), Data Safety and Monitoring Committee 
(DSMC), Submission of Documents, IRB, Radiation Safety, Catificate of 
Confidentiality, and Site Approvals including Clinical Trials Support Unit 
(CTSU). Also learned about Policy & Procedures for Data and Safety 
Monitoring. 

• Meeting with Lynn 

Discussed possible ways to go about obtaining Internship Practicum Report 
topics and expectations for the coming weeks. Also discussed Clinical Research 
Office (CRO) Departmental Organization. 
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Monday 6.18.07 

• Chemotherapy class for Cancer Center's clinical research staff 
-Instructor: Gail Kwarciany 
-In conjunction with American Association of Critical-Care Nurses 

• Assisted Vanessa in preparing patient files/folders for Monitor visit concerning 
SEDE study: Serial Evaluation of Ductal Epithelium and Breast Health Outcomes 
in women at high risk for Breast Cancer 

Organized plates (Case Report Forms) for patient visit numbers accordingly in 
patient files/folders. Case Report Forms (CRFs) included Clinical Breast Exam 
form, Screening Mammography form, Screening Mammography Report Shuttle 
form, Right & Left Ductal Lavage forms, Device Accountability form, 
Recommended Follow-up form, Interval Medical History form, and Adverse 
Event forms. 

Tuesday 6.19.07 

• Continued assisting Vanessa prepare patient files/folders for Monitor visit 

Organized CRFs for patient visit numbers accordingly in patient files/folders. 
Also determined which patients where past due on their visit number. Then 
decided whether or not the visit should be rescheduled or if they were out of 
window and needed to be scheduled for the next consecutive visit number. 

Wednesday 6.20.07 

• Read protocol for: 

Phase ll Study of Preoperative Radiation with Concurrent Capecitabine, 
Oxaliplatin and Bevacizumab Followed by Surgery and Postoperative 5-FU, 
Leucovorin, Oxaliplatin (FOLFOX) and Bevacizumab in Patients with locally 
advanced rectal Cancer 

• Shadowed Anthony while he conducted a patient consultation and follow-up visit 
for the study listed above 

• Organized GlaxoSmithKline clinical trial Investigational New Drug Safety 
Reports (INDSR) by Database Number, Date, and SAE 
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• Separated incoming INDSRs for two clinical trials and filed them accordingly for 
the month of June 

Thunday 6.21.07 

• Sat in on Clinical Research Coordinator's Meeting 

• Research Matters Lecture Series: Tips for Reducing Stipulations to Studies 
·Lecturer: Kim Batchelor, M.P.H. 

Informational lecture on IRB approval processes and documentation. Lecture 
covered Exempt and Expedited studies, NR-1 's (a statement of assurance signed 
by all study staff containing important study-specific information), Project 
Summaries, Consent Forms, HIP AA Authorization, HIP AA waivers, Continuing 
Review, and Modifications. 

• Breast Program group meeting 

Discussed goals and expectations relevant to the future of the Breast Group 
and its new members & manager. 

• Met with Monitors and was instructed on how to document various aspects of 
CRFs and pointed out corrections that needed to be made to previous documents 
filled out 

Friday 6.22.07 

• Traveled to UNTIISC to get required signatures for Designation of Advisory 
Committee fonn and Degree Plan fonn 

• Reviewed previous students' internship practicum reports to get ideas on research 
problem title 

• Talked with Dr. Gwirtz about internship practicum and research proposal 

• Looked over PowerPoint covering general regulatory unit information 
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Monday 6.25.07 

• Scanned GlaxoSmithK.line clinical trial Investigational New Drug Safety Reports 
to be sent via email and entered into ERGO for the months of May and June 

-Protocol No: VEG20007 
A Phase ll, Open-Label, Randomi~ Multicenter Trial ofGW786034 
(Pazopanib) in Combination with Lapatinib (GW572016) Compared to 
Lapatinib Alone as First Line Therapy in Subjects with Advanced or 
Metastatic Breast Cancer with ErbB2 Fluorescence In Situ Hybridization 
(FISH) Positive Tumors 

• Made Copies ofProtocols: FCB-301, ML18530, ZOOlO, ZOOll, and NSABP 
Protocol P-2 

Tuesday 6.26.07 

• Organized Investigational New Drug Safety Report binders for studies 
VEG20007 & EGF 30008 

• Talked with Lynn about possible Internship Practicum Report ideas and approach 
to Research Proposal 

Wednesday 6.27.07 

• UT Southwestern Medical Center at Dallas Good Clinical Practices Training 
-PowerPoint Module and Post Test 

• Assisted Florence organize newly received June Investigational New Drug Safety 
Reports for studies VEG20007 & EGF 30008 

• Performed literature search for Research Proposal 

Thursday 6.28.07 

• Met with the monitor to make corrections to various case report forms (CRF's) 
pertaining to the SEDE study 
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Also made sure that there was appropriate documentation in the source 
documents (patient medical records) that properly paralleled all documentation 
and information contained in the CRF's. 

-SEDE study: 
Serial Evaluation of Ductal Epithelium and Breast Health Outcomes in 
Women at High-Risk for Breast Cancer 

Friday 6.29.07 

• Breast Group Meeting 

Discussed what needed to be done and completed before Deena's departure 
from the Cancer Center. Juliet also discussed the problems she was facing with 
data-entry into various data-bases that the Clinical Research Office uses. Made a 
plan to enter all necessary IND Safety Reports into ERGO that were past due. 

• Filed Case Report Forms (CRF) documenting patient postoperative follow-up 
visits for the Roche Xeloda® Study (XENA Trial) 

-XENA Trial: 
An Open-Label Study of Capecitabine and Docetaxel as Neoadjuvant 
Treatment for Patients with Recently Diagnosed HER2-NEU Negative 
Breast Cancer Plus Trastuzumab for HER2-NEU Positive Breast Cancer 

• Meeting with Lynn to further discuss specific aims of my Internship Practicum 
Report since she was going to be out of the office the following week 

Monday 7 .2.07 

• Read Study Coordinator GCP: Fundamentals 
-Written by MedTrials Inc. 

• Additional ERGO (Electronic Research Grant Organizer) Training with Deena 

• Started entering in IND Safety Data Reports (INDSR) describing SAEs into 
ERGO database for studies VEG 20007 & EGF 30008 

• Cancer Center Town Hall Meeting 
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Tuesday 7 .3.07 

• Continued to enter GlaxoSmitbKline Protocol No.s: VEG20007 & EGF 3008 
INDSRs detailing SAEs for the month of May into ERGO for IRB approval 

Wednesday 7.4.07 

• Holiday 

• Worked on Research Proposal 

.Thunday 7.5.07 

• Holiday 

• Worked on Research Proposal 

Friday 7.6.07 

• Continued to enter GlaxoSmitbKline Protocol No.s: VEG20007 & EGF 3008 
INDSRs detailing SAEs for the month of May into ERGO for IRB approval 

Monday 7.9.07 

• Entered GlaxoSmithKline Protocol No: VEG20007 INDSRs detailing SAEs for 
the month of May into ERGO for IRB approval 

Tuesday 7.10.07 

• Continued to enter GlaxoSmitbKline Protocol No: VEG20007 INDSRs detailing 
SAEs for the month of May ERGO for IRB approval 
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Wednesday 7.ll.07 

• Breast Group Meeting 

• Continued to enter GlaxoSmithK.line Protocol No: VEG20007 INDSRs detailing 
SAEs for the month of May into ERGO for IRB approval 

• UT Southwestern Library Class for Clinical Researchers; Selected Electronic 
Resources 

Course provided information pertaining to important Databases, Science 
References, Drug & Pharmacology Resources, and Publication Support. 

·Thunday 7.12.07 

• Continued to enter GlaxoSmithK.line Protocol No: VEG20007 INDSRs detailing 
SAEs for the month of June into ERGO for IRB approval 

• Attended Protocol Review and Monitoring Committee (PRMC) meeting 

Four protocols were "Approved Pending Response." Also listened to a 
presentation over ePRMS Implementation Planning and Roll-out. 

• Read Oncore Tutorial: Reviewer's Guide to Conducting Paperless Scientific 
Reviews 

The tutorial described the ePRMS functionality of Oncore that is relevant to 
the Reviewer. Oncore =ONcology COllaborative Research Environment 

Friday 7.13.07 

• Continued to enter GlaxoSmithK.line Protocol No: VEG20007 INDSRs detailing 
SAEs for the month of June into ERGO for IRB approval 

• Helped Vanessa organize patient folders for the SEDE study and prepare for next 
week's monitor visit 

Made sme that all CRFs paralleled all appropriate source documentation in 
medical records and all CRF plate fields were filled out and filed accordingly. 

ss 



Monday 7.16.87 

• Information Security Awareness training 

As a new employee at UT Southwestern you are required by the lllP AA 
Security Rule and Texas Administrative Code, Section 202 to complete 
information security awareness training. UT Southwestern Information Security 
Policy 200-10, Information Security Awareness and Training, establishes this 
program for the university. The information security training course is text-based 
and delivered using the Medelearn system. This is the same Computer Based 
Training (CBn program used for the HIP AA Privacy and Privacy Refresher 
training courses. 

• Meeting with Lynn to discuss research proposal modifications and corrections. 
Was also asked to develop a calendar of events to use as a template for important 
future internship activities 

Tuesday 7.17.87 

• Adverse Event Expedited Reporting System (AdEERS) web-based training 

System for all National Cancer Institute (NCI) collaborators providing 
electronic acquisition, exchange, submission, and 8Dalysis of Expedited Reports 
for Serious and/or Unexpected Adverse Events. Also reviewed Common 
Tenninology Criteria for Adverse Events (CTCAE) provided through the Cancer 
Thenlpy Evaluation Program (CTEP) on the NCI website. 

• Met with the monitor and assisted Vanessa in making corrections to various case 
report forms (CRFs) pertaining to the SEDE study 

Also made sure that there was appropriate documentation in the source 
documents that properly pandleled all documentation and information contained 
in the CRFs. 

-SEDE study: 
Serial Evaluation of Ductal Epithelium and Breast Health Outcomes in 
Women at High-Risk for Breast Cancer 

Wedaesclay 7.18.07 

• Continued to meet with monitor and assisted Vanessa with SEDE CRFs 
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Thunday 7.19.07 

• Clinical Research Office (CRO) Staff Meeting 

Discussed CRO remodeling changes to occur August 8-9th. Also discussed 
future Oncore e training scheduled to be conducted by PrecipEnz during the office 
remodeling period. Oncore• is a computer integrated database " ... platform for 
key operational functions including regulatory, administrative, and financials 
while also integrating with local laboratory and hospital information systems and 
data warehouses." Lastly, we discussed recent CRO staff changes. 

• Sat in on Clinical Research Coordinator meeting that discussed maintaining and 
continually updating a recently generated list of all SCCC Open Accruing Studies 

• Met with monitor again and continued to assist Vanessa with SEDE study CRFs 

Friday 7.10.07 

• Entered GlaxoSmithKline Protocol No: VEG20007 INDSRs detailing SAEs for 
the month of June into ERGO for IRB approval 

• Meeting with Lynn to discuss IRB Presentation 

Asked to assist her in putting together a PowerPoint presentation about "Using 
a Central IRB in the Cancer Center." Also went over developed calendar of 
events template and discussed future pertinent internship activities relevant to my 
Internship Practicum Report. 

Monday 7:1.3.07 

• Literature Search for IRB presentation 

• Gathered additional researeh material for IRB presentation 

• Contacted Western IRB (WIRB) for a schedule of fees to be incorporated in 
presentation 

Tuesday 7.24.07 

• Worked on IRB presentation 
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Wednesday 7.25.07 

• Worked on IRB presentation 

Thanday 7.26.07 

• Medical School Interview 

Friday 7.27.07 

• Meeting with Dee to discuss IRB full board and simple modifications as well as 
continuing reviews 

• Helped Vicki box up EKG machines to be returned to sponsor for BMT study 

• Meeting with Lynn to discuss progress of IRB presentation, regulatory affairs, 
and schedule of activities for coming week 

Monday 7.30.07 

• Worked Research Proposal after receiving all committee members' suggested 
revisions and corrections 

Tuesday 7.31.07 

• Finalized Research Proposal and traveled to UNTHSC to tum proposal into the 
Graduate School 

Wednesday 8.1.07 

• UTSW Clinical Researchers' Group Meeting 
Title: Match.com "Are we compatible?? (Sponsor vs. Research Site)" 
Speaker: Del..ea Piechel 
From: Advanced Neuromodulation Systems (ANS), a medical device 
company in McKinney, TX 
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Thunday 8.2.07 

• Started to pack up CRO for remodeling 

Friday 8.3.07 

• Medical School Interview 

Monday 8.6.07 

· • Attended IRB Full Board Meeting 

Sat in on an IRB panel that reviewed 6 new studies and 8 continuing review 
studies. All studies were approved pending stipulations but one that was deferred. 

• Started to help pack up the CRO for remodeling 

Tuesday 8. 7.07 

• Continued to pack up CRO for remodeling 

Wednesday 8.8.07 

• Medical School Interview 

Thunday 8.9.07 

• Oncore Training 

Learned about the Oncore Financials Console that involved parameters, SOC 
and research items, budgets, invoice creation, and payment receipts. Also learned 
about the Oncore CRA Console and its capability to track subject visits and its 
ability to complete elec1ronic forms. 
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Friday 8.10.07 

• Unpacked CRO 

• Remodeling finished and reassigned to Bone M81TOw Transport (BMT) disease 
group 

Monday 8.13.07 

• Researched NCI CIRB Initiative for WIRB Presentation 

· • Helped Tracee centrifuge and store blood samples for Bone M81TOw Transplant 
(BMnstwty 

Tuesday 8.14.07 

• National Cancer Institute Human Participant Protections Education 
for Research Teams Training 

Web-based course presents information about the rights and welfare of human 
participants in research. The tutorial is designed for those involved in conducting 
research involving human participants. It satisfies the NIH human subjects 
training requirement for obtaining Federal Funds. 

• Read Protocol for Bristol-Myers Squibb Study CA180034 

• Helped Tracee prepare for BMT patient visit on Wednesday 

Prepared all necessarily documentation and orders for 18 month patient 
follow-up visit · 

Wednesday 8.15.07 

• Meeting with Lynn to finalize WIRB Presentation 

"Using a Central Review Board in the Cancer Center" 

• Helped Tracee centrifuge and store blood samples for Bone Marrow Transplant 
(BMT)study 
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• Complete INDSRs 

Thunday 8.16.07 

• CRO StaffMeeting 

• Coordinators Meeting 

• Meeting with Lynn to gain final approval ofWIRB presentation 

• Made corrections to WIRB presentation suggested by Lynn 

. Friday 8.17.07 

• Continued making corrections and finalized WIRB presentation 

• Shadowed Vicki Martin at IRB (approval process) 

Learned about each step that a protocol must undergo once it is received by the 
IRB until it goes to full board or expedited review and then eventually approved 
pending all stipulations brought into question and answered. 

Monday 8.20.07 

• Medical School Interview 

Tuesday 8.21.07 

• Western IRB presentation "Using a Central Review Board (CRB) in the Cancer 
Center'' . 

-Presented to Dr. Wilson, Dr. Schiller, and Kim Pallock 

• Researched follow up questions and literature search inquires requested by Dr. 
Schiller and Dr. Wilson 
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Wednesday 8.22.07 

• Prepared Blood samples for Tracee 

• Learned how to clone INDSRs using ERGO 

• Cloned and filled out INDSRs for Merck Studies & other studies 

Tbunday 8.23.07 

• Finished cloning and filling out INDSRs 

• Entered lab normals for UTSW ZLUH 

• Genzyme InForm Tutorial and training 

• Genzyme InForm 4.5 Integrated Trial Management CRC Certification for Merck 
Studies 

Friday 8.24.07 

• Completed Genzyme InForm 4.5 Integrated Trial Management CRC Certification 

Monday 8.27.07 

• Shadowed Irina and learned how to ship all BMT labs for Covance IRIS study, 
BMS 180013 & 180034 studies, Novartis 2202 & 2211 studies, and Merck MV7 
study 

• Entered in normal lab ranges for six patients for Aston and Zale Lipshy 
laboratories into Genzyme's InForm Integrated Trial Management (Phase 
Forward) System 

The Genzyme InForm system is a data collection and trial management tool 
that harnesses the power of the Internet to provide access to clinical trial data and 
control of the clinical trial process. 
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Tuesday 8.28.07 

• Finished entering in lab normals 

• Read Protocols for BMS 044 and E1905 and made sure visit flow sheets mirrored 
all scheduled of events and relevant procedures 

• Entered in INDSR's for Merck Study 

Wednesday 8.29.07 

· • Continued to entered in INDSR's for Merck Study 

Thunday 8.30.07 

• Medical School Interview 

Friday 8.31.07 

• PACT Luncheon Honoring All Cancer Center Clinic Staff, Clinical Research 
Office Staff, and Physicians 

• Merck Study Training 

Monday 9.3.07 

• Holiday 

Tuesday 9.4.07 

• Entered in Hematology, Chemistry, and other lab normals for Merck Study 

Wednesday 9.5.07 

• Continued to enter in Hematology, Chemistry, and other lab normals for Merck 
Study 
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• Began entering in corresponding lab values for Screening, Baseline, and Cycle 1 
visit lab results in 

• Meeting with Mary, Tracee, and Vicki to discuss any new issues with patients that 
both the clinic and CRO should be informed about and updated on 

Thursday 9.6.07 

• Meeting with Lynn to discuss progress of thesis 

• Med.Net Solutions training for National Lymphocare Study 

'Friday 9.7.07 

• Attended Cancer Grand Rounds 
Title: "Genomic Strategies for Personalized Cancer Therapy 
Speaker: Joseph R. Nevins, PhD 

Director, Center for Applied Genomics and Technology 
From: Duke Institute for Genome Sciences and Policy 

Duke University Medical center 

• Thoracic Malignancy Conference 

Monday 9.10.07 

• Worked with Shirley and gathered relevant information to put together a lab 
requisition form by looking through various study's NR3s 

Tuesday 9.11.07 

• Dentist appointment 

• Traveled to UNTIISC to confirm date of defense and meeting with Jan in the 
Biomedical Science office to reserve a room for defense 
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Wedaesclay 9.12.07 

• Attended PRMC meeting 

Five studies were reviewed and all approved pending stipulations but one due 
to reviewing PI's absence. 

• Meeting with Mary to discuss upcoming BMT events associated with Tracee and 
Mary's vacation absence 

• Worked on INDSRs for BMS and Novartis studies 

Thunday 9.13.07 

• Entered in eCRF information for Merck study 

Friday 9.14.07 

• Continued tilling out eCRFs for Merck study 

Monday 9.17.07 

• Entered in lab values for a patient in the Merck's InForm electronic CRF database 

• Reviewed all BMT studies to ensure that a lab requisition form had been created 
for each study 

A lab requisition form for a Geron Study (GRN163L CP04-151) had yet to 
be completed. Thus, I compiled all the necessary information using the 
study's NR3 and various other documents to be sent to Qiana Jones so that 
a lab requisition form and lab accoWlt created. Some of the information 
included the estimated amount of specimens for the study, tests requested, 
and special instructions for the accomt. 

Tuesday 9.18.07 

• Shipping Class 6.2 Dangerous Good Compliance Training 
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Wednesday 9.19.07 

• Worked on INDSRs for Merck and Novartis studies 

Thunday 9.20.07 

• Finished filling out INDSRs for Merck and Novartis studies 

Friday 9.21.07 

.· • Funeral 

Monday 9.24.07 

• Addressed queries for Merck-0457 study that were both autogenerated by InForm 
and opened by the sponsor 

• Shipped PK (phannaookinetic) samples for LBH 2211 study 

• Lung Cancer Disease Oriented Team Meeting 

-Lung physicians reviewed enrollment of all open trials and discussed new 
potential studies as well as pending studies. 

Tuesday 9.25.07 

• Entered in concomitant medications for patient enrolled in Merck Trial 

• Updated Survival Status and Response assessment for a Quarterly update for 
Genetech National LymphoCare Study® 

Wednesday 9.26.07 

• EPIC Chart Tracking Training 

The Epic Chart Tacking system is the primary database and source for tracking 
the movement of patients' medical records between departments and providers at 
UT Southwestern Medical Center and the Parkland Health & Hospi1al System. 
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• Entered in SAEs & EKG's into InFonn for Merck-0457 study 

• Worked on INDSRs for Merck and Novartis PPR AMN1 07 

Thursday 9.7.7.07 

• Finished submitting INDSRs for Merck and Novartis PPR AMN1 07 through ERGO 

• Filled out other eCRFs for Merck-0457 study 

Friday 9.7.8.07 

• Thoracic Malignancy Conference 

• Weekly BMf meeting 

• Meeting with BMS 013/034 Medical Special Liaison to discuss upcoming 
potential BMS studies that Dr. Collins could be interested in that involve current 
drugs under study but are being studied in combination with a new drug 

Monday 10.1.07 

• Prepared for Merck-0457 Monitor visit 

Double checked all lab normals, lab values, EKG values, vitals, AEs, 
concomitant medications, medical histories, prior oncologic treatments, and 
dosing schedules for each cycle for a patient on study. 

• Shipped labs for Merck-0457 study, LBH 2211, and BMS 22111 

Tuesday 10.7..07 

• Continued to prepare for Merck monitor visit on Wednesday 

• Worked on INDSRs for Merck-0457 study 

67 



Wednesday 10.3.07 

• Monitor visit 

Thunday 10.4.07 

• Monitor visit 

Friday 10.5.07 

• Weekly BMT meeting 

• Attended Cancer Center Grand Rounds 

Title: "Targeting the HER Network for the Treatment of Breast Cancer" 
Speaker: C. Kent Osborne, MD 

Director, Dan L. Duncan Cancer Center 
From: Baylor College of Medicine, Houston, TX 

• Thoracic Malignancy Conference 

Moaday 10.8.07 

• Shipped Labs for PR-1 Vaccine Trial 

• Began to work on thesis 

Tuesday 10.9.07 

• Worked on thesis 

Wedaesday 10.10.07 

• Completed LymphoCare Observational Study eCRFs 

Determined if study patients were past due for their next visit update and 
entered in previous study visit eCRFs into LymphoCare's EDC system 
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• Worked on thesis 

Thunday 10.11.07 

• Worked on thesis 

Friday 10.11.07 

• Traveled out of town to attend a wedding 

~onday 10.15.07- 10.16.07 

• Worked on thesis 
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APPENDIXB 

LUNG DISEASE ORIENTED TEAM MEETING MINUTES 

September 24, 2007 
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Topic 
Open Trials 

New Potential 
Studies 

Lung Cancer CHnical Research Meeting Minutes 
Monday, September 24, 2007 4:00PM CST Rm #NF3.102 

Details Discusioa 
Review of Enrollment Reviewed. Of note, study 

is closed to enrollment and 
Adverse Event Review (See attached will be removed from the 
running log) open study list. The trial is 

no longer on hold, and this 
Open Study Cheat Sheets will also be noted on the 

open study list. 

Adverse Event Review-
see attached for discussion 
notes. Will consolidate 
descriptions of adverse 
events at updated 
meetings once events have 
been discussed and closed 
out by the committee. 

Open Study Cheat Sheets 
were not updated this 
month. 

1 Sl line: A feasibility Study Discussed briefly with the 
Investigating Translational Science committee. There are 
in Chemotherapy-Naive Patients with concerns regarding the 
Stage IIIBIIV NSCLC required biopsy procedure 

as well as whether 
2nd Line: X versus Y plus Placebo in physicians would be 
Previously Treated Patients with willing to treat 1st line 
Locally Advanced or Metastatic patients. Additionally, we 
NSCLC do have other first line 

3rd Line: Single arm study of Z in 
studies open. Further 
discussion for this trial 

Subjects with Advanced NSCLC will be initiated either 
online or at the next 

1st or 2nd line: A Phase II, Multi- meeting to determine 
Center, Open-Label, Trial ofX in whether we will 
Treatment Naive and Sensitive- participate. Dr. X would 
relapse SCLC like to present more detail 

before a final decision is 
made. 
Discussion of other 
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studies was tabled for the 
next meeting. Dr. X 
would like to review the 
study drugs in more detail 
prior to the presentation. 

Pending Studies Updates on pending study status. Reviewed status of 
pending studies. 
Discussion was initiated 
as to whether or not 
enrollment to sub-sites in 
multi-institutional 
investigator-initiated 
studies will be counted 
toward NCI designation. 
We can enter this 
enrollment infonnation in 
Oncore, and will be able 
to separate out enrollment 
from om institutions from 
that of sub-sites for 
reporting purposes. 

Care Pathways Dr. X Cancer center has asked 
disease oriented teams to 
put together "Care 
Pathways." The purpose is 
two-fold: 1) Consistency 
in treatment of pts 2) This 
will provide pharmacy 
with info. regarding the 
volume of drugs needed to 
keep in house. Dr. X has 
gathered all of the order 
sets for advanced disease 
lung cancer to start. Mrs. 
X will assist in putting 
together the info. Care 
pathways will include 
information on supportive 
care drugs, such as 
antiemetics, and will 
eventually be set for all 
stages of disease. 
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e ne A ene veats SAFJR lated G d 3 dv E L S dies •• tu 
IRB ## Plaue VD Study of X aad Z St.ae U1A1B NCSLC 
Pt. HAC #900 1 1. DyspluJgia & &ophagitis 2. Anemia Grade 3; Hgb 7.6g/dL 

Grade 3 SAE; Pt. hospitalized - pt. irfused wl 1 rmit of RBC on 
from 8116107-8120/07 wl PEG 9114107 and 1 rmit on 9/17107 as 
Placement on 8117/07 Discussion an Olllpt. Discussion 9/24/07 -
9124107-Resolved Event resolved 

Pt. D-W #1013 1. ANC Grade 3 -Treatment related but not dose-limitiiii 
Pt. M-D #1015 l. Fatigue Grade 3 - ECOG PS 3 
Pt. K-R #lOll 1. Fatigue/increased cougblpossible radiation pneumonitis SAE; Not 

enough evidence to determine radiation pneumonitis. If this did occur, 
it was no more tban grade 2; FlU that patient struggled w/ dehydration 
and fatigue throuJdloUt his study participation. 

IRB ## Pbue VD Study of X & Z in LoeaUy-Advaaced NSCLC 
Pt. B1G#l14 1. Renal failure, dehydration, possible pneumonia SAE- Pt. had 

immediate constipation following dose 3/week 2 of X w/ no bowel 
movements for 1 week. Pt. was instructed to take a fleets enema and 
complained of being severely tired and had a fever. Pt. dosed w/ xrt 
and X the next day, and later presented to ER w/ symptoms as 
descn"bed above. Discussion that this may be treatment related 
possibly to anzemet as constipation can be a side effect. WBCs were 
normal upon admission. FlU discussion- this was a DLT. Pt. in 
hospital for 7 days. 

Pt. J-C #115 1. Elevated liver enzymes Grade 3; Drug was interrupted, and liver 
enzymes appear to be recovering. Pt to be re-evaluated on 5/21107. If 
liver enzymes still elevated at that time, this would be a DLT. This 
was determined to be a DLT. 

IRB ## Pbue m Study of X as lst Liae for Patieats with Advanced NSCLC 
Pt. E-M #12581001 1. May 2007 Worsening Chest 2. 819107 Myocardial Infarction 

Pain SAE; Pt. hospitalized- SAE; Pt. hospitalized- unrelated 
unrelated to study drug to study drug. 

Discussion 9/24107-No 
comments, related to underlying 
cardiac disease. 

IRB ## Pb VD Study of Oral X Ia Combo w/ Z Ia Pts w/Rela NSCLCueer 
Pt. J-T #0014002 1. Chest Pain SAE - Pt. hospitalized - related to disease PfOIU"eSSion 
Pt. w-e #0014003 1. Hyperglycemia Grade 3 -possibly related. Pt. asymptomatic and 

diabetic at baseline 
SCCC-02507 Pb I Study of GRN163L in Combo w/ X & Z in Pts w/Advaaced or MetuDtie NSCLC 
Pt. L-C #001 1. 816107-8113107 Grade 3 2. 8120107-8128107 Grade 3 

Thrombocytopenia- Possibly Neutropenia- Possibly related 
related Discussion 9/24107-Siudy Discussion 9/24/07-Siudy on hold 
on hold for protocol amendment. for protocol amendment. Events 
Events occurred on starting dose. occurred on starting dose of 

dose-escalation studv. 
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APPENDIXC 

PRMC MEETING MINUTES 

July 13, 2087 
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MEDICAL CENTER 

HAROL.Il C. SJ!\IMO:"S CO!\IPRt:llf.NSI\ J: C\:WTR n :"n:R 
rROTOl'OL R[\"1[\\ .\Nll .\IONI .IORINI; COMMITII:t: 

June 13, 2007 

Minutes 

Meeting called to order at 4:04 pm. 

·I. PI: 
Sponsor: Wyeth Research 
Title: A Phase IIII Study in Pediatric Subjects with Relapsed/Refractory Solid 
Tumors 

PRMC Decision: Approve Pending Response 

D. PI: 

A. This study is described as a Phase 1/II however, the protocol states that phase I 
has already been completed "The data from ~hase I should be presented in 
order to justify the use of the dose pf 7Smglm . " 

B. Although the protocol states that there will be a medical monitor, no Data 
Safety and Monitoring Committee (DSMC) has been mentioned Please 
contact CRO for details and about the UTSW DSMC and for the DSMC 
template. 

C. On page 1 of the consent form under the section Why am I being asked to take 
part in this research study, please change the word have to bas in the sentence 
"which have come back or for which theie is no staodard therapy." 

Sponsor: UTSW 
Title: Pilot Study in Relapsed/Refractory Cutaneous T -Cell Lymphoma 

PRMC Decision: Approve Pending Response 

A. Section 16.1 of the protocol, please specify the method to be used for 
the confidence interval construction. 
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B. In the section "Special Precautions" of the project summary it states 
that Bevacizumab and Cetuximab will be provided to the subjects at 
no cost to them. Are these drugs part of the study? 

C. Section 8.2 of the protocol; please clarify if "Patients will be 
observed in the GCRC for 24-48 hrs post infusion on days 1, 3 and 
5 ... " is considered to be hospitali:nrtion. If so, please describe the 
inpatient stay in the project summary. 

D. The consent form and project summary list Vascular Leak Syndrome 
(VLS) as a likely side effect and difficulty breathing as a less likely 
side effect. "Does VLS commonly cause significant fluid retention 
and difficulty breathing?" If so, should difficulty breathing be in the 
likely side effect section? Please clarify. 

E. "No rationale for the dose is provided in the project summary. As 
detailed in the protoco4 the dose selected is 60"/o less than the 
established MTD. The rationale for this dose is based upon the 
findings that grade 3 or 4 toxicities are not observed among patients 
treated at doses of 5-1 Omg/m2 and the suggestion that T -reg cells 
might be sensitive to RFTS-dgA at lower doses. 

Blood and tissue samples are requested (frequently) for assessment of 
changes in the immuoophenotype or peripheral blood lymphocytes 
and suppression assays are described; designed to measure T -reg 
activity in vitro. One of the exploratory analysis, (scaion 16.2) states 
the following: Logistic regression on response and Cox regression on 
progression-free survival will be explored with multiple exploratory 
variables including the CD25+ expression of the CTCL tumor and the 
changes in the pre-aDd post•trca1mcnt levels ofCD4+25+ T-reg cells. 
The association of response with other demographic baseline 
characteristics will be explored. At the conclusion of a cycle of 
IMTOX-25 (day 5), blood will be drawn and Foxp3 protein levels 
will be evaluated using F ACS analysis. Greater than 50% decreases 
in Foxp3 protein levels in CD4+ T cells after IMTOX-25 
administration, compared to pre-treatment, will be considered a 
successful reduction. 

Given the ability to determine a biologic endpoint(s); in the face of 
the dramatic dose reduction, would it be reuonable to plan a dose 
escalation in the absence of a DLT and the absence of a measurable 
change in CD24+ 25+ T -reg cells, etc; either on an individual basis or 
by protocol design if there are no DLTs among the first 3~ patients 
and no significant biologic effect ... " 

76 



Ill. PI: 
Sponsor: Merck 
Title: A Study in Patients with Myelodysplastic Syndromes 

PRMC Decision: Approve Pending Response 

A. Please indicate how many bone marrow aspirates are being done in 
the consent. 

B. No Data Safety and Monitoring Committee (DSMC) has been 
mentioned. Please contact CRO for details about the UTSW DSMC 
and for the DSMC template. Please include the template within your 
documents. 

C. The consent states that you anticipate enrolling 20 patients which 
includes screen failures. Is this feasible? 

D. On page 48 of the protocol, ''The null hypothesis will be rejected if 
either ann's posterior probability of having > l 00..4 ORR is very high." 
Please clarify what ''very high" is defined as. "Also, for the Bayesian 
design, it will be much clearer if the prior distributions are specified 
in the main protocol instead of in the appendix." 

IV. PI: . 
Sponsor: Department of Defense 
Title: Classification of DNA in Benign and Malignant Breast Epithelium 

PRMC Decision: Approve Pending Response 

A. Please clarify what the asterisks in figure 2 mean. 

B. Please define all the acronyms. 

C. The protocol states that objective #2 has been completed; please include the 
data within the protocol. Since the objective has been completed please 
remove objective #2 from the protocol. 

D. On page 3 of the protocol, is 15% methylation considered rare? 
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V. PI: 

E. "On page 2 of the project summary, under both "Marker Identification Phase" 
and "Panel Validation Phase", one of the risk groups specified are women 
with untreated primary breast cancer. Another bullet point says that the 
women must have a clinical breast exam at the time of enrollment with no 
suspicious findings." Please clarify. 

F. "Will it be problematic to define performance status as that with restricted 
normal activity for a significant portion of the day? Is there a standard 
definition for "significant" in this context?" 

G. "Will there be an incentive for women with lower risk of developing breast 
cancer to undergo the fine needle aspirate?" 

H. "If I understand the consent form correctly the implication is that a women 
being enrolled on study as part of the low-risk control group is being enrolled 
because her demographics and breast cancer risk profile match a woman, 
despite having been at low-risk, has developed breast cancer." Please Clarify. 

I. If the objective is to identify the methylation markers, please clarify why 
expression array is being used when methylation array seems to be more 
direct. 

J. "Will CGH array be done for the experiments?'' 

K. On page 12 of the protocol, please give justification for the statement 
"producing an FDR of about 15% would, at most, identify 1000 genes that are 
differentially expressed." 

L. "Which classification methods will be used to discriminate between high and 
low risk groups?" 

Sponsor: Genentech 
Title: A Phase II Trial in Patients with Platinum-Sensitive Recurrent Ovary, Primary 
Peritoneal or Fallopian Tube Carcinoma 

PRMC Decision: Approved 
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APPENDIXD 

FULL BOARD IRB 1 MEETING MINUTES 

August 6, 2007 
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The University of Texas Southwestern Medical Center at Dalla 
Minutes of Full Board IRB 1 Meeting Held on August 6, 2007 

Conference Room- B5 

Board Members Present: 

*Alternate Voting Member 

Members Absent: 

Ex~io Attendees: 

Total Members Present: 13 

Total Number Required for Quorum: 8 

Visltor(s): Tyler Bloomer, Intern from CRO 

Internal Medicine- Chairperson 
Internal Medicine 
Pediatrics 
Biostatistics 
Surgery 
IRB Staff 
Cardiology 

Internal Medicine -Vice Chairperson 
Psychiatry 
IRB Manager 
St. Paul/Pharmacist 
Neurology 

Obstetrics and Gynecology 
Community Representative/non
affiliated 
Psychiatry 
Parkland/Pharmacist/ non-affiliated 
Internal Medicine 
Pathology 
Pediatrics 

A quorum being assembled and a non-scientist member being present, David R. Karp, 
MD, PhD catted the meeting to order at 1:35pm. The Minutes from the July 16, 2007 
meeting were approved as circulated. 
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Conflict of Interest 

IRB members required to abstain from voting due to financial relationships with sponsors 
of clinical research: 

#4 072007-
058 

092004-028 

FHoffman
LaRoche 

AstraZeneca 

Verification from Conflict of Interest Office that all investigators listed on agenda have 
submitted Statements of Financial Interests: 

Yes X No . 

Exceptions: (IRB# 102004-018; Agenda #9) 
(IRB# 072006-037; Agenda #12) 

Date statement requested: July 30, 2007 

list all investigators who have a financial relationship with sponsors of reviewed 
research. 

Advisory 
Board 

#5 Medlmmune <$10,000 Scientific 
072007 Advisory 

-059 
#5 Medlmmune 

072007 Bureau 
-059 
#10 AstraZeneca <$10,000 Consulting 

092004 
-028 

Comments: 
disclosed their financial relationships with Medlmmune in the consent form for IRB 
072007-059 (Agenda 15) and should continue to do so. 
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disclosed his financial relationship with AstraZeneca in the consent form for IRB 092004-
028 (Agenda #10) and should continue to do so. 

Continuing Education: NIA 

Agenda Item: 01 - Deferral 

PI: 

IRB File Number: 052007-021 
Title: 

.Reviewer: 

A Prospective Clinical Study for Greenlight HPS in the 
Treatment of Obstructive Benign Prostatic Hyperplasia 
(BPH) 

Protocol Summary: The purpose of this study is to document the advantages of the 
Greenlight HPS in a long-tenn clinical trial. 

Prior IRB Action: The study was reviewed and deferred at the May 21, 2007 meeting. 

Currant Submission: The study is being AHUbmitted for review and approval. 

Discussion: The IRB recommended deferral of this protocol: 

Reason(s) for deferral: This resubmission is substantially different from the original 
study, and did not address, in a point-by-point manner, the original concerns. This made 
it very difficult for the Board to understand what was being proposed. The combination 
of the two submissions ends up without a dear study hypothelia and data .-.lyeil plan. 
In the end the Board was uncertain whether this clinical intervention was standard of 
care arnot, whether the deci8ion to .e the HPS system was made outside the context 
of the study, and how much follow up data were being collected purely for research 
purpos•. 

1) PROJECT SUMMARY CHANGES: 
a) Under •Conciee SUmmary of Project", information has been added to this 

section that is not part of the study procedures. For example, the surgical 
procedure is not for 1'8111rch and lhould nat be included in W.eection. 

b) Under •special Precautions•, information regarding the DSMB was deleted, but 
an explanation waa not provided for this change. Pta11a clarify, and provide 
l'fiOI8 8p8Cific information about how often the .,. ... will review the data. 

2) CONSENT FORM CHANGES: 
a) Under 'Why is this study being done?" pleMI ..... how the laser treatment 

and procedures in this study with the Greenlight HPS laser differs from 
stalldard of cant wilh the Qr8enLighl HP8 ...... 
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b) Under 'Why is this considered research?" please delete references to possible 
outcomes compared to TURP and state what the research procedures are. 
State clearty whether patients will be randomized to the stated comparison 
treatment or not (i.e. TURP). 

c) Please answer the question 'Why am I being asked to take part in this 
research study?" 

d) Under •How many people will take part in this study?" a total of 40 patients 
locally was stated in the Project Summary, but 25 are mentioned here, please 
clarify. 

e) Under •Screening Procedures•, please state which procedu'as .. lltandard of 
care and which are being done solely for the purpose of this study. The 
standard of care procedures could be placed in an appendix to the consent 
form. 

f) Under 'What are the risks of the study?" plea• state only the rilka of the 
research procedures, other risks of standard of care could be placed in an 
appendix to the consent form. 

g) Under 'Will my insurance provider or I be charged for the costs of any part of 
this research study?" please state clearty which of the proc:edures .. ,_.rch 
and which are standard of care. 

Controverl.8d Issues: none 

IRB Decislon(a, and Vota: The Protocol was i'ecommended for deferral. 

Vote: 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

For = 11, Abstained = 0, Opposed = 0 

02 

072007-051 
Interagency Registry of Mechanically Assisted Circulatory 
Support 

Protocol Summary: The purpose of this study is to create a national registry of 
subjects receiving a mechanical circulatory support device (MCSD) to treat end-stage 
heart failure. Both pediatric and adult subjects will be eligible and DNA samples wiH be 
collected. 

Dlscuulon: The IRB recommended approval of this protocol with the following 
stipulations: 

1) NR1 FORM CHANGES: 
a) Please provide a copy of the Ceftificate of Confidentiality. 
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2) PROJECT SUMMARY CHANGES: 
a) 
b) Please provide copies of the quality of life questionnaire and Trail Making 

neurocognitive test. 
c) Under "Data to be Collected·, please list the specific demographic infonnation 

that will be collected. 
d) Under "Last 5 Digits of SSN for Database Identification•, it is unclear why the 

last 5 digits of the SSN needs to be collected when there is already a 
mechanism in place to assign generic ID's, please clarify. 

3) CONSENT FORM CHANGES: 
a) Please provide a telephone number that study doctors and research personnel 

can be reached after ragua. office holn (both c:onaenta). 

4) OPTIONAL BLOOD AND TISSUE DONATION TO NHLBI REPOSITORY 
CONSENT FORM CHANGES: 
a) Please delete the yes/no questions on page 9 of 11, as the purpose of the 

consent form is to obtain permission to use teet a subjecfa DNA. By d1ecking 
"no• and then signing the consent fonn would be a conflict and raise questions 
about whether subjects are fully informed. 

5) HIPAA AUTHORIZATION FORM CHANGES: 
a) Under 'What health information wHI be colected, uaed M1d shared 

(disdaaad)?• please include the collection of DNA information. 

Other: The Board detennined that future reviews of this study should be done on an 
expedited basis. 

IRS Decislon(s) and Vote: The Protocol was recommended for approval with 
stipulations. 

The IRB detennined that the Chair or designee may approve the research protocol on 
behalf of the IRB under expedited review procedure after the in\: eatigator ta complied 
with the conditions for approval. 

Vote: 
Review lntarval: 

For = 11, Abstained =0, Opposed = 0 
12 months 

Findings: The research involves children and was therefore examined against 
provisions of Subpart 0 of 45 CFR 46, particutarly 46.-404 and 46.408. The IRB found 
the research to be of minimal risk to the child, and adequate provisions are made for 
soliciting the aaeent of the child .-1d permission of the pllrenl « ~. NA children 
under the age of 10 are asked to verbalize their assent/dissent to participate. Children 
age 10.18 must indic81111heir •a ant in writing. -rt.IRB evaluated the degnJe of risk 
and found a 12-month review interval is appropriate. 

Dr. joined the meeting in progress at 2:15 pm. 
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Agenda Item: 03 

PI: 

IRB File Number: 072007-057 
Title: Validation of Somatic and Cerebral Near lnfared 

Spectroscopy During Cardiopulmonary Bypass in Pediatric 
Pateints: A Prospective Clinical Study 

Reviewer: 

Protocol Summary: The purpose of this study is to validate cerebral and somatic 
oximetry data presented by a near infrared spectroscopy (NIRS) monitor while on 
cardiopulmonary bypass (CPB). 

Discussion: The IRB recommended approval of this protocol with the following 
stipulations: 

1) PROJECT SUMMARY CHANGES: 
a) The data analysis will be quite challenging and an initial attempt should be 

made sooner rather than later in the project. The Board was particularly 
concerned about the proposed subject number. It seems more reasonable to 
do an interim analysis with data from the first ten subjects. That, accurate 
numbers can be used for power calcutatioi1e. This analyeia ehould be made in 
collaboration with any of the biostatisticians on campus. The results of that 
analysis must be reported to the Board. before proceeding with additional 

· subjects. Our concern is that a total of fifty may be far too little and we will 
need to determine if 1'110r81Ubjects can 88felly and rwaiOilabty be etudied 

b) The Project Summary and consent fonn must dearly distinguish between what 
wiH be done for patient canl, and what is ......at. Pleall make it absolutely 
clear how much blood will be drawn ONLY for research purposes (it says 1-2 
ml in eome ptace8 and 2-3 ta•poona (10..15 ml) in ott.ra). The ume il true 
for the risks section. Please desaibe and discuss ONLY the risks associated 
with the 111aaarch project, not anything to do with routine patient care. 

2) CONSENT FORM CHANGES: 
a) The coneent form needa to be IUblalltilllly,. wuiUen. Aa it il, it mixee routine 

clinical care of these complex patients, with what the patient needs to consent 
to for raseard1 pwpoaaa Pleaaa nii1'MMt everything rwlated to standard of 
care (except for perhaps a brief overview with a clear statement about routine 
care). As it ia written, it ia not dear to the padient or family what they .. 
volunteering for. For example, on page 8 of 11, it disa ISS8S what the medical 
team wiH do if the Clllbal calheter is pulled cQ before the last a.nple and 
suggests that the patient might get a needle stick that they might not otherwise 
get just fur 111aaan:h. If this ia not true, then remove it. If all thll il baing done 
is to draw some extra blood when routine bloods are drawn, then remove the 
language about bruising, dilwinfult, ilfection, -=••• blaading, fainting, etc., 
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since these are not risks of the research study. The only risks associated with 
this study are the risk of hypovolemia from drawing a smaU additional amount 
of blood, and the minor risk of positioning the catheter in the inferior vena cava. 
Since this is done under direct visualization in the OR, this risk is quite small. 

b) Please delete the "Treatment" section on page 3, as there is no treatment 
associated with this research. 

c) Under 'Will my insurance provider or I be charged for the costs of any part of 
this research stuc:tyr please I1Mse the language to read, ·No. Neither you, 
nor your insurance provider will be charged for anything done only for this 
research study (i.e. screening proceduraa, exper'.mental procedwes, or 
monitoring/follow-up procedures described above). 

Controverlad ... .,..: none 

IRB Decision(a) and Vote: The Protocol was recommended for approval with 
. stipulations. 

The IRS detennined that the Chair or designee may approve the research protocol on 
behalf of the IRB under expedited review procedure after the investigator ta complied 
with the conditions for approval. 

Vote: 
Review Interval: 

For = 12, Abstained = 0, Opposed = 0 
12 months 

Findings: The research involves children and was therefore examined against 
provisions of Subpart D of 45 CFR 416, particularly <46.AI06 and <46 . .WS, as well as the 
current guidelines for inclusion of children in research. The IRB found the research 
invohles men than minimal risk to the child and pn11anta no ra.onable proepect for 
direct benefit to the child, but is likely to yield generalizable knowledge about the child's 
disorder or condition. The IRB also found the rilk8 ntpr88811ted a minor inaeaaa over 
minimal risk, the research procedures were reasonably commensurate with experiences 
inherent in their actual or expected medical, dental, payct.ological, IOCill, or educatioi1al 
situations, the research is likely to yield generalizable knowledge of vital importance for 
the ~ or tnwltlaNint ot the child's dilorder or 0011dition. Allo, adequate 
provisions are made for soliciting the assent of the child and permission of both the 
parents or guMiian (unleaa one._....,. il dec1111d, wlknown, ~ not 
reasonable available, or when only one parent has legal responsibility for the care and 
custody d the child). All childn!ln ooder the age of 10 ....... to wrbalze their 
assent/dissent to participate. Children age 10-18 must indicate their assent in writing. 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

04 

072007..()58 
A Multi-Center, Randomized, Double Blind, Placebo
Col ill oiled Phaae Ill Trial Comparing the Efficacy of 
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Bevacizumab in Combination with Rituximab and CHOP 
(RA-CHOP) Versus Rituximab and CHOP (R-CHOP) in 
Previously Untreated Patients With C020-Positive Diffuse 
Large 8-CeU Lymphoma (OLBCL) 

Reviewer: 

Protocol Summary: The purpose of this study is to compare bevacizumab in 
combination with rituximab and cyclophosphamide, doxorubicin, vinaistine, prednisone 
(CHOP) (RA-CHOP) versus rituximab and CHOP (R-CHOP) for the treatment of diffuse 
large B cell lymphoma. 

Discussion: The IRB recommended approval of this protocol with the following 
stipulations: 

1) NR1 FORM CHANGES: 
a) Regarding Item #16, please provide a copy of the RSC approvalleller. 
b) Regarding Item #19, please provide copies of the reauitment materials that will 

be used to reauit other patients and the letters being sent to physicians in the 
Metroplex. 

c) Item 29a, page 13 of 31, Please correct spelling of Riruxin- Rituxan 

2) PROJECT SUMMARY CHANGES: 
a) Under ·Saeening Procedures•, plea• delete the 12tt1 bullet regarding subjects 

being continuously asked about medication changes, as this information is 
covered in the laet paragraph of this section wilh the 1t8tement. • N every visit 
subjects will be asked ...... • 

b) Under •Speciat Pntcautions•, plea11 darify if dofanlbine and cytarabine are 
being administered in this study. Please modify this paragraph to reflect 
medications being admirlillterad accordillg to the protocol. Also, pnJdnilone is 
not being doled baled on body surface .... 

3) CONSENT FORM CHANGES: 
a) Please include •Parkland ttealth and HolpitaiSyltem• in the h1ader on II 

consent fonns since PHHS has been identified as a resource site on the NR-1. 
b) Under 'Witt my inaurance provider or I be charged for the costa of any part of 

this research study?" please relocate the second, fourth and fifth paragraphs, 
to the eection "What will happen if I an twined ....... • In addition, pl1a11 
clearly outline which medications will be paid for by the study. Specifically, will 
R-CHOP medicatioi1a be provided at no COlt to the eubjects? 

c) Under "What will happen if I am harmed ....... ·, please replace the phrase "free 
of charge" with •at no COlt to yoAi' and ...aoc.t. ,_..,. ...... to the "Wiil 
my insurance provider or I be charged ...... • section. In addition, please delete 
the seniBnca begirwli 19 •If JOU dlwelop • problem .....• to the end of the 
paragraph and replace it with, •Compensation for an injury resulting from your 
participation in thia Nll•c:h ill not _.IDle fram ._ UrW..ay of TexM 
Southwestem Medical Center at Dallas or Partdand Health and Hospital 
System. The sponsor t. upNIIId a willingnlll to help P8Y the medical 
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expenses necessary to treat such injury. • Pursuant to University policy all 
references to third party payorship must be deleted because it produces a 
detriment to research subjects who do not have insurance coverage. Most 
health plans have lifetime caps on the amount that they will pay out for a 
subscriber. Thus, with the inclusion of the third party payor language, injured 
subjects who have third party insurance would be NqUirad to make claims, 
which would count against their lifetime caps. This, In tum, results in an 
unacceptable disparity in the treatment of subjects who have third party 
insurance as opposed to those who do not. 

d) Under Willi be paid ... ? please clarify if aubjeda wiH be reimburled for travel 
expenses. The NR-1, Item 17 indicates subjects will not receive incentive. If 
subjects will be reimburaed for travel expenses, please indicate the amount 
and method of reimbursement in the lnfonned Coneent and Project Summary. 

4) CONSENT FOR BIOMARKER RESEARCH TESTING: 
a) Under WtH I be contacted in the fuluraT the first sentence will need to be 

revised in one of two ways. The first option is to state, ''You have the option to 
be contacted in the futunt in order to obtain follow-up infonnation or have your 
de-identified specimens kept for use in future research." The other option is to 
state, ''You have the option to be contacted in the future in order to obtain 
follow-up information or have your specimens kept for use in future research 
<state specific reeearch Wl88l. 

b) Page 10 of 10 is blank. 

5) CONSENT FOR ROCHE SAMPLE REPOSITORY RESEARCH PROJECT: 
a) Under 'Why is this study being done7 please .pelt out·~. 
b) Under "Willi be contacted in the futureT the first sentence will need to be 

revised in one of two ways. The finlt option is to state, ''You have the option to 
be contacted in the future in order to obtain follow-up infonnation or have your 
de-identified specimens kept far L.e in bure nJiaarch. • The Olher option is to 
state, ''You have the option to be contacted in the future in order to obtain 
follow-up information or have yow~ kept for uae in future research 
(state soecific research areas>. 

c) Under "How will my aamplaa be idetltified", in the eecond paragraph it readl 
"see the picture below", but there is no picture, please correct. 

d) Page 9 of 9 is blank. 

6) PARTNER CONSENT: 
a) This consent form 8hould not be Ul8d unless a pregrwtey occurs. 

7) HIPM AUTHORIZATION FORM CHANGES: 
a) Pteaae complete and submit a HIPM Authorization to be used in tandem with 

the Partner Consent Form. 

8) HIPM REQUEST FOR WAIVER FORM CHANGES: 
a) Regarding item 2, please revise to ouHina only the infonnation which will be 

collected to......,... eligibility. eun.nuy some of the information lilted will 
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be obtained after the prospective subject's signs the Consent Form and HIPAA 
Authorization. 

Conuove~lssues:none 

IRB Declaion(a) and Vote: The Protocol was recommended for approval with 
stipulations. 

The IRB detennined that the Chair or designee may approve the research protocol on 
behalf of the IRB under expedited review procedure after the investigator has complied 
with the conditions for approval. 

Vote: 
Review Interval: 

For= 12, Abstained= 0, Opposed= 0 
12 months 

.Findings: The IRB found that the risks to the subjects are minimized and are 
reasonable in relation to the anticipated benefits. The selection of subjects ie equitable 
and adequate provisions are made to protect the privacy of the subjects and to maintain 
the confidentiality of data. The IRB evaluated the degree of risk and found a 12-month 
review interval is appropriate. 

Dr. joined the meeting in progress at 2:35 pm 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

05 

072007-059 
A Study to Evaluate the Safety, Tolerability, 
Phannacokinetics, and lmmunogenicity of MEDI·524, A 
Humanized Enhanced Potency Monoclonal Antibody 
Against Respiratory Syncytial Virus (RSV), In Children with 
Hemodynamically Significant Congenital Heart Oil ease. 
Protocol MI-CP124:$2. 

Protocol Summary: The purpose of this study is to determine the safety and tolerability 
of motavizumab (MEDI-524) when given as prophylaxis against serious respiratory 
synctial virus infection in children with hemodynamically significant congenital heart 
disease. 

Discussion: The IRB recommended approval of this protocol with the following 
stipulations: 

1) NR1 FORM CHANGES: 
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a) Regarding Item #29, please complete this section for each of the medications 
(motavizumab and palivizumab) being used in this study (do not combine the 
information). 

2) PROJECT SUMMARY CHANGES: 
a) Under ·Concise Summary of Project", please deac:ribe the randomization 

process. In addition, the Consent Form indicates that subjects will not be 
allowed to take certain medications while participating in the study. Please 
indicate what these medications are. 

b) Under "Study Day 0 (Study VISit 1 ):" please clarify as it is indicated that blood 
wiH be drawn for study drug levels prior to I'8C8iving the study drug. 

3) CONSENT FORM CHANGES: 
a) Please review the IRB Conaent Form template, the names listed on the 

consent form should be those of the investigators and those individuals who 
will obtain consent Information about contac:ting I'8I88R:h should be stated, 
"You may call these study doctors or research personnel during regular office 
hours at (insert phone nurnberJ. At ott. times, you may cal them at (insert 
after hour's phone number]. Following this statement, please add the 
statement, "If you ant a parent or guardian of a minor and have been asked to 
read and sign this form, the "you" in this document refers to the minor" and 
revise the consent form accordingly. 

b) In general, the informed consent document should be written in language 
unc:ter.tandabl to an average rniddle«:hooo reading level (8#1 grade level). 
Please provide the definition( a) or lay language term(s) for the following 
word(s): "chronic lung dileaae•, "difficult congenilalt.art diae•ae•, "safety 
profile", "measurements of immune response•, "medically-attended lower 
respiratory tract irtfections•' "compticated CH[Y' "respinltory HCr8tiona" I 
"redosed", and "abnormal blood test result", etc. Please note, that definitions 
only need to be written when the word( a) i8 initially mentioned in the coneent 
form. 

c) Under "Instructions", please delel8 the eecond .,...agraph as this information is 
found elsewhere in the consent form. 

d) Please delete the section ·0o I have to take part in this 1'81aardl study?" as 
this information is found elsewhere in the consent form. 

e) Under "Study Meciication" in the third ~ please revile •new antibody" 
to read "investigational antibody". Please delete the second sentence 
regarding atudiea in animala, asiUbjects do not normally have the background 
information to decide whether this information is relevant. The rest of the 
paragraph should be l'1lloc;ated to the 'Why il thilltudy being done7' section. 

f) Under "Screening Procedures•, please describe how the mucous sample will 
be collected from the ehikfs noee. 

g) Under "Procedures and Evaluations during the Research", please clearty 
indicate what rnedicldio.-. should nat be t:IIUn cUing the study. 

h) At the top of page 8 of 16, the statement ·a agree that my child's leftover blood 
sample ..... • will need to be nMsed in one d two waya. The find option is to 
state, "I agree that my child's de identified leftover blood and nasal mucous 
specimena may be lalpt for.,_ in fubn Nlllll'dl. • The olher option il to 
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state, "I agree that my child's leftover blood and nasal mucous specimens may 
be kept for use in future research regarding <state 8D8Cific reeean:;h argal. 

i) Under 'What will happen if my child is harmed as a result of taking part in this 
study?" ptease delete the second sentence begiming, 'While your child is 
taking ..... • through the end of the paragraph. Pursuant to University policy all 
references to third party payorship must be dalaiBd t.c:a.. it pnxtuca a 
detriment to research subjects who do not have insurance coverage. Most 
health plans have lifetinte caps on the amount that they will pay out for a 
subscriber. Thus, with the inclusion of the third party payor language, injured 
subjects who have third party insurance would be required to make daims, 
which would count against their lifetime caps. This, in tum, results in an 
unacceptable disparity in the w.tment d subjects who have third party 
insurance as opposed to those who do not. The language "acted negligently, 
or has engaged in willful millconduct" send& a very unfavorable .-1d 
inflammatory message to our patients/subjects. Instead, we prefer "all study 
procedures and instruction~ were folkJuued" or 8imilar language. This 
language accomplishes the same thing, as you can't follow all study 
procedures and instruction~ while engaged in willful mieconduct or acting in a 
negtigent way. 

4) HIPAA AUTHORIZATION FORM CHANGES: 
a) Under 'What health information wilt be collected, ueed Md shar8d 

(disclosed)?•, Regarding Item #4, the information listed in this item should be 
consi8tent with the information listed in the Project Sumrn.-y, and Consent 
Form that will be collected as part of the screening process and subjects' 
participation in the study. ~ compare this information with the olher 
documents and rwiM as needed. 

Controverted Issues: The Board considered the conflict of interest posed by the fact 
that the investigators have financial retationahipa with Medimmune, the sponsor d the 
study. It was noted that the level of compensation for Scientific Advisory Boards and 
~Bur-.. waa below the Uniwnity ttnehold in 811 ~- Moreover, both 
drugs being tested in this study are made by Medimmune, negating a rationale to bias 
the study. By~ the Board agreed that the conftict- not eiglificant 8l1d did 
not affect patient safety or COIIbadict Good Clinical Prac:ticee. 

IRS Declsion(s) and Vola: The Protocol was recommended for approval with 
stipulations. 

The IRS determined that the Chair or designee may approve the research protocol on 
behalf d the IRS W'1der expedited AIView procedLn after the invaltigator has complied 
with the conditionl for approval. 

Vola: 
Review lnl8mll: 

For = 13, Abstained = o, Opposed = 0 
12months 

Findings: The research involves children and was therefore examined against 
provisions d Subpart D of~ CFR «S, particulafty «S.405 and 46.408, • well• the 
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current guidelines for inclusion of children in research. The IRS found the research 
involves more than minimal risk to the child but presents reasonable prospect for direct 
benefit to the child. The IRS also found the research risks to be justified by the 
anticipated benefits to the child, and the risk/benefit analysis to be at least as favorable 
as that presented by available alternative approaches. Also, adequate provisions are 
made for soliciting the assent of the child and permission r:A the parent or guMI&n. All 
children under the age of 10 are asked to verbalize their assent/dissent to participate. 
Children age 10-18 must indicate their assent in writing. 

Agenda Item: 

PI: 

IRS File Number: 
.THie: 

Reviewer: 

Expiration Date 

06 - Continuing Review 

082006-021 
Randomized, Blinded, Multicenter Study of Proteinase 3 
PR1 Peptide Mixed with Montanide ISA-51 VG Adjuvant 
and Administered with GM-CSF in Elderly Patients with 
AML in First Complete Remission or Adults in Second 
Complete Remissionl: A Pivotal Study 

August 20 

Protocol Summary: The purpose of this study is to determine if 4 subcutaneous 
injections of Proteinase 3 PR1 Peptide emulaified in Montanide tSA 51 VG Adjuvant 
(PR1 Vaccine) followed by granulocyte maaophage-oolony stimulating factor (GM-CSF) 
in eldef1y subjects with AML in first complete AJmission or adults in second complete 
remission. 

Prior IRB Action: The study raceived continuing review approval in October 2006. 

Current Submission: The study is being submitted for continuing review approval. In 
addition a modification is being submiUed to update study penJOr'M. 

Discussion: The IRS recommended approval of this protocol with the following 
stipulations: 

1) CR FORM CHANGES: 
a) Question #19, should be "yea• since tt.e .. per80Mel clwlges. 

2) CONSENT FORM CHANGES: 
a) On page 3 of 15, placebo is deeaibed as a pill which coutd be confusing since 

this is an injected vaccine. It does clarify this later in the same section in the 
next two paragraphs, 10 this ill a minor detail. 

Conbvvetted Issues: none 

92 



IRB Declslon(s) and Vote: The Protocol was recommended for approval with 
stipulations. 

The IRB detennined that the Chair or designee may approve the research protocol on 
behalf of the IRB under expedited review procedure after the investigator has complied 
with the conditions for approval. 

Vote: 
Review Interval: 

For = 13, Abstained = 0, Opposed =0 
12 months 

Findings: The IRB found that the risks to the subjects are minimized and are 
reasonable in relation to the anticipated benefits. The selection of subjects is equitable 
and adequate provisions are made to protect the privacy of the subjects and to maintain 
the confidentiality of data. The IRB evaluated the degree of risk and found a 12-month 

. review interval is appropriate. 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

Expiration Date 

07 - Continuing Review 

092005-006 
ADVL0416: A Phase I Study of SAHA in Pediatric Patients 
with Recurrent or Refractory Solid Tumors (including 
Lymphomas) and Leukemia Followed by a Phase I Study 
of SAHA in Combination with Cis-Retinoic Acid with 
Selected RecurrentiRefractory Solid Tumors 

August22 

Protocol Summary: The purpose of this study is to estimate the maximum tolerated 
dose (MTD) of suberoylanilide hydroxamic acid (SAHA) admini8ter8d orally once daily 
for 28 days, and administered once daily for 28 days in combination with 13-cis retinoic 
acid in pediatric subjects with recurrant or reftaduty solid tumors and Leukemia. 

Prior IRB Action: The study received continuing review approval in AugUit 2006. 

CUI'NIIt ............,..: The study ie being submitted for continuing review. 

Dlsc•sion: The IRB recomrn.1ded approval of this continuing review as submitted. 

Controvertlld Issues: none 

IRB Decision(s) and VOW. The protocol was recommended for approval as submitted. 
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Vote: 
Review Interval: 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

, Expiration Date 

For = 13, Abstained = 0, Opposed = 0 
12 months 

08 - Continuing Review 

092005-019 
Effectiveness of Switching Antipsychotic Medications: 
Polyphannacy to Monotherapy 

September 18 

Protocol Summary: The purpose of this study is to detennine the risks and benefits to 
subjects with schizophrenia or schizoaffective disorder cl taking two antipaychotic 
medications vs one antipsychotic medication. 

Prior IRB Action: The study received continuing review approval in September 2006. 

Current Submission: The study is being submitted for continuing review and approval. 
In addition a modification has been submitted to increase the number of subjects from 
18 to 44 and to add study personnel. 

Discussion: The IRB recommended continuing review approval of this protocol as 
submitted. 

Controverted Issues: none 

IRB Declslon(a) and Vote: The protocol was recommended for approval as submitted. 

Vote: 
Review Interval: 

For =13, Abstained = 0, Opposed = 0 
12 months 

Findings: The IRB found that the risks to the subjects are minimized and are 
reasonable in Rllation to the anticipated benefits. The selection cl subjects is equitable, 
and adequate provisions are made to protect the privacy of the subjects and to maintain 
the confidentiality cl data The piogNII report ia complete. The c:onaent farms .. 
appropriate. Renewal cl this protocol is approved with stipulations. 

Agenda Item: 09- Continuing Review 

PI: 

94 



IRB File Number: 
Title: 

Reviewer: 

Expiration Data 

092004-028 
A Randomized, Double-Blind, Placebo Controlled Add-On 
Trial of Quetiapine in Patients with Bipolar Disorder and 
Cocaine Dependence 

September 19 

Protocol Summary: The purpose of this study is to determine whether Quetiapine add
on therapy is associated with decrease in cocaine use and cravings and/or decrease in 
mood symptoms in subjects with bipolar disorder. 

Prior IRS Action: The study received continuing review approval in September 2006. 

Cu1T8nt Submission: The study is being submitted for continuing review. Nine 
subjects are receiving the study medication and one subject has completed the study. A 
modification has been submitted to revise the phone number listed on the Spanish 
recruitment flyer. 

Discussion: The IRB recommended approval of this protocol with the following 
stipulations: 

1) PROGRESS REPORT: 
a) The Progress Report indicates that 9 aubjeda haYe been er-.rolled in the study, 

but the CR form indicates that 34 subjects have been enrolled. Please note, 
that everyone that fiUs out a consent fonn is a participant induding screening 
failures. Please clarify. 

b) The AE. report lhcMs that on June 11, 2007, a 41 year old male experienced a 
possible Ml, has there been any additional information regarding whether the 
subject is continuing to participat8 in the study? 

Conbcwerted lauee: none 

IRB Decislon(s) and Vote: The Protocol was recommended for approval with 
stipulations. 

The IRB determined that the Chair or designee may approve the research protocol on 
behalf of the IRB under expedited review proc:ed&n after the imt.aigator t. complied 
with the conditions for approval. 

Vote: 
Reviewlllternl: 

For = 13, Abstained = 0, Opposed = 0 
12 months 

Findings: The IRB found that the risks to the subjects are minimized and are 
raasonable in nllation to the •lticipatad benefits. The selection d subjects is equitable, 
and adequate provisions .. made to pnJiac:t the privacy cl the Slqeds and to mailtain 
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the confidentiality of data. The progress report is complete. The consent forms are 
appropriate. Renewal of this protocol is approved with stipulations. 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

Expiration Date 

10-Continuing Review 

082005-057 
INTACS Prescription Inserts Used to Treat Patients with 
Keratoconus as a Humanitarian Use Device 

August28 

Protocol Summary: The purpose of this study is to use INTACS8 prescription inserts 
as a Humanitarian Use Device as an ophthalmic medical device designed for the 
reduction or elimination of myopia and astigmatism in subjects with keratoconus. 

Prior IRB Action: The study received continuing review approval in August 2006. 

Current Submission: The study is being submitted for continuing review. 

Discussion: The IRB recommended continuing review approval of this protocol as 
submitted. 

Controverted Issues: none 

IRB DecisionCs) and Vot.: The protocol was recommended for approval as submitted. 

Vote: 
Review Interval: 

Agenda Item: 

PI: 

IRB File Number: 
Title: 

Reviewer: 

Expiration Data 

For = 13, Abstained = 0, Opposed =0 
12 months 

11 - Continuing Review 

072~37 
Detennination of Hepatic Energetics by Stable Isotope 
Tracers and MR Spectroscopy 

September 16 
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Protocol Suiiii'Niry: The purpose of this study Is to determine hepatic ketogenesis, 
TCA cycle flux, 8-oxidation and gluconeogenesis after a 4-hour fast, after an overnight 
fast and after a 36-hour fast. 

Prior IRB Action: The study received initial approval in September 2007. 

Currant Submission: The study is being submitted for continuing review. A 
modification to the Project Summary has been submitted to include phenylacetate or 
phenylbutyrate, compounds (very similar to acetaminophen) will be used as a non
invasive way to measure liver function. No subjects have been enrolled. 

Discussion: The IRB recommended continuing review approval of this protocol as 
submitted. 

Controverted Issues: none 

IRB Deciston(s) and Vote: The Plotocol was recommended for approval as submitted. 

Vote: 
Review Interval: 

For = 13, Abstained = 0, Opposed = 0 
12 months 

Findings: The IRB found that the risks to the subjects are minimized and are 
reasonabka in relation to the anticipated benefits. The selection of subjects is equitable, 
and adequate provisions are made to protect the privacy of the subjects and to maintain 
the confidentiality of data. The pRigllll NpOft is complete. The COI:IInt forms .. 
appropriate. Renewal of this protocol is approved with stipulations. 

Recorder: Denise Landers, Program Coordinator 
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