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CHAPTER 1

INTRODUCTION

In partial fulfillment of curriculum requirements for Masters in ClihiRasearch
Management, | did six months internship, June 1, 2009 to November 18, 2009, in Transplant
Administration located at Baylor All Saints Medical Center, Fort Worth, I¥as under the
supervision of my onsite mentor, Betsy Stein, CCRC and research nurse Kesfi, RN.

During my internship | performed day to day activities expected from aallir@search
coordinator. | helped Kerri Purcell, RN, the research nurse for this studiyrgyout IRB

forms, organizing patient charts, and filling out case report forms on subjéttsBetsy, |
attended multiple commercialization, financial, and managerial meegtaged to this project
and other aspects of Baylor Regional Transplant Institute. Bearingssito such meetings was
truly a learning experience. Through witnessing individuals from varyiokgbaunds come
together to develop and implement plans for overarching programs and observing human
behavior in such meetings, | discovered that clinical research managemérgs a knowledge
base of not only research and regulations but also business savvy, psychology, &t excel
verbal and written communication skills.

The other project | was actively involved with was the UT Southwestern Awuge
Failure Study Group (ALFSG). | worked with Dr. Natalie Murray (MedR@géctor of Liver
Transplantation) and Sonnya Coultup (Transplant Clinical Research Coordorathgfting a

resubmission letter to renew Baylor University Medical Center’sqgaation as a site in the
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NIH funded study. ALFSG is a group which examines the rare, orphan diseaseef keut
Failure. This multi-site study collects samples and information on the histarges and
outcomes of Acute Liver Failure in the United States. Currently, ALFS@Gnducting a clinical
trial to test whether the drug N-acetylcysteine (NAC) improves out¢eoreival) for patients
with Acute Liver Failure not caused by acetaminophen overdose. Also, this gm@agponsible
for publishing data on acetaminophen overdoses causing Acute Liver Failgteladio the
recent U.S. FDA scrutiny and reevaluation of warning labels on medicatiotergng
acetaminophen.

For this study, | collected information about site personnel and facilit&#stes on
liver transplant recipients, and publications. | had an opportunity to work and speak with a
variety of personnel in Baylor Research Transplant Institute Research.

Transplant Administration consists of varied organizations and personnel who work
together to ensure smooth office operations. The Baylor Regional Transslitnté consists
of pre- and post-transplant nurses for liver and kidney transplants, dietitianbwsokers, islet
cell research staff, research nurses, data specialists, physaridrsjrgeons. Also, under the
Transplant Administration umbrella are the hepatologists of the Liverutants of Texas, the
financial coordinators TPAS, nephrologists, and the staff of Health Tezasi& Network.

The islet cell research team at Baylor All Saints in Fort Worth, Texassts of the
project PI, Dr. Marlon Levy (Surgical Director of Transplant), Dr. ShinMatsumoto (Director
of Islet Cell Research), research nurses Kerri Purcell and EriatEgssst doctoral fellow Dr.
Morihito Takita, and consultant Mr. Yasutaka Fuijita.

My on site mentor has the responsibility of establishing a solid operationahandiél

foundation for the allogeneic islet cell transplantation program. Afesting with the research



nurses and investigators on the project, reading all the active isletnsplantation protocols,
and reviewing all current literature on the topic, | began to formulate regnastopic.
Pancreatic islet cell transplantation is a novel investigational treaforeype 1 diabetes.
However, there are many complex issues and a lot of complicated matetted $aibject to
digest. As result, it is necessary to scrutinize the process responsible ftireptie patient
about their study, the informed consent process. In order to address this problerewatervi
with pancreatic islet cell transplantation subjects, research nursesaddhators, and IRB

members about the informed consent process and research may yield solutiorespmotiiems.



LITERATURE REVIEW
Diabetes

Glucose is the main source of fuel for the body. After digestion, glucoses patesthe
bloodstream, where it is used by cells for growth and energy. For glucosg s cells and
conversion into energy, insulin must be present. Insulin is a hormone produced by thedeta cell
within the islets of Langerhans of the pancreas, a large gland that lied tiehistomach.

Increased blood glucose concentrations stimulate insulin secretion, wrezheesd blood

glucose concentrations reduce insulin secréetibfowever, in diabetics the pancreas either
produces little or no insulin, or cells do not respond appropriately to the insulin that is pfoduced
Glucose accumulates in the bloodstream, overflows into the urine, and leaves the bayty throu
urine? Thus, the body loses its main source of fuel even though the blood contains large
amounts of glucose while cells are starved of energy.

Diabetes is a metabolic disease characterized by a high blood gloocsatcation
caused by insulin deficiency, often combined with insulin resistance. Hypengkcwhich is
high blood glucose or sugar concentration, occurs because of inadequate ingde) rele
uncontrolled hepatic glucose output and/or reduced glucose uptake by skeletal nthscle wi
reduced glycogen synthedisivhen the renal threshold for glucose reabsorption is exceeded,
glucose spills into the urine and causes osmotic diuresis which results in demyanati
increased thirst. Insulin deficiency causes protein wasting through increased breakdown and
reduced protein synthesis. Diabetes may be caused by genetic defeetisatfitbells, defects in
insulin receptors, diseases of the pancreas, and excessive amounts of hormonek Huatingbr
the actions of insulif. Over the years, various complications arise as a consequence of diabetes.

Hyperglycemia damages nerves and blood vessels, which can lead to coomglisath as
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hypertension, heart disease, stroke, kidney disease, blindness, nerve problems, gonsjnfect
and amputation.

The two main types of diabetes are called type 1 and type 2. A third form of digbete
called gestational diabetes. Type 1 diabetes, formerly called juvestiletds, is usually first
diagnosed in children, teenagers, and young adults, but can appear at aripypgel diabetes
is an autoimmune disease where the immune system attacks and destroysithprotuting
beta cells in the pancreas. The pancreas then produces little or no insulin, atdligjegics
must take insulin daily to live. At present, it is not certain what causes th&s bodyune
system to attack the beta cells, but autoimmune, genetic, and environments] frutsibly
viruses, are involved. Type 1 diabetes accounts for about 5 to 10 percent of diagnosed diabetes
in the United States.Symptoms develop over a short time period, although beta cell destruction
may begin years earlier. Symptoms may include increased thirst angbaricanstant hunger,
weight loss, blurred vision, and extreme fatigu.not diagnosed and treated with insulin, type
1 diabetics can lapse into a life-threatening diabetic coma known as diabeticittesis’ °

Type 2 diabetes, formerly called adult-onset diabetes, is the most commauwf form
diabetes. People can develop type 2 diabetes at any age. This form of diabételagina
with insulin resistance, a condition in which muscle, liver, and fat cells do not uga insul
properly. The pancreas is usually producing enough insulin, but for unknown reasons the body
cannot use the insulin effectively. As result, the body needs more insulin to help gotmse
cells to be used for energy. At first, the pancreas keeps up with the added demaahlibngr
more insulin. In time, however, the pancreas loses its ability to secrefgheingulin in
response to meals. The result is the same as for type 1 diabetes where agaaosulates in

the blood and the body cannot utilize glucose for energy.



About 90 to 95 percent of people with diabetes have typ&lis form of diabetes is
most often associated with older age, obesity, family history of diabetes, prhistarg of
gestational diabetes, physical inactivity, and certain ethnicities. About@&npef people with
type 2 diabetes are overweighfType 2 diabetes is increasingly being diagnosed in children and
adolescents. The symptoms of type 2 diabetes develop gradually, and their onsa is not
sudden as in type 1 diabetes. Symptoms may include those of type 1 and the slow healing of
wounds or sores, but some people display no symptoms.

Gestational diabetes may develop in women during the late stages of preghlisag
caused by pregnancy hormones or an insulin shoftagthough this form of diabetes usually
goes away after the baby is born, women who have had gestational diabet@g0dave50

percent chance of developing type 2 diabetes within 5 to 10 years.

Pancreas

The pancreas is argan about 6 inches (15 cm) long that stretches across the back of the
abdomen, behind the stoméciihe head of the pancreas is on the right side of the abdomen and
is connected to the duodenum, the first section of the small intestine. The pancessas serv
exocrine and endocrine functiohsThe exocrine function of the pancreas involves the synthesis
and secretion of pancreatic juices. The pancreatic juices are enzwiri@sarbonate ions that
help digest food in the small intestine. As pancreatic juices are made, thegtbaiva main
pancreatic duct. This duct joins the common bile duct, which connects the pancreas to the liver
and the gallbladder. The common bile duct, which carries bile (a fluid thahdigsli

digestion), connects to the small intestine near the stofmach.



The endocrine function of the pancreas resides in the islets of Langertzatech
between the exocrine units of the pancreas. Approximately 1 million isletgantte 1-2
percent of the total human pancréashe islets are composed of alpha, beta, delta, F, epsilon,
and G cell$. Alpha cells of the islets secrete glucagon that counters the action af.inBetia
cells of the islets secrete insulin, which helps control carbohydrate mstabdlhey make up
about three fourths of the cells of the isfetBelta cells secrete somatostatin, which inhibits the
release of glucagon and insulin. F cells secrete pancreatic polypeptidesegulate pancreas
secretion activities. Epsilon cells produce ghrelin that stimulates hungesllsGecrete gastrin

that stimulates HCI production by the stomdgh.

Allogeneic Islet Transplantation

Researchers are working on solutions for type 1 diabetics to live withoutrdailin
injections. In an experimental procedure called pancreatic islet taatesgbn, islets are taken
from a cadaveric donor pancreas and transferred into a person with type 1 diabrtes.
implanted, the beta cells in these islets begin to make and release insulin.

Although scientists have made many advances in islet transplantatioenhyears,
transplanted islets tend to lose function over time, and few transplant recipéeakdeato stop
using insulin for very lond. However, partial islet function can help patients reduce their need
for insulin, achieve better glucose stability, and reduce problems with hyporgyCeAlso,
islet transplantation appears to eliminate hypoglycemia unawarenBsabetics with
hypoglycemia unawareness are vulnerable to dangerous episodes of sevgiyebypa

because they are not able to recognize that their blood glucose levels aretoo low.



A pancreas is procured from a deceased organ donor. First, the pancreas isaoffered f
whole-organ pancreas transplantation, and, if declined, it can be offered faiklton"?

Also, pancreases from obese donors not used for pancreas transplantation are ona source f
islets. If the donor is older than 50 years or has a body mass index (BMI) ofhaor@0 kg/m
the pancreas can be offered for islet isolation diréétliglet cell yield, size, and functionality
vary among these pancreases. Procured pancreases are preserved usiagea teethod
composed of an ET-Kyoto solution and oxygenated perfluorocarbon safttition.

Specialized enzymes, such as collengenase and liberase, digest the dondigancrea
tissue and separate the islets from the tiSSuslets are purified by density gradient
centrifugation. This method allows the separation of islets from exocrine assording to the
differences of density because the islet tissue is lighter than thenextissue. However, the
density of the islet and exocrine tissue vary in each individual, and they musasereteto
adjust the separation parametrdslets are assessed for quantity, quality, and sterility before
transplantation. Since islets are fragile and susceptible to degradatispldntation occurs
soon after they are removed. Normally, a patient receives at least 10e908qgslvalents” per
kilogram of body weight, which is extracted from two donor pancréds&s.achieve insulin
independence, subjects often require two transplants at the same time. Howewer, som

transplants only require a single donated pancreas.

Transplants are often performed using x-ray and ultrasound to guide placement of
catheter through the upper abdomen and into the hepatic portat vEfis is because the liver
has good regenerative capacity, is one of the major sites of insulin actioppaagsato confer
some immunological privilege to the isléfsOther possible methods of islet cell transplantation

used in clinical studies include transplantation under the kidney capsule and inteéme spl



pancreas, gastrointestinal mucosa, and immunologically privileged sites. Hpueyéo
inappropriate oxygen conditions, the high number of islet cells required to achiee ins
independence, and ongoing animal studies, these options are not the best sites famtaaspl

at this time'® The islets are then infused slowly through the catheter into the liver. This is
usually performed as an outpatient procedure where the patient receivesaadstiaétic and a
sedative'’ In some cases, a surgeon may perform the transplant through a small incisipn, usi
general anesthesiaAfter transplantation, islets begin to release insulin immediately. we
full islet function and new blood vessel growth associated with the islets take tiraalogtor

will order many tests to check blood glucose levels after the transplant, alal imgiven until

the islets are fully functiondf.

Donor . Recipient
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* Inbusion of islots

Figure 1-1: Islet Transplant Procedure lllustration: Islets etddafrom a donor pancreas are
infused into the liver. Once implanted, the beta cells in the islets begin to maledemse r
insulin3
Risks of islet transplantation include the risks associated with the transgeadpre,
particularly bleeding and blood clots, and side effects from the immunosuppressjseiuit
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recipients take to prevent rejection of the transplanted iSledsmajor obstacle to widespread
use of islet transplantation is the shortage of islets. Although organs from about 7,G3@dece
donors become available each year in the United States, fewer than half of tee donat
pancreases are suitable for whole organ pancreas transplantation or fstifgofdslets:
However, researchers are exploring various approaches to solve this problem, such as
transplanting islets from a single donated pancreas, from a portion of thegsamicadiving
donor, or from pigs> '’ Other alternative cells sources for insulin producing beta pancreatic
cells include existing pancreatic cells (endocrine, acinar or dwedls),aegeneration from

human embryonic stem cells, and cells from other tissues of endodermal origin by

transdifferentiatiort®

Rejection

The major challenge facing any transplant is rejection. The immune sgsttrys
bacteria, viruses, and any tissue it recognizes as “foreign,” includingplanted islets. In
addition, the autoimmune response that destroyed transplant recipients’ ete/mishe first
place may recur and attack the transplanted islet cells.

Islets will be lost immediately after transplantation if an instasddiimediated
inflammatory reaction (IBMIR) occurd. IBMIR is responsible for the loss of the majority of
islets through ABO-compatible blood interaction with islets causing theseetda
proinflammatory cytokines from islets, tissues, or cells in the blood. Ptabetet to islets while
granulocytes and leukocytes infiltrate the islets. In this process, the kKugoffer cells, islets’

macrophages, and blood neutrophils release inflammatory cytokines that injupéatreats
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islets’® The cytokines responsible for islet damage include IL-1 (interleukin-1),dl (tFnor

necrosis factor-alpha), and IFNinterferon-gamma)®

IL-1 is an inflammatory cytokine that induces fever, controls lymphocigeation to
sites of infection, increases the number of bone marrow cell proliferation, amd thes
degeneration of bone joins.? It is produced by macrophages, monocytes, and dendritic cells

in response to an infectiéh.?®

TNF-x is a systemic inflammatory cytokine that stimulates the acute prect®né* It
is produced by macrophages, lymphoid cells, mast cells, and monScyfts« regulates
immune cell activation and movement, induces apoptic cell death, causes infiam) uadi
inhibits tumorgenesis and viral replicatidA? It works with IL-1 and IL-6 to accomplish these
functions. Large amounts of TNFare released in response to IL-1, lipopolyssacharides and

bacterial proteiné*

IFN-y is an inflammatory cytokine that plays a role in intracellular viral antebat
infections and tumorgenesis contfollts plays a critical role in the innate and adaptive immune

responses. IFN-is produced by natural killer cells, dendritic cells, and CD4 and CD8 T2Cells.

Currently, islet transplantation does not require performing human leukocytenantige
(HLA) matching between the donors and recipient islets because human isletexprass
HLA class Il under normal conditions. However, inflammation leads to inducedssiqref

HLA class Il on transplanted islets.
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Immunosuppressant Drugs

To combat the problem of rejection, immunosuppressive drugs are administered to keep
the transplanted islets functionifgmmunosuppressant drugs that inhibit the body's immune
response are given to prevent rejection of transplanted organs and are also eséd to tr
autoimmune diseases such as lupus, rheumatoid arthritis, eczema and pSokagsmmune
diseases cause the immune system to attack healthy, normal tissue aseifatfareign
substance.

To prevent rejection after islet cell transplantation, islet cell patiesg a combination of
immunosuppressive drugs, also called anti-rejection drugs, including daclizunnaipéXe
sirolimus (Rapamune), and tacrolimus (Progtafjhis drug regimen is referred to as the
Edmonton protocdl’ It is standard regimen across all islet cell transplant protocols ktrBay
and at other institutions conducting islet cell transplant research. Howevemst#ation, like
BUMC, contains a longer, distinctive drug combination that is unique and confidentiakto the
protocol. Daclizumab is given intravenously right after the transplantatiothen
discontinued. Sirolimus and tacrolimus, the two main drugs that prevent the immeme syst
from destroying the transplanted islets, must be taken for life or for as |ting iatets continue
to function.

Daclizumab is a humanized IgG1 monoclonal antibody that binds specifically2to IL-
receptor on activated lymphocytes, thereby inhibiting IL-2-mediated aotivat allograft
rejection pathwa$?> ?® Sirolimus is an immunosuppressive lactone that blocks IL-2-dependent T
lymphocyte proliferation and stimulation, possibly by blocking activation of a kiredisged to

as mammalian target of rapamycin,'@mTOR,” a serine-threonine kinase that is important for
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cell cycle progressioff. Tacrolimus (Prograf or FK506) binds intracellular receptor, FKBP-12,
preventing IL-2 transcription and inhibiting T-lymphocyte activafion.

These drugs have significant side effects and their long-term effeatetafully known.
Immediate side effects of immunosuppressive drugs may include mouth sores and
gastrointestinal problentsOther side effects may include nephrotoxicity, neurotoxicity, and
hyperglycemid. Also, patients may have increased blood cholesterol levels, hypertension,
anemia, fatigue, decreased white blood cell counts, decreased kidney function, asédcre
susceptibility to bacterial and viral infectidnFurthermore, taking immunosuppressive drugs
increases the risk of tumors and caricer.

Researchers continue to develop and monitor modifications to the Edmonton protocol
drug regimen, including the use of new drugs and new combinations of drugs desigred to he
reduce destruction of transplanted islets and promote their successful iniaiitathese
therapies may help transplant recipients achieve better function and dyahiignsplanted
islets with fewer side effects. The ultimate goal is to achieve immugranake of the
transplanted islets, where the patient’s immune system no longer recdgeirssts as foreign.

If achieved, immune tolerance would allow patients to maintain transplantsongleout long-
term immunosuppression. Currently under investigation are new approachesl thlkdwil
successful transplantation without the use of immunosuppressive drugs. For instast@lyne
is testing the transplantation of islets that are encapsulated with d spatiag designed to

prevent rejectiofi.
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Informed Consent

The informed consent process recognizes that patients and “human subjectdieshare t
need to understand and make autonomous decisions. It is the most important aspeat of ethi
conduct in research. The informed consent process is an oryaingnge of information
between the investigator and the subfécinformed consent is a process that is designed to give
the subject all information including risks and benefits, ensure the subject andsrstis
information, discuss the individual’s rights as a research subject, and givbjbet sin

opportunity to agree or decline to participate in the ¥fial.

Informed consent must be obtained prior to the start of the study. The investigstor m
give subjects sufficient time and information to consider participation, respond tegsesd
be certain that the subject understands the risks and responsibilities, engheegbbject is

aware of alternative options, and obtain the subject’s voluntary coisent.

The FDA’s Code of Federal Regulations specifically addresses thentohthe
informed consent form in Title 21 Part 50.25 (21 CFR 50.25). This includes the eight required
elements of 1) research, 2) foreseeable risks, 3) benefits, dhpéilte procedures, 5)
confidentiality, 6) compensation, 7) contacts, and 8) voluntariigsso, it includes six
additional elements of 1) unforeseeable risks, 2) termination circurasté8)cadditional costs,
4) withdrawal consequences and procedures, 5) new findings, and 6) number o$3Ubject
Additional elements are not optional but must be included when applicable. The form should
define all medical/technical terminology; be of an appropriate readmed kvoid jargon,
abbreviations and acronyms; and use graphics, simple sentences, short paragraphgcand subj

headers®
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Moreover, the Department of Health and Human Services’ Code of Federal Regulat
details the required components of the informed consent form in Title 45 Part 46 Qupfart
CFR 46)** These include all the aforementioned components of 21 CFR 50.25 except purpose
of the trial, subject responsibilities, trial procedures, contacts, and duratiobjedts

participation®*

The IRB reviewing the study protocol may require additional guidelindsasithe
initialing of all pages of the consent document by the subject and the investigator, th
investigator's signature and date on the consent form, or the addition of elembatfotont?
There are several general guidelines that are part of the consent ptothsssubject must sign
and date the informed consent form and the HIPAA authorization form. Also, a signeaf copy
the consent must be given to subjects and the original signed consent must be maintained in
Investigator files. A notation documenting the informed consent process must agpear in
medical record to verify the subject consented prior to participation. The cémsemust be
amended to incorporate new information gained during the study. Moreover, pértgip
subjects should be re-consented if new information could affect willingness iousont
participation, but the IRB has final word on whether to re-coréetit.

Moreover, there are international guidelines which attempt to provide a consedtent
rules for clinical researchers. The International Conference on Harationizzood Clinical
Practices (ICH GCP) section 4.8.10 lists 22 items to inform subjects about incitmeadf
consent proces?: *®> These items include all the informed consent components of U.S.
regulations 21 CFR 46 and 21 CFR 50, but makes additional demands of the ftoksss.in
the 2002 International Ethical Guidelines for Biomedical Research InvolvingaH Subjects,

which was published by CIOMS/WHO (Council for Investigational Organizatioiedical
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Sciences/ World Health Organization), Guideline 5 lists information that shoclohkened in
the informed consent process. Their requirements encompass all required and additiona
elements of aforementioned regulations and guidelines, but require additionalatbnal
components be included in the informed consent process.

Of all four sets of regulations only one defines informed consent. The Good Clinical
Practice: Consolidated Guidance (E6) provides a definition of the “informed comssettion
1.28"

“A process by which a subject voluntarily confirms his or her willingness teipate in

a particular trial, after having been informed of all aspects of the trightbaelevant to

the subject’s decision to participate.”
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CHAPTER 2

SPECIFIC AIMS AND SIGNIFICANCE

SpecificAim 1

To analyze issues related to the pancreatic islet cellpleartation informed consent process

and propose suggestions for improvement.

Significance

In an experimental procedure such as allogeneic islet cell transphatitate are many
complex issues to take into consideration. When a patient consents to this studgeiveyare
large quantity of complicated material from research staff during themefbconsent process
that shapes their decision making. Many factors must be taken into consideragioseltaes is

a long-term study that may affect the subject for life.

Specific Aim 2

To compare and contrast the informed consent process in this experimentaltbtudy wi
other long-term and short-term experimental studies involving human subjects
Significance

Comparing the informed consent process in pancreatic allogeneic istensglantation

to a variety of investigational studies will highlight common issues. One stagyave found
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a solution to a common protocol problem or a more efficient means of conducting business than

another

Specific Aim 3

To conduct interviews on attitudes about the informed consent process and research wit
allogeneic islet cell subjects, research nurses, coordinators, and IRBzreemb
Significance

An examination of the informed consent process and education process from patient and
administration perspectives will supply information that may be usefutijoroving the current
informed consent process. Also, it has the potential to improve the patient’s qualéy of |

through informational empowerment.
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CHAPTER 3

METHODOLOGY

Study Design

To compare the informed consent process of islet cell transplantation &b otiadrs,
this project examined the informed consent process from various perspectwvemgthose of
islet cell transplantation patients, Baylor All Saints Medical CentaS{Band Baylor University
Medical Center (BUMC) research nurses and coordinators, and Baylor ¢ebesitute (BRI)
Institutional Review Board (IRB) members. Patients were assessed throngénoleel
interviews about their informed consent process, their treatment experfenssues they
considered prior to consent and still consider, and changes they would like todeck® rinee
process. Research nurses and coordinators were interviewed about issueg dngerdaring
the informed consent process and the differences between long-term andrehprbtecols
and other transplant protocols. IRB members were interviewed about etfdaalabenefit
considerations concerning this type of study and other long-term studies.

The study intended to examine the perspectives of 3-5 islet cell transplattsub10
research nurses or coordinators, and 3-5 IRB members across two diffetergllisransplant

protocols.
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Data Collection

No identifiers were collected that link the collected data to the subjeattstyde
Subjects were contacted by phone or through e-mail about the interview or questibgiriae
islet cell research nurse or the corporate director of transplant. Thasg walparticipate sent
an e-mail or phone response to the student researcher with the completed quesbonnair
information regarding how they would like to be interviewed. For islet cellglamssubjects
that came in for their regular monthly visit, their research nurse askedfttieay would like to
participate in an interview during the visit or if they would rather take theigoeatre via e-
mail.

Those consenting to the study answered questions in an interview or through a
guestionnaire. Each interview was conducted using an IRB approved script of quedtiens. T
same questions comprised the questionnaire. Each interviewee had the option of choosing to not
answer any question he or she felt uncomfortable answering. Islgaosjlant subjects
answered questions in the presence of their coordinator who was a researchachse. E
interview took about 15-30 minutes. Interviews occurred in an enclosed office, imibe cli
over the phone, or by e-mail depending on the subjects’ availability.

All the data collected from the questionnaires and interviews were tsapaesed on
subject subset (patient, research nurse/coordinator, or IRB member) igedt#iers removed.

All identifiers were removed from e-mail questionnaires upon receipt. Eamswers were

transcribed onto another form and the original e-mail with a visible address let@side
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Data Analysis

The questionnaires and interview notes were analyzed using sociological grtheoisy
analytic strategies designed to elicit topics for discussion fromatee Grounded theory is a
systematic qualitative research method that produces theory from datgiodbss of
conducting researcH. In the social sciences, it is used to derive themes from interview data in a
manner similar to a reverse engineered hypothesis. Grounded theory or thentconsta
comparisons” analytic method consists of 3 stages: open, axial, and seleding’t
Constantly comparing categories allow the investigator to understandrtguction of their
interrelationship$® During open coding, text segments that are related to a theme or idea are
identified and given a conceptual laB&lOpen coding involves line by line analysis to
determine codes or labels from the interview dafhese codes indicate similarities which are
labeled as concepts. Concepts are then grouped into similar categorieg.d3tal coding,
related concepts among answers are grouped into conceptual cat®gdhiesstage determines
relationships between and within categories, and collapses them intociatiegories. During
selective coding, core categories emerge as central themesupyngy categories under a larger
theme or a narrative spiré. As is customary in qualitative research, data analysis began after
the first interview or questionnaire and continued after all the interviedvg@stionnaires were
completed’

Moreover, answers to questions regarding the informed consent process waaeecbm
to established Code of Federal Regulations, Baylor Research Instituteiegpahd procedures,
and BRI allogeneic islet cell transplantation protocols. The interviel\gqaestionnaire

guestions can be found in Appendix B.
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Study procedures were approved by the Baylor Institutional Review Bodes DiaX
and by the University of North Texas Health Science Center Instituticave¢® Board, Fort

Worth, TX. The IRB protocol is found in Appendix C.
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CHAPTER 4

RESULTSAND DISCUSSION

Results

Of the intended populations, answers were collected from 3 IRB membersa@hese
nurses or coordinators, and 5 islet cell subjects. All 3 IRB members wekeewesa over the
phone. Five research nurses and coordinators were interviewed in- person, wdre 5 w
interviewed over the phone. Two islet cell subjects were interviewed sopand 3 through e-

mail questionnaires.

IRB Member Interviews

It is not the policy of the IRB to release the individual identity of the IRB meshigeto
the public. In compliance with 21 CFR 56 and 45 CFR 46, the BRI IRB publishes a list of IRB
member credentials and affiliations. Of the listed 27 members, 3 memberglemirfied and
contacted by the corporate director to determine if they were interadtethg interviewed.

The 3 members came from varying backgrounds and areas of expertise.

IRB Concerns.Common IRB member concerns involved study adherence to Data Safety
and Monitoring Board (DSMB) findings and guidelines and maintaining a recoeveifes
adverse events. In general, the IRB is concerned that personnel mmehlmroplacent and

neglect their responsibilities in long-term studies. IRB membergHaarecord keeping and
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protocol adherence may fall by the way side. As a study progresses, the numbe&tiohde
increase and research staff must keep track of changes in personnel and sabagt dr
numbers. Moreover, in long-term studies it is important that subjects continue tatamd énat
the informed consent process is ongoing. In such studies, subjects mayhairgety are still

part of an investigational study.

Site as Sponsor Issués.the relatively few cases where Baylor serves as both site and

the sponsor, as in the allogeneic islet cell transplant protocol, the EBssrned about
budgetary services. These concerns involve whether or not the study has sufiincierg fo
conduct research for the projected amount of time detailed in the protocol and if ltHeey atile
to cover the costs of procedures, medical visits, and medications for each subjaciseBaose
protocols tightly regulate their budgets it is difficult for IRB to get invdlfr®m a financial
standpoint. These studies involve personnel that are well versed in research and sturdibsir
very smoothly. Typically these studies do not involve investigational drug pratddoisover,
these protocols involve an objective external monitor who is an expert in their ardae$gunot
serve on site. Monitors provide additional safety monitoring and ensure that eufelcaved
and prevent data manipulation. Also, project integrity is preserved through follovpargsre
which may be once a year or more frequently depending on the protocol under investigation.
Furthermore, all forms, data analysis, and data collection should proceedtsidisethe IRB

and the DSMB.

Remedying Conflicts of Interesthere are potential sources for conflicts of interest in an

investigator initiated studies like allogeneic islet cell transplemta To prevent conflicts of
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interest and undue influence, all conflicts of interest must be disclosed up frone. af@ier
series of forms designed by BRI in accordance with FDA regulationstoeaccordance with
the law. Individuals with financial relationships to the study may not be objectitiee $8B
may have an individual step down as the Pl on a protocol and ask a co-investigater or sub
investigator to assume the role of lead PI. Also, the IRB may tell an igatestnot to refer or

recruit patients.

Issues Associated with Transplant Protocdisansplant protocols constitute a significant

number of BRI's IRB approved studies. The most prevalent issues associateangplant
protocols involve logistics and readmission of transplant patients. In transmitotghs, things
must be done quickly, so coordination and communication between research nurses or
coordinators, physicians, and pharmacy staff is essential. In the readnoissiansplant
recipients, communication becomes very important between staff and the |IR&antge
observance of the appropriate policies and procedures.

Another common concern of the IRB associated with transplant protocols is thaéthe
between standard of care and investigation may be blurred. The same groupctdmhgsd
nurses treated the subject as a patient when the subject was off study. asemyhe
transplant physician and staff become the subject’s primary healthoarégubecause other
physicians believe that the transplant physician is better informed alecquatient’s new
condition. This may increase the chances for problems to arise in subjectamdiag of
investigational aspects of a study and delineating between standard eérsars investigational
care. However, transplant protocols and personnel employ strong paraméteratele

thoroughly roles and responsibilities, and work diligently on the informed consentgroces
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There are lots of potential for problems, but transplant protocols are usuallslearyand
protocol personnel are thorough in their implementation of the protocol and all hesearc

guidelines.

Compliance with the Lawlo ensure FDA and ICH compliance of all informed consent

forms and the informed consent process a series of events occur. IRB menrieeralie

documents with FDA and ICH guidelines in mind. Moreover, all members have beeateeduc

on what should be included in submissions and the standards to which they are held.
Furthermore, BRI provides required educational seminars to ensurdrtical cesearch

personnel know the rules, their roles and follow them. Upon receipt of a protocol, thasRB
checklist where all conditions must be met. BRI has a series of tempidtesmefully chosen
language that complies with FDA and ICH requirements. These tempbatesncvery detailed
instructions about what has to be done and the kind of language that should be used. Also, the
IRB has the capacity to send an auditor in the rare event it suspects data ranignth/or

noncompliance.

IRB Perspectives on the Informed Consent Proc®#sen asked to define the informed

consent process, IRB members provided similar responses that underscore tlanoemért
subject safety. To IRB members, the informed consent process is estaldiphaédt patients
by examining safety measures in place and the risk to safety ratio. Mpégsized that it as an
ongoing discussion informing the subject of their voluntary choice to participatetinue to
participate in a study. This process includes everything from recruitmemtiselveents to the

signing of the actual informed consent document and continues through the courssuafythe
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Another issue highlighted by IRB members was the readability of the iatbconsent
form. It should be understandable and written at an eighth grade reading level. Bm cons
form should not be too long or unwieldy, otherwise no subject will go through every page and
read it carefully. Also, careful attention must be paid to special risk groupsstice elderly
and those who do not speak English. In such cases, the informed consent form should be written
in a larger font and a translated version of the informed consent form shouldiibeaeailable.
Unlike other IRBs, the BRI IRB requires all protocols to include a tramslagesion of the

informed consent form in the event of the enrollment of a non-English speaking subject.

Research Nurse and Coordinator Interviews

Research nurses and coordinators from a variety of research fields wesiewsdd at
BAS and BUMC. Some interview participants had research experience iplenaitas of
research and with short-term and long-term studies. Other participartsgeu the majority
of their career in one discipline and had experience in either short-term or longttelies

depending on the discipline.

Oncology Protocolsin short-term oncology prevention studies, questionnaires are

distributed to assess quality of life and are not related to investigational drbigse
guestionnaires are similar in nature to quality of life questionnaires distlibaillogeneic islet
cell subjects during follow-up visits. Long-term cancer prevention suderelated to
investigational drugs and usually involve subjects with a genetic predispositiqattcalar
disease. In late stage oncology studies involving cancer patients with a bigadsi, the

nature of investigational treatment is an emotionally charged issue thahités the informed
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consent process. Research personnel must work with the subject’s family mengosis ¢
subject understanding of the study, while addressing fears and concerns.

In neuro-oncology protocols, there are several quality of life issues assbwaiith
studies. Like other oncology studies, subjects are aware of their poor progmasisf their
investigational drugs is administered intravenously 2-5 times a webkwemk until the tumor
progresses and the subject no longer meets protocol inclusion criteria. Mangidetkfects
of chemotherapy such as hair loss and Gl dysfunction may be embarrassinganftbuable
for subjects. In another study, the subject’s head is shaved for a procedure amnd they

subject of unwanted attention when in public.

Bone Marrow Transplant Protocol#ll bone marrow transplant studies are long-term

studies, where the patients are followed for life. Subjects are patientsawdoeceived a life
threatening prognosis like those in oncology trials. The entire situation igoaailytcharged
and shapes the informed consent process. Similar to islet cell transpitantedre are two
varieties of the procedure: allogeneic and autogenic. Like allogereticedll transplant
protocols, the majority of investigational trials in this field are astetith experimental
immunosuppressant drug regimen protocols. Subjects who agree to these studigs@ie will
undergo a very painful procedure and subject themselves to experimental drug regiamens
attempt to cure their condition. Bone marrow transplant has multiple long-termsstuttch
follow subjects for life or until they switch to a new therapy due to increasedtasta but the

physician must determine whether or not it is safe to remove the subject frannde s
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Women'’s Health Protocolsin a geographic region where a large portion of the subject

population does not speak or understand English, the language barrier can prove to be an
impediment to the informed consent process. However, through the use of a trandléter a
short-form consent form some of the challenges involved can be overcome. Stbjgicires
difficult because subjects do not see the need for extended information thatcedafer the
patient is discharged. Once they have obtained the procedure or treatment they rfedbiiger
need to continue returning to the clinic. Only in scenarios where there is a catedens
healthcare component, such as extended visits and tests, do they see the need to continue

returning to the study facility.

Solid Organ Transplant Protocoltn solid organ transplant protocols, most of the

research studies revolve around the evaluation of various immunosuppressagsegim
Immunosuppressant medications may have side effects that affect a’swjyjality of life in
ways similar to islet cell transplant recipients. As in allogen&st ¢ell transplantation,
financial issues are also a cause for concern in solid organ transplammscigf insurance
coverage is lost and Medicare ceases to cover anti-rejection medidarddbamonths the solid
organ transplant recipient could go into organ rejection without a means to pay for those

medications.

Weight Loss ProtocolsThe attainment of enrollment goals is easier in weight loss

studies than in others. Often, the consent form and protocol need to be revised totinerease
allotted number of subjects enrolled in the study. In weight loss studies, selgetion is

difficult since many of these patients seek a quick fix to their problem. Vibgrdo not obtain
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instantaneous positive results, they tend to leave the study and not reconsent. Uelfgrtunat
these subjects fail to understand how important it is for them to lose weight totgrevenset

of diabetes and complications which arise from that disease.

Diabetes ProtocolsLike weight loss studies it is easier to reach enrollment goals in

diabetes studies than in surgical studies. However, subject retention in dsbeiesis better
than that of weight loss studies. Research nurses attribute this to two reasofisst fidason is
that many subjects have managed their diabetes for most of their life angilarg about
managing their diabetes. The second reason suggests that continual follow-ups with a
endocrinologist reinforce commitment to the management of their diabetpardicgation in

their study.

Islet Cell Transplant ProtocolsThis investigational treatment aims to improve a

patient’s quality of life and decreases diabetic complications down the lige, iAincreases
hypoglycemic awareness and C-peptide levels. For study participanteionguality of life
gains outweigh short-term quality of life discomforts. This may be seen agemfarteve

measure to avert diabetic complications late in life.

Investigator Initiated Studies versus Sponsor Initiated Studiwestigator initiated

studies are defined as studies developed and conducted by an investigator. Althadghktan i
sponsor may provide drugs, devices, biologics, or funds, such a sponsor has no role in the

conduct of the study.
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In investigator initiated studies, like the allogeneic islet cell trangptlae entire study
staff is more familiar with the protocol, the science supporting it, and all thisdaf the study.
This may be attributed to resources about the study being more accessHiffestocktas the
research nurse or coordinator. These resources include the principal invesfigia¢ project,
the scientists responsible for laboratory manufacturing of the investigatieaianent, published
scientific articles, in-progress scientific articles, and a host of stheces. In the opinion of
one research nurse, study personnel appear better educated on investiigasur studies than
in industry sponsored studies.

In sponsor-initiated research, staff needs to research the disease niedtngg or
device themselves. Personnel have no choice but to follow the protocol and the established
system of reporting and recording data. In contrast, in Pl initiated studiegnéteof the
protocol and forms can be revised as needed to meet standard of care or make anoreces
efficient. In investigator initiated research like allogeneic ishdittransplant, changes are made
to the protocols and the informed consent form more often than industry sponsored studies
because there is greater control by the research staff over the studsiof®esan be made
quickly and efficiently to remedy any situation.

In investigator initiated studies, all processes are mandated by the protocol. The
investigator and staff are responsible for designing case report fodess,subject binders and
all other study related documents. However, sponsor driven protocols cover one agpect of
transplant such as a drug or a device, and in such studies personnel are afraid tbratauiate
protocol.

In other transplant protocols such as liver, kidney, and pancreas, which are mostly

sponsor initiated studies, subjects have difficulty discerning betwematastbof care and
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investigational care, at times. Coordinators and research nurses must gorestantl subjects
which aspects of care are experimental. Investigational featuresangeyfrom a single device
or drug to an entire procedure or drug regimen. In allogeneic isletazedplantation, an
investigator initiated study, subjects appear to correctly distindgngsveen standard of care and
investigational aspects of their study. This may be due to the fact that tleeadlagieneic islet
cell transplantation study is experimental. Everything from the trangpiacedure to
immunosuppressant regimens to laboratory methods for islet procurement and fioesarea
under investigation. Moreover, many islet cell subjects continue to see othalisisezuch as
endocrinologists and cardiologists, as part of their standard of care, durirmgitbe of their
enrollment in the trial. Patient visits to physicians, other than the PI, nmaisketicell subjects

further differentiate between standard of care and investigational care.

Research Nurses/ Coordinators Perspectives on the Informed Consent Pitess.

defining the informed consent process words such as “understanding,” “onguoidg,”
“conversation” were common to all responses. Topics common to all answers included
managing risks and benefits, subject comprehension of the investigational dliaicatiucated
decision making, and expectations of a trial. One research nurse claitméthéhmformed
consent process is the most important part of a clinical trial and the mosbtiswering if done
right.” The more complex a process and emotionally charged a situation, shokeamvolving
life threatening illness, the more vigilant the staff, subject, and the sabfguily must be about
the study.

All research nurses or coordinators designated their duties and resporsibfitie

defining the informed consent process. However, only two interview participaptsasized
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that the P1 is ultimately responsible for the informed consent process, but cgatelelaties to
the research nurse or coordinator. The lack of emphasis on the role of the Bygest that
the research nurse or coordinator is responsible for many of the dutiesipg@ithe informed
consent process. In long-term studies, especially in transplant and oncology proésealsch
nurses and coordinators require the patient to bring a family member to theiant patient
orientations. The family member acts as a source of moral support, anotherysst and ears,

and someone to help the subject remember what is discussed during the visit.

Informed Consent in Short-Term and Long-Term Studigsbjects in long-term studies

must be very motivated to continue their commitment to the study. It is easieruib sabjects
for short-term studies because there is little or no commitment or follow-up.

In long-term studies, the consent form and the informed consent process is Idmger. T
is an added emphasis on what happens at later visits and the need to update contaobimforma
often. Subjects tend to drop out because the coordinator cannot contact subjects anymore or
because subjects refuse to participate in the study any longer.

In short-term studies, the informed consent forms are shorter than those in tong-ter
studies. The informed consent form is at most 5 pages in length in these studies.lyNormal
reconsent does not occur in most short-term studies because the chance of neatiamfor
presenting itself is not likely in the short time frame. In long-term ssuthe informed consent
forms are longer and vary from 5-20 pages in length. Of all informed consent fathis islet
cell transplantation protocols at Baylor, the longest one is 18 pages in lengthh tases,
patient attention and comprehension wanes while reading the lengthy informeat ormee In

situations like these, research nurses and coordinators encourage the subject togdke hom
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informed consent form and read through it carefully. Also, they encourage a fasnilganor
friend to review the form with them and make a list of questions, concerns and cortiragnts

need answered by the coordinator, research nurse, or PI.

Informed Consent in Pancreatic Islet Cell Transplantatidre informed consent form is

typically changed every 4 months, but this depends on how often changes are madsetb the i

cell protocol. At the very least, changes are made to the protocol and informed éamsexit

least once a year. Normally, the subject does not ask why they have to sign therd@gaim

during a reconsent because they trust the research nurse. However, beftipthsigns the
informed consent form during a reconsent, the research nurse will go over théenéotimed

consent and place emphasis on what changes were made to the informed consent form and the

protocol and how those changes may or may not affect the subject.

Informed Consent Commonalitieg\cross all protocols, changes are made to the

informed consent form at least once a year as a result of the IRB contindew. r€hanges are
made to both the protocol and informed consent form with the discovery of new findings,
changes in safety information, and when the sponsor requests it. Signing of tmedhfor
consent form can only occur in person, so the research nurse will reconsent thedsuibjgct
clinic visits. If there is a more pressing need to reconsent the subjeaptdenator or research

nurse will call the subject to come into the clinic or office to sign the consent form
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Patient Interviews

In a breakdown of all allogeneic islet cell transplant recipients cuynertthitored by the
islet transplant program, 2 subjects are off study, 2 subjects are pendiptatrtesyand 5
subjects are currently active. After the islet cell transplant, sshjeae slowly weaned off
insulin until the cells were able to function themselves. However, over the coar$evof
months islet cell function decreases and eventually ceases in some subjesttjests agreed
that if given the chance to be transplanted again they would agree to the protedact.all
are hoping to be transplanted a third time. The enthusiasm for this investigaiosplant is
largely due to positive gains in other areas related to their diabetes. Eeraslef cell function
decreased or ceased to function altogether, there was a dramatic dectteasmits of insulin
consumed by subjects, a decrease in the number of hypoglycemic episodesslapedat of
the ability to detect hypoglycemic episodes, increased amounts of energyeasdan HbAlc

values and an increase in C-peptide levefs.

Subject Initiated EducationMany of the islet cell transplant subjects are well versed on

their disease condition, type | diabetes mellitus, because they have mansgiesktse for the
majority of their lives. Thus, it comes as no surprise that the majority bEaléransplant
recipients conduct their own research on the investigational treatmerd bigfioing up for the
study. This includes internet searches, speaking to transplant recipients)atooscand Pls at
other universities and hospitals conducting islet cell transplantation tridisbaserving the
laboratory manufacturing process. One subject commented that he “knew more alsteit the
cell transplant process than his diabetes” after performing an exhauestikground research on

the topic. However, 2 subjects did not do any prior research because they wantedddhge
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process with an open mind, were suspicious of the internet, and did not want to over apalyze t
situation. However, after their initial meeting with the islet cell {pbard research nurse and P,

they did their own research

Subject Concernsimmunosuppressant medications were the most frequently mentioned

cause of concern prior to providing consent for the islet cell transplantation. Thegdang
associated with hypoglycemic unawareness outweighed the risks asbadihtthe side effects
of the immunosuppressant medications. Prior to their transplant, many of theses subject
experiencing very low blood sugar levels, but were asymptomatic. The inabiiycern
hypoglycemic episodes resulted in feelings of irritability, unawaseaksurroundings, and
fainting or passing out in unlikely places. For one patient in particular, thenceidé cancer
associated with the use of immunosuppressant medication was a cause of gezateahcon
in the informed consent process. However, he was reassured by the Pl on the ptgechtha
incidences were very low.

Another issue to consider is the level of commitment this study requires on the’subject
part. Subjects who lived farther away from the Dallas-Fort Worth aretuttgischeduled visits
ahead of time and made arrangements to stay with family in the area. Swhetsrked full-
time jobs had to ensure that their employer would provide leave for the proceduperation
time, and time for follow-up visits and tests.

Other factors considered prior to consenting to the transplant study included how this
study would affect their family. Family members that were skeptimaltathe transplant study
were convinced by facts and studies provided by the Pl and individual liteseanahes they

had done on online.
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Another concern exhibited by the subjects includes the ability to pay for medicatidns
follow-up care when they are off study. Baylor Health Care Systemfpagsedications and
medical care associated with the islet cell transplantation studg thieilsubject is active in the
study for 2 years. Once the subject is off study, Baylor may continue to provideidina
support for immunosuppressant mediations and follow-up medical care due to a sensé of mora
obligation. However, this is proving to be more of a financial strain than theallptagram
intended. At present, administration is formulating a subject transition plasuceehat islet

transplant subjects have the means to afford their medications once they arayoff s

Suggestions for Improvemenhklost islet cell transplant subjects were satisfied with the

informed consent process and did not believe any changes needed to be made to the process.
None of the subjects thought that a model of the procedure or a diagram of the process is
necessary for the understanding of the procedure or clinical trial. They wesatisfied with

the informed consent process and felt comfortable enough to call or e-masddhechenurse

and PI with all their concerns and questions at any time. One subject did sugggsiatieat
emphasis should be placed on what could go wrong and the side effects. However, this subject
incurred the greatest number of severe adverse reactions and eventually desetibyoelies

against her transplant. Another subject felt that a chart detailing thaubcbédssessments and

procedures was confusing in the informed consent form.

37



Discussion

Informed Consent Process

Even though U.S. regulations 45 CFR 46 and 21 CFR 50 do not provide a definition of
the phrase “informed consent” or “informed consent process,” most researchnettsave a
basic understanding of its meaning. Although the two sets of U.S. regulations do not define
“informed consent” they do contain specific lists of information elements exjfor the
informed consent process to meet legal standards.

When asked to define the informed consent process, IRB members, research nurses and
coordinators identified certain elements more often than others. Most andsveifsed the
investigational nature of the study, the purpose of the study, foreseeableddienafits, and
the voluntary nature of the study. Some answers included duration of participatiafyirdent
which aspects of the study are experimental, trial procedures, subpemisigslities, the
investigator’s decision to terminate subject participation, and consequenkegietision to
withdraw.

These elements of the informed consent process appear to be more important to the
process than others. The elements identified most often by research nuisd3 enabers
appear to be directly relevant to protecting the subject’s wellbeing anddiate needs.

Interview answers indicate the importance of subject safety and subjgutetension of the
fundamentals of an investigational study.

The 45 CFR 46 elements of the informed consent process that were not included in
subject answers were alternative courses of treatment, record conlfityeatial compensation
in case of injury. Twenty-one CFR 50 elements of informed consent, which were nanaénti

in interview answers, consist of the aforementioned excluded 45 CFR 46 element$, contac
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person in case of injury, and approximate number of patients. Excluded answers thdidhie
study particulars that do not directly affect the wellbeing of the subjeat@ntingency
measures are of lesser importance.

The informed consent process is especially important in transplant protocols like
pancreatic allogeneic islet cell transplantation where it becomésuttifbr a patient to delineate
between standard of care and investigational therapeutics. The isleregdlant recipients
interviewed in this study all appear to understand the experimental natbre sttily. They
understand the difference between the care received at a follow-up visit @ng@ant clinic
with the Pl and research nurse versus a visit to their personal physicianjresidgist, or
cardiologist. Also, islet transplant subjects understand that the informed cpressss is an
ongoing process between them, the research nurse and the PI.

The subject’s relationship with the coordinator or research nurse is key in any kind of
experimental study. Since the Pl delegates the majority of his or her idfeonsent process
responsibilities to the research nurse or coordinator, it is important thatfleetSeels
comfortable enough to share all pertinent information with the nurse and inquire about

everything study related.

Allayed Concerns

Since the transplanted islet cells will die without immunosuppressant meds;aine
may ask if it is ever really safe for a subject to leave the study. Oeatpsid that if she had a
bad reaction to the medications or if her transplanted islet cells weredgpgcher body or
ceased to function, she always felt as if she could leave the study withoatngeygaences.

The patient can always return to exogenous insulin administration and carefsiegluc
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monitoring of hypoglycemic episodes. In the event that a patient chose toheatady while
his or her cells were functioning, the subject would have to undergo rejection remutwati

detail what can go wrong and what steps he or she should take to correct the situation.

Financial Complications Resolved

In an investigator initiated study, like allogeneic islet cell transataomt, a number of
funding issues arise. Providing coverage for all clinical visits, visitgdoialists, and name
brand immunosuppressant medications is costly. Without adequate planning, funds for
continued research and medications may run out. As a result, a varietyegfistrare
employed to replenish funds. To increase awareness of the study and the riypestafational
research being conducted by Baylor Health Care System, investigatthrs islet cell project
publish multiple scientific articles and posters on their work. Also, theydsigentific
conferences and fundraising events and make educational presentations toeattiagestors
and investigational partners. To retain investors and attract new investweptoject, updates
and newsletters are sent to current and potential financiers. Investayaddedlows on the
project apply for multiple private and government agency grants to easeaheidi burden of
the work.

Presently, off study subjects receive immunosuppressant medications tifgahsplanted
islet cells continue to function. Even though such a decision may not make finan@al sens
Baylor believes that this is the most responsible and humane course of action. \C pteaTst
are being developed to ensure that the subject has the financial means to afford

immunosuppressant medications and follow-up care.
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These plans integrate many of the financial strategies already infgiemdid organ
transplant studies. They inform the patient of the costs associated wittnaghsplant, follow-
up visits, and anti-rejection medications prior to transplant. Then, financial cdordineake
certain that transplant recipients have a form of medical coverage in plac® @nd after
being transplanted. A financial clearance process occurs prior to egialthe study, so
subjects have coverage for other types of medical expenses not related to thdlksiody
financial coordinators develop plans for individual transplant recipients to et financial
burdens in special need situations.

For allogeneic islet cell transplant subjects this includes workirgpthiarmaceutical
companies with prescription assistance programs and ensuring that the sabgctadequate

form of healthcare insurance prior to leaving the study.

Limitations

Over the phone interviews and in-person interviews yielded more information thaih e-
guestionnaires. E-mail questionnaire answers were short, simple, and to the pointerdmae
person and phone interview subjects tended to elaborate on answers with examples and persona
anecdotes. In-person interviews yielded the greatest amount of infarrahbtat the informed
consent process and the islet cell transplantation process.

Like all qualitative research, the results are specific to the subjbotsvere interviewed.
They are not generalizable to all subjects or all protocols utilizing the iatboonsent process.
The elements of informed consent noted by the interview or questionnaireppattiviere
shaped by their individual experience and areas of expertise. Nevertlaggsptvide insight
into the subject’s experience and viewpoint, and they enrich the understanding ofriihednfo

consent process.
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With responses from more than half of the entire pancreatic allogeleticals
transplant subject population monitored by the allogeneic islet cell prograsrsiutly suggests
that islet cell transplant recipients are satisfied with their cuméormed consent process.
Much of this is due to subject education either on his or her own or through the informed consent

process and the research nurse.
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Conclusion

Diabetes was the seventh leading cause of death listed on U.S. deatatestifi 2008.
In adults, type 1 diabetes accounts for 5 to 10 percent of all diagnosed cases of Hi@hetes
investigational study of pancreatic allogeneic islet cell transgiantattempts to improve a
subject’s quality of life and decrease diabetic complications that atesenllife. Also, it
increases hypoglycemic awareness and decreases the neegefantaunts of exogenous
insulin.  In spite of its benefits, this investigational study involves compiéxanfusing issues
which may cause potential subjects to turn away from the study. However, throefih a w
developed informed consent process that educates the subject on all aspectsabththedre

relevant to the subject’s decision, complexity and confusion can be overcome.
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APPENDIX A

INTERNSHIP LOG
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INTERNSHIP DAILY ACTIVITY JOURNAL

Internship Start Date: June 1, 2009
Internship End Date: November 18, 2009

June 1

e Reviewed employee orientation manual

e Set up a Baylor University Medical Center e-mail account

e Met staff in Transplant Administration and BRI

e Read protocols 008-095 and 008-189
June 2

e Completed BLN lessons

e Toured All Saints facility with Emelia Bittenbinder

e Started researching for background section for Proposal
June 3

e Received ID badge and parking permit

e Attended Transplant Administration staff meeting on media relations and ggogre

management

e Continued research for Proposal
June 4

e Started background section for Proposal

e Study Manager training
June 5

e Established a RefWorks account and continued work on background section



e Reviewed available Internship Practicum reports on file
June 8
e Continued work on background section for Proposal
June 9
e Filled out IRB forms 7 and 14 for access to protocols
e Meeting with Kerri Purcell, RN and research nurse
e Attended video-conference with the entire islet transplant team
e Read protocol 006-069
June 10
e Continued work on background and references
e Attended Dr. Yasunami video-conference on Islet Graft Rejection
June 11
e Meeting with Betsy regarding possible thesis topics
e OQutlined possible thesis topics
e Attended islet transplant meeting with PI, RN, director, and operations manager
regarding funding issues
June 12
e Outlined possible thesis topics
e Meeting with Dr. Matsumoto and members of his team
e Shadowed Kerri on patient visit
June 15
e Shadowed Kerri on patient visit

e Completed draft #1 of the thesis proposal
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June 16
e Submitted thesis proposal to committee members
e Reviewed BRI informed consent guidelines and IRB guidelines
e Reviewed BRI templates for informed consent
June 17
e Reviewed human subjects protection material in the Baylor Research énstitut
June 18
e Read protocol 005-029
June 19
e Obtained short term protocols from the BRI
e Filled out IRB form 7 on all transplant protocols
June 22
e Meeting with Betsy
e Filled out patient CRFs
June 23
e Attended IRB Coordinator Training hosted by the director of BRI's Officeasiegarch
Subject Protection
e Filled out patient CRFs
June 24
e Worked on proposal corrections
e Filled out patient CRFs
June 25

e Attended NIH Grant Seminar
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e Filled out patient CRFs
June 26
e Filled out patient CRFs
e Worked on proposal corrections
June 29
e Attended Transplant Education Meeting #1 for newly transplanted patients
e Worked on proposal corrections
June 30
e Worked on proposal corrections
e Reviewed material on human subject protection
July 1
e Worked on proposal corrections
July 2
e Worked on proposal corrections
e Oversaw lab equipment moved into Islet team’s UNTHSC lab
July 6
e Worked on proposal corrections
July 7
e Attended weekly Islet Transplant Meeting
e Completed CRFs
July 8
e Watched Kerri consent a patient

¢ Formulated questions for subject, research nurse, and IRB member scripts
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July 9
e Completed proposal
e Obtained all signatures for proposal paperwork
July 10
e Filed completed proposal in the Graduate School
July 13
e Attended Transplant Education Meeting #2: Learning to Love the Lean Lifevdy
transplanted patients
July 14
e Attended weekly Islet Transplant Meeting
July 15
e Obtained and reviewed patient education material on liver and kidney transplants
July 16
e Meeting with Betsy
July 17
e Researched informed consent process for thesis
July 20
e Attended Transplant Education Meeting #3: Food Safety for newly transplanimatpat
e Attended Liver Pre-Transplant Orientation
July 21
e Filled out 6 months of CRFs
July 22

e Organized chart for a newly transplanted patient
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e Attended Staff Meeting
July 23
e Organized charts for a newly transplanted patient
July 24
e Organized charts for a newly transplanted patient
e Filled out 6 months of CRFs on a new transplant patient
July 27
e Attended Transplant Education Meeting #4: Diabetes and Your Transplant for newly
transplanted patients
e Attended Manager Retreat Meeting
e Attended Allo Islet Financial Issues Meeting
July 28
e Looked for medications and prescriptions in old patient charts
e Created a list of prescription medications for each islet cell transplatotpt
July 29
e Filled out patient CRFs
July 3
e Attended Transplant Administration staff meeting
e Compared and contrasted informed consent forms for all islet cell transplartgtsot
July 31
e Filled out patient CRFs
e Started on IRB submission for patient interviews

August 3
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e Filled out patient CRFs

e Worked on IRB submission for patient interviews
August 4

e Filled out patient CRFs
August 5

e Filled out patient CRFs on a re-transplanted subject
August 6

e Filled out CRFs and organized patient charts on a new transplant candidate
August 7

e Shadowed Kerri on a patient visit and physician consult

e Filled out patient CRFs
August 10

e Shadowed Kerri and Erin on a patient visit and physician consult

e Worked on patient interview research protocol for IRB submission
August 11

e Attended Islet Cell Transplant meeting

e Worked on patient interview research protocol for IRB submission
August 12

e Worked on patient interview informed consent form for IRB submission
August 13

e Meeting with Betsy regarding IRB submission

e Made Betsy’'s suggested revisions for the IRB submission

August 14
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e Made Betsy’s suggested revisions for the IRB submission
August 17

e Asked Kerri for a list of possible subjects and research nurses for thesist o

brainstormed alternative means of conducting the interviews

e Made new revisions to IRB submission
August 18

e Attended a Kidney orientation for pre-transplant patients
August 19

e Conference call with Betsy regarding new changes to the IRB submissi
August 20

¢ Attended meeting between Transplant managers

e Attended meeting between Transplant and Health Texas managers

e Meeting with Betsy regarding possible subjects for the thesis project and other

opportunities in transplant

August 21

e Revised IRB submission for thesis

e Set a date and time to watch an islet cell isolation and kidney transplant
August 24

e Attended meeting for Transplant Finance Review for Fiscal Year 2009

e Meeting with Betsy regarding transplant financial terms

¢ Received a sample marketing plan and clinical research handout aboutlislet cel
August 25

e Revised IRB submission for thesis and submitted it to Betsy for proofreading
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e Finished patient CRFs on a patient that is no longer in the islet cell study
e Attended Islet Cell Transplant meeting
August 26
e Attended Liver Selection Committee
¢ Reviewed sample marketing plan
August 27
e Revised IRB submission and obtained signatures
August 28
e Reviewed sample marketing plan
e Attended Kidney Selection Committee
August 31
e Reviewed sample marketing plan and brainstormed islet cell marketirgy idea
September 1
e Brainstormed islet cell marketing ideas using the Inventor’'s Comntieatian Toolkit
e Attended Islet Cell Transplant meeting
September 2
e Attended Billing Compliance Meeting
e Attended Staff meeting for Transplant Administration staff meeting
September 3
¢ Attended meeting between Transplant and Health Texas managers
e Met with Betsy about IRB submission
September 8

e Attended Islet Cell Transplant Meeting
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September 9
e Attended Islet Cell Financial Meeting
September 10
e Attended Allo Islet Meeting
September 11
e Outlined thesis sections
September 14
e Reviewed recently published articles related to islet transplant
e Attended a pharmaceutical presentation
September 15
¢ Reviewed the Informed Consent process for thesis
e Attended a pharmaceutical presentation
September 16
e Attended Baylor Research Institute’s Investigator Breakfast
e Attended Islet Cell Marketing Meeting
e Attended Financial Meeting with All Saints Health Foundation
September 17
e Attended Investigator Breakfast
e Completed additional documents requested by IRB for submission
September 18
e Filled out patient CRFs
e Compiled additional research and information on the informed consent process in

transplant patients
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September 21
e Baylor IRB submission was sent to IRB in Dallas
e Filled out patient CRFs
September 22
e Baylor IRB coordinator requested additional documents for submission
e Prepared additional IRB documents and obtained additional signatures
September 23
e Baylor IRB coordinator determined additional documents are not necesshoyiginal
submission was complete
e Filled out patient CRFs
September 24
e Filled out patient CRFs
e Compiled additional research and information on the informed consent process from
surgeon, coordinator, and nurse perspectives
September 25
e Selected a thesis presentation date, time, and room
e Arranged an end of block appointment with major professor
September 28
e Started working on UNTHSC IRB submission
September 29
e Shadowed Kerri on a possible islet subject evaluation and physician consultation

e Received Baylor IRB approval letters
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e Betsy arranged a side project with Dr. Murray who requires assistanceimg\a NIH
submission
September 30
e Met with UNTHSC IRB coordinator to determine what paperwork is needed farcbse
submission
e Met with Dr. Murray to discuss drafting of a NIH submission
e Continued work on UNTHSC IRB submission
e Filled out patient CRFs
October 1
e Continued work on UNTHSC IRB submission
e Started compiling information on NIH submission for acute liver failure program
e Completed CITI training
October 2
e Continued work on UNTHSC IRB submission
e Compiled all information on NIH submission for acute liver failure program
October 5
e Continued work on UNTHSC IRB submission
e Read new FDA guidance practices for Allogenic Islet Cell Tramsation
October 6
e Attended Islet Cell meeting
e Continued work on UNTHSC IRB submission
October 7

e Submitted study submission to UNTHSC IRB
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October 8
e Toured UNTHSC laboratory with All Saints Foundation
e Observed rat pancreas dissolution and rat pancreas islet isolation
e Met with Betsy about thesis and viewing a human auto isolation
e Obtained signatures on defense paperwork
October 9
e Outlined thesis topics

e Created copies of questionnaires and cover letters

October 12
e Attended Breast Cancer Lecture
e Met with Dr. Murray regarding the UTSW-ALFSG NIH proposal draft
e Met with Kerri on how to approach islet patients for study
October 13
e Sent additional documents to UNTHSC IRB
e Received UNTHSC IRB approval
October 14
e Attended Baylor Research Transplant Institute’s Town Hall meeting
e Set up interview times and dates with BAS coordinators and RNs
October 15
e Met with Dr. Murray regarding the NIH letter drafting
e Set up interview times and dates with BAS coordinators and RNs
e Worked on draft of ALFSG NIH letter

October 16
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e Shadowed Kerri on patient visit
e Interviewed a patient and 3 RNs/coordinators for thesis study
e Worked on draft of ALFSG NIH letter
October 19
e Met with Dr. Murray regarding the ALFSG NIH proposal draft
e Worked on ALFSG NIH letter draft
October 20
e Set up remainder of interviews with BAS nurses and coordinators
e Completed draft of ALFSG NIH letter
October 21
e Met with Dr. Murray regarding the NIH letter
e Interviewed 2 research nurses
October 22
e Met with Betsy about thesis
e Observed auto islet cell processing procedure at islet lab in Dallas
October 23
e Outlined elements of my thesis
e Met with Betsy about thesis
e Started work on background section of the thesis
e Complete NIH letter for submission to UTSW-ALFSG
October 26
e Interviewed 5 coordinators on different research fields

¢ Interviewed an IRB member and a patient
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e Completed background section of the thesis
October 27
e Interviewed 2 patients
e Interviewed 2 IRB members
e Continued working on thesis
October 28
e Met with Betsy about thesis and data collection for interviews
e Continued working on thesis
October 29
e Continued working on thesis
October 30
e Continued working on thesis
e Attended a Town Hall meeting for all Baylor Staff
e Interviewed 2 patients
November 2
e Continued working on thesis
November 3
e Continued working on thesis
e Attended Islet Cell meeting
November 4
e Continued working on thesis
e Attended Transplant Staff meeting

November 5
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e Attended Nurses’ Journal Club Luncheon

e Started preparing oral presentation for the defense

e Obtained PowerPoint slides from Dr. Matsomoto
November 6

e Shadowed Kerri on patient visit

e Shadowed Kerri on follow-up for newly transplanted patient

e Conducted 2 in-person patient interviews

e Spoke with Betsy about the organization of Transplant Administration

e Continued preparing oral presentation and thesis
November 9

e Observed a thesis presentation

e Shadowed Kerri on a patient visit

e Discussed thesis revisions with Betsy

e Continued working on oral presentation

e Attended pharmaceutical luncheon
November 10

e Continued working on oral presentation

e Made arrangements to observe a meeting of the BRI IRB on 11/19/09

November 11
e Continued working on oral presentation

e Observed monitor and Kerri review all study related documents

November 12

e Continued working on oral presentation
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e Observed monitor and Kerri review all study related documents
e Observed Dr. Levy perform a kidney transplant
November 13
e Met with Dr. Oglesby to practice presentation and review thesis revisions
e Continued working on oral presentation and thesis
November 16
e Continued working on oral presentation and thesis
November 17
e Continued working on oral presentation
November 18

e Defended thesis to committee members and members of the public
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IRB Protocol Number: 008-095/006-069

Date:
Time:

Version # 1
Revised: August 26, 2009
Script for Research Nurses and Coordinators

How often do you update the informed consent form and why or under what
circumstances do you need to update it?

. How often do you reconsent?

Does the patient ask why they are being reconsented?

Does the reconsent occur during a normal patient visit?

Has a patient ever refused to reconsent? What happens then?

When you reconsent, is it similar to the initial consent or is it an abbreviateonvefs
the initial consent where emphasis is placed on what has been changed in tloé protoc
and consent?

What are the similarities and differences between consenting patiesitt icell
transplants vs. other kinds of transplants? Are there more drugs, models, longer post-
monitor window? (for research nurses and coordinators in transplant)

What are the similarities and differences between consenting patienitgjitelm studies
(like islet cell transplants) vs. short-term studies?

Currently, there is no standard definition for the “informed consent process,” bigsa ser
of federal regulations outline the idea. How would you define the “informed consent
process”?
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IRB Protocol Number: 008-095/006-069

Date:
Time:

Version # 1
Revised: August 26, 2009
Script for Patients
How long ago did you have your islet cell transplant?

What do you remember about your informed consent process?

Who did you identify as being part of your informed consent process?

Do you have any ideas how to change the informed consent process?

Can you think of anything we can do better in reference to the informed consessproce

Did you feel as if the informed consent process was truly an ongoing processal\Ww
your concerns and questions addressed?

The consent form reflects that this is a special circumstance wher Batye site and
sponsor. Did you have any specific questions about that in the informed consent process?

What things did you consider prior to consenting to your islet cell transplant?

What if any independent research about islet cell transplant did you do prior to
enrollment?

10. Show an informed consent form from their protocol and ask if there is anything that was

unclear in form or what questions they had prior to consent.
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IRB Protocol Number: 008-095/006-069

Date: Version # 1

Time: Revised: August 26, 2009
Script for IRB Members

1. What are common concerns you have for long-term studies vs. short-term studies?

2. What issues arise in protocols where Baylor is both the sponsor and the site?

3. What safeguards do you put in place to prevent conflicts of interest or undo infbidence
subjects?

4. What are the issues associated with transplant protocols?

5. How do you ensure FDA and ICH compliance with all informed consent forms and the
informed consent process?

6. In the cases where Baylor serves as both the site and the sponsor, how do ensure project

integrity?

7. Currently, there is no standard definition for the informed consent process, but afseries
federal regulations outline the idea. How would you define the informed consent
process?
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iversity of North Texas Health Science Center
fice for the Protection of Human Subjects (OPHS) / Institutional Review Board {IRB}

«quest for Review of Expedited Category Research Project IRB #
{Staff Use Only)

search activibies that (1) present no more than minimal risk to human subjects anc (2) iwelvz only procedures lizted 1 ane oF more of the
egorles below in Sectien One may be reviewed by the IRE through the exzedited review wocedure. Mimmal dsk reans thal the nsis of farm
icipated in fhe proposed research are nol greater, considenng probaility and magnitude, than those ordnarily encountered i daly fife or
1ing the perfarmance of rouline physical or paychologizal examinations o 'ests,

o believe that your research falts into one of the following categories, plasse indicate which category of categories you believe isor are
sropriate, The IRE Charperson (or designes) will review your research o determing if expedited review & waranted ard if approval can be
inted, I you have any auestions, you may contact the DPHS Office & 817-73150408

le of Research Activity: Analysis of the Informed Consent Process in Parcratic Islet Cell Transplantation
ime of Principal Investigator (Faculty Member): Cr. Palricia Gwirtz, Ph.0.
ipartment/Program;: Integrative Physiology

itegaries Eligible for Expedited Review: (You can check more than one catzgory, as needed.)

‘ategory 1. | Check if applicable: Check if applizable: !
: rkeled
. 1 (&l Research on dregs for which | [J (b) Research on medical devices Lchte zefi?mg:nl:ra sle
J Clinical studies of an investicatioral new drug for which: in:risas; t'hg ik m"r
drugs and medical zpplicathor is net recuired {1 an investigatinal devic:

devices ONLY when
condition (a) or (b) is

met

exemplion appiicalion is BOT
reguired OR

[ T}meadical device is cleared!
approved for marketing and i is
being used Ir accordance wih its
clearadiapproved labalng.

ategory 2: |

7] Collection of blood
samples by finger
stick, heel stick, 2ar
stick, or venipunzture

from: —_——

Check app’lic-am box:

[] {&) Healtby, non-pregnant adults
whio weigh at least 110 peunds.

Conlact DPHS Stalf for criteria

sategory 3:

] Prospective collection
of biological

specimens for research

purposes by
noninvasive means,

—_——

Check a'l that apply:
] Placerta removed at defivery

| [ Deciduows eath taken during

axfolation or routine patianl care

[ Permanent teetr if routine patkant
care indicates a need for extraction

[] Excreta and exlernal secretions
(includirg sweal}

] Uncarnulsted saliva

[ (b) Other aduits and children®,
consldanng the age, weight, ard
health of the subjects, thie colletion
procedure, the amount of blood to
be colected, and the frequancy with
which it will ba colleciad.

Contact OPHS Staff for eriteria

[[] Amniotic fiuid obtained al the
fime of membrane rupbure prios o or
durinyg labor

T Sipra- and subgingival denlal
plague and cakoulus, [Collectionis nol
more nvasie than roulne prophylactic
heth scaling andit is done aceordng 1o
accemed tashniguis]

CIWucosa and skin cells collested

vy bussal seraging or sweb, skn
swak, or mouth washings

rategory 4 )

] Collection of data
through noninvasive
procedures routinely
dong in clinical
practice. Where
medical devices are
employed, they must
be clearsd/approved
for marketing.

—

Check all that apply:

[ Fhysieal sensors applied to he
body surface or al a distance AND do
not nvelve input of significarnt
arnounts of energy inio twa subjact of
an invasion of subject's privacy

] wetghing or tesing sensoy aciily

[ Electracardiography,
eledroencephalography.
thermography, detection of naturaly
accurring radioactivity,
eleciroreiinography, ullrasouad,
diagnosti; infrared imag ng, copplar

! biood flow, and echocardiography

decreases (Fe acceptailily
of the rsks assocatad with
the uze of the product s
WOT eligible for expediled

| oreview

Indicate valumes and

frequency of blood draws

[ Hair and nail clippings in

| & nar-disfiguring manner
| [ Sputumn collecied after

saline mist nebulzation

If research does not
include any of the given
specimen coliections, give
a brief description:

] Magneic resonance imagirg
MRI)

] moderate exsrcise, mussular
strangth testing, body compostion
assassment, and fleability testing
{appropnate 1o age, weight, ard
healtn of ive individual)

If research procedures do not
include any of the given
procedures, please enclose a brief
description:

Expedited Review F

NOTE Studies inferosd fo
evaluate the safely and
effectivencss of 3 medical
dovica are NOT sligibée for
evpadied raview, nchiding
studies of ceared medical
cevices for mew noicalions,

Tor qualify Far fhiz
subcalegory, fhe study
CANNOT inmvolvz genoral
anesthesia sedation or
proceduras with X-rays or
fciowaves (sueh as
CTACAT Scan, efc).
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Check if applicable:

Check if applicable:

[C] {a) Have already been collected
for some other purpose,

tegory 5:
| Research invalving
materials (data,
documents, records, or
sprcimens) that: ——*
stegory 6: _

| Collection of data from
voice, video, digital, or | ] Voice

image recordings |
made for research [ Digital [] Image

purposes — "

ategory 7.

7 b Wil be collected for non-
research purposes (such =
| medical treatment or diagnosis)

I Check all those applied far Will subjects be informed about
research siudy: | the recordings?

| ves ] Me

] videa

| Check if applicable:

| B4 (b} Research employing survey,
interview, oral history, focus groug,
pregram evaluation, human faclors
evalugtion, or quality assu=noe
methadologies.

Check if applicable:

(1 (a) Individual or group
characlerisics or bahavior {research
on perceptian, cognition, motivation,
identity, language, communication,
cultural beliefs or practices, and

| social behaviory

] Research whara
condition (a) or {b) is
applicable:

—_——

aeall: Childran i (b above is defined in the HHS reguiations as "pasons who have not affainedd Hie
rfraatments or procedures involved i the @
3 conducted” [d5 CFR 46 402{all.ln Texas, this is typicatly tndes 18 years old

oes the study nvolve storage of bankirg of uman specinens o identifiable private information

ez ] MNo X

oes the study involve genetic testing or DNA/RNA extraction? Yes [ No 4

any of the answers to the above questions are yes, please ensure that this information is
onsent form (if applicable).

|

| Does the research protocol
fit under this category and
is condition (a)or (b} met?

O ves [ 4o

Include in the protocol a
detailed description of
how, when and what extent
subjects will be recorded.
In addition, describe data
storage and cenfldentiality

| of the recorded data.

Does the research protocol
fit under this category?

] res "o

lagal age for congsil

asearch, undar the spplicable law of the jurisdicion inwhich the ragearch wil

for uga in future studies?

discussed in th2 informed

laximurm number of subjects recruited for participation: 40 Age rangs of the subjects recmited: 30-80

Yill this sludy nchude any of the following subject poole?

1 Pregnant Wamen [ Cognitively Impaired [l Priscners
T Minors (<18} [] UNTHSC employees  [] Fetuses
] Econamically Disadvantaged (homeless, evacuees)

[[] Genetics O
1 UNTHSEC students [

fow will you recruit and correspond with subjects for this study?
7] Referalz
] other

7 Telephone {please submit telephone script with your submission)
7] Advertising (newspaper, email, Dally News, website, brochure, radio, efc.)

Nill subjects be compensated for their participation? Yes ) No [

Military Personnel
Patients

Jocument payment schedule in the protocol synopsis, and if applicable, the informed consent.

Mill any of the lollowing instruments or
submission:

»] Interview (attach scriptfguide)

7] Standardized [published) tests or assessments

SurveysiQuestionnaires
[[] Focus Group (attach guide)

Joes the study involve {check all that apply):
"1 Paintul or aversive stimuli [] False Feedback
] Deception

[ Emotional Stress

] Withhalding of critical information [ False Information

Expedited Review Form vers
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31 all OTHER KEY PERSONNEL associated with this project {co-investigators, study coordinator, study physician, etc )

there a STUDENT INVESTIGATOR associated with this project? [£] ves [ Mo

ymz of student invesiigator: Sonia Kakade

nal address of student investigato. skakade@iive.unthac.edu Contact number of student investigator 3322806686

she Responsibilities: interview subjacts, distibute the a-mail questionnzire. collest and de-idertify the data, and analyze e data

1

J-INVESTIGATOR:

are & Degree: Betsy Stein, CCRC  Department Transplani
ole! Resporsibilties contacts coondinaiors, research nurses, and IRE ineimpers to arange interview times and quaslionnaire

frrinistration rmethod

O-INVESTIGATOR:

ame & Degree: Depatmert:
ole/ Responsibilities

TUDY COORDINATOR:

ame & Degree: Kerr Purcell, RN Departrent: Transplant Fesearch
‘olel Responsibilities: winlesses petient inlenviews and contacs palients to arrange inferview fmes and questionnaire

dminisiration method

Vhen submitting your Expedited research to the OFHS Office, pleese submit 2 complete packets with the following
nformetion contained within EACH packet.

f the IRB materials you submit fall to capture the most necessary information for a complatethcrough review, orif the
ipplication packet is incomplete, your [RS8 materials will e sunf finediately back to you. Please ensure that tha
allowing information is submitted in each packet for a more streamlined “speedy” review of your research project. in
wddition, piease keep in mind that the review process takes time, and research may not be Inftiared unltil the application

1as besn approved,

1} IRE Application Form {with original Pl signature cn one f applicable:
copy)
7} Protocno. Syropsis (B} Grant Applization
3y Informed Consert Form {1f applicatle) {7} Recruiiment Maerials (flyers, emails, advenisenents, eig.)
4 Confliclol Interest Form (8) Surveys/DurshionnE res
51 CITI Training Certificates {9) Telephone scripisionl soripts

{10} Assent MermaMarontal Permission Forms

(11} Research Agreements
{12} Lelters of permission/cooperativn, anlion appravals from ol

IRBs

T%{Zl_i cei (] ﬁ E % — '/EJ'/{ '/?;_‘:;

Principal Investigator Bigrm Date
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DATE: 13 October 2009

TO: Patricia Gwirtz, PhD
Sonia Kakade (student)
CRM (Clinical Research Management) Program

PROTOCOL: # 2009-109

Analysis of the Informed Consent Process in Pancreatic Islet Cell Transplantation
IRB BOARD ACTION AND NOTICE OF APPROVAL
The Institutional Review Board (IRB) of the University of North Texas Health Science Center
(UNTHSC) has reviewed your protocol and has granted approval.
Approval is effective October 13, 2009 through October 13, 2010
You are responsible for complying with all UNTHSC IRB and OPHS policies, decisions,
conditions and requirements. You are responsible for insuring that the research is implemented
as specified in the approved protocol. Unless otherwise authorized by the UNTHSC-IRB, you
are responsible for obtaining and documenting informed consents in accordance with applicable
Federal Regulations (45 CFR 46 and 21 CFR 50) using ONLY the IRB approved consent forms
designated for this protocol.

You must report to the Chair of the IRB any changes affecting the protocol upon which this
certification is based. No changes may be made without prior approval by the IRB except
those necessary to eliminate immediate hazards.

Should your project period extend beyond this expiration date, you must submit a Progress
Report for Continuing Review to the IRB. You must allow sufficient time for the request for
renewal to be reviewed and approved before expiration of the current approval. Be sure to
prepare for a renewal 2 months prior to the protocol expiration date. If the project is finished
before the approval expiration date, you must submit a final Progress Report (Continuing
Review) either at the time the project is completed or before the expiration.

The Office for the Protection of Human Subjects (OPHS) will send out a reminder notice for your
Progress Report (Continuing Review), however it is the responsibility of the Principal
Investigator to prepare such a report in order for continuing review to occur BEFORE the
expiration date.

Sincerely,

Brian Gladue, PhD
Chair, UNTHSC Institutional Review Board
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IRB Board Action

2009-109 Patricia Gwirtz, PhD CRM Program
(with Sonia Kakade, CRM Student)
Analysis of the Informed Consent Process in Pancreatic Islet @ekglantation

Brief 2-page survey research instrument to be completed by patients who hageoneder
research project involving pancreatic islet cell transplantations, assvaticillary personnel
involved with that project (research coordinators and nurses associated with thicgnse
process, IRB members who conducted the protocol review). Survey to be complated at cl
visits (in-person interviews with patients/subjects), and via e-mail aredé@hbne. Research to
be conducted at Baylor All Saints in Fort Worth and was approved by Baylorr&esestitute
(BRI) IRB, September 17, 2009. Given that the study will be conducted only at Bagjliels
as described in the protocol submitted, protocol synopsis and survey instruments approved by
BRI-IRB accepted as submitted for use. NO UNTHSC IRB-Approved staragused or
provided. It is also noted that only data collected after the protocol was approM@&drbysC-
IRB can be used for this UNTHSC graduate student project. Thus, only those datidah

or after October 13, 2009 may be used in any research report, presentation, tkesiatidisor
publication by any UNTHSC faculty, staff, or student.

As reviewed by UNTHSC IRB Chair, and in concurrence with the findings ofIBRBJ-this

study meets the criteria for Expedited Review, under the provisions of 45 CFR 46.1100 (b) (
category # 7, research employing survey, interview methodologies. Iroadditiequest for

waiver of documentation of informed consent was submitted and approved under the provisions
of 45 CFR 46.117(c)(2) research presents no more than minimal risk and involves no procedures
for which written consent is normally required outside of the research conteailsigshone
interviews). Request approved in accordance with Expedited review by Dr. (Aad&B

Chair, on October 13, 20009.
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UNIVERSITY of NORTH TEXAS HEALTH SCIENCE CENTER at Fort Worth
Texas COLLEGE OF OSTEOPATHIC MEDICINE
InsTiruTioNAL REVIEW BOARD FOR THE PROTECTION OF HUMAN SUBJECTS

BOARD ACTION

IRB PROJECT #:__ 2009-109 DATE SUBMITTED:_October 7, 2009
PRINCIPAL INVESTIGATOR: Patricia Gwirtz, PhD {with Sonia Kakade, CRM Student)

PROJECT TITLE: Analysis of the Informed Consent Process in Pancreatic Islet Cell Transplantation

PROTOCOL #:_N/a
DEPARTMENT:_Clinical Research Management (CRM)  TELEPHONE EXTENSION: X 2079

In accordance with UNT Health Science Center policy on the protection of human subjects, the following
action has been taken on the above referenced project:

Approval, when given, is only for the project as submitted. No changes may be implemented without first
receiving IRB review and approval.

v Project has received approval through October 13, 2010

Informed Consent approved as submitted on
You MUST use this version (attached) rather than previously approved versions. In addition,
only consent documents which bear the official UNTHSC IRB approval stamp can be used
with subjects.

October 8, 2009

v Study Protocol dated approved as submitted.

Protocol Synopsis approved as submitted on

Amendment to the protocol approved as submitted.

Based upon the recently completed Continuing Review (IRB Form 4), project has received
continued approval through

Project has been reviewed. In order to receive approval, you must incorporate the attached
meodifications. You must submit one “highlighted” copy and one “clean” copy of the revised
protocol synopsis, informed consent and advertisements to the IRB for review. YOU MAY NOT
BEGIN YOUR PROJECT UNTIL NOTIFIED BY THE IRB.

Consideration of the project has been tabled pending resolution of the issue(s) outlined below.
Project is disapproved for the reason(s) outlined below.

Completion of project is acknowledged and all required paperwork has been received.

v Special Findings:

See attached page for findings related to protocol approval

October 13, 2009
Chairman, Institutional Review Board Date

IRB Form 2 revised 1203 MA 04-1487
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(O)BAYLOR nion

— I Drallas, Texms 75304
Research Institute (214} EXO-6ET
Affiliaved with Baylor Health Care Syscem (214 B20-4552 Fax

Eerplort bealib com

IRE APPROVAL - Revisions to Previously Approved Projects

September 17, 2009

Moarlon F, Levy, MD

Traneplant Sve-Surgical Director, Transplantation
Baylor All Saints Hospital

1400 Eighth Avenue

Fort Waorth, TX 76104

Ee: Pancreatic Islet Trans
Projectii: O0E-005 Protocold#: MNIA Protocol Dt O8/27/2004

The following items received expedited review:

Request for Revisions - [RBOOT (07/27/2009)
Cuestionnaire § Survey (0872672009; 1)

Proposed Revisions Summary

survey Cover Letter

Comespondence from PI to IRB - From Research Staff

L

On behalf of the Institutional Eeview Board, 1 have reviewed the above referenced research project in
accordance with 453 CFR 46 & 164 and 21 CFR 50 & 56, This review was conducted in accordance with the
expedited review process as outlined in 45 CFR 46.110(b). Based on the information presented, T have
determined that the study meets the criteria specified below,

45 CFR 46.110(b)(2):

{2) minor changes in previously approved research during the period (of cne year or less) for which approval
is authorized

Based on this review, the above referenced items are approved for implementation,

The Board reminds vou that Baylor Policy requires that that unless waived, fully documented informed
consent must be obtained in accordance with 45 CFR 46.116 and 21 CFR50.20 from all human subjects
involved in this research study, Informed consent must be obtained by the principal investigator or other key
persorinel as listed in this submission. Documentation of informed consent must be kept on file for a peried
of three years past completion or discontinuation of the study and will no doubt be subject to inspection in the

Pape 1of 2
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in addition, 43 CFR 164 requires that, unless waived by the IRE, authorization must be obtained for use and
disclosure of Protected Health Information. If this project is currently open to new entollment. the approved
version of the consent formi(s) is listed abave. The document(s) reviewed in this subrmission has been
determimed 10 satisfy the requirements as outlined in 45 CFR 164308,

DHHS and FDA regulations require yoru Lo submit perfodic and terminal progress reports to Baylor's
Institutional Review Board and to recefve at least annual approval of your activity from this Committee.

o ae also required to report to this Commities immediately any death, unanticipated problems invoving
risks to subjects or others, or seripus adverse incidents resulting from your study, These events must be
reported in accordance with current BRI Policies 230 and 838

Federal regulations and institutional policies require that the IRB review any and all changes in your research
activity. This includes amendments, rewvisions, administrative changes, advertisements, or ANY other chamge
in the information us presented at initial review. In other words, should your project change, another review
by the Board is required. Failure to comply with any of the above requirements, federal regulations, or
institutional policy may reznlt in severe sanclions being placed om the Medical Center and on you as the
Principal Investigator. These sanctions could result in your research being permanently terminated for non-
Compliamce,

Receipt of approval does not convey institutional authority to gain additional patient information, Tt is your
responsibility as Principal Investigator to abide by institutional and/or departmental palicies regarding
confidentiality, access, and release of patient data.

Please be advised: there may be additional administrative requirements from Baylor Research Institte that
must be met before the study may begin enrolling subjects.

Sincerely,

I Vdhade

Lawrence R, Schiller, MD, Chair
Institutional Review Board - Blue

Projectd# 006-069 Fage 2 of 2
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BAYLOH RESEARCH INSTITUTE RECE“’ED
——— INSTITUTIONAL REVIEW BOARD
Application for Revision to IRB Approved Study— IRE Foron 7 SEP 16 g
This form must by TYPED - Handwritten co pies not aceepted

Revisions to resemrch projects may not be instituied until written approval from the TRE has been piven.

IRB Project # (08055 Date Submitted : 072709
Project Title: Pancreatic [slet Cell Transplantation- A Novel Approach to Improve Islet Cell Cuality and Engrafiment
Principal Investigator: De. Marlon Levy, ML Department: Lransplant Kesearch
Telepleas Ealcusion, 4049 Fauk: §17=027-4453
Mathing Addreas: 1400 Eighth Ave. Fort Worth
IX 7%]04 E-Mail Addrese: MarlonLiibaylorhealth.edu
Comtact Pergon (i different from F1) fem farcell, KN Departmenst; |ransplunt Kesearch
Telepluae Extengion; 4640 E-Mall Address: KerriB@Bayviorfeaith.edy
Maverials Kevised in this sulsmivsion:
a. | Protocol
If checked, lis1 below the dute, version, and title of the modification (i.e. Amendment, Revision. Administration
Change).
b. [| Consent Form
If checked, amach a copy of the revised Consent Fomm with changes highlighted, In addition, List the version

ddate of the attached docoment and antline the plan o provide this aew information to subjects who are
currently participating, but who have already given informed consent,

oo = S,

. [ Questionnaire/Survey #+*
If checked, attach & copy with changes highlighted and provide the version dite of the new document,
See attached patjend, research nurea/coordinator, and IRB member scripts ol] of which are dated
August 26, 2009, Yersion ]

d. ] Advertisement
[f checked, attach materinls and specify where, when and how advertisement is going to be used. These should
imclude a vorsion date on all matedals, The TRD ca veview a duall sdves lsemend, but approval of o draft does
not constitute final approval to use the advertisement. The IRB must also review the final lavout for nesvepaper
or tape {audics'video) for radio or television,

——m

e. [_| Change in P1or addition/removal of other study staff =,

I. {_| Other Change (list specifics below)

Biayker Brsearchs [nstituie Page | ol Form SIRBO07
2300 Live Quk Mazer, Suie 300 Wipsiom 010
Dz, Tess 7500 L2007 ﬁ
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BAYLOR RESEARCH INSTITUTE
INSTITUNTONAL REVIEW BOARD
Application for Revision to TR'E Approved Study  IRB Form 7

Describe the proposed revision(s), Aftoch any documentation associated with this revision. 1 this revision is &
profocol amenkment of comsent form revision with extensive changes, pleaze surmmarize below, be specific bat
briest falis_smoat fured whade “Sae Atirehed™),  [§ this project i spomsored by am outside agency, we require that vou
alsor provide us with a copy of the cover letter or other supporting documentation from the sponsor regarding this
revisica. 1hs allows us to confinm that this changs is indeed supported by the sponsor.

A sub-study will investigate the panceeatic islet cell transplantstion informed consent progess. Data wi
collected through interviews with patients, rescarch nurses. coordinators, and [RBE members. Interviews will be
copducted in person, by phone, ar by a-mail, Bach interview use o seript of guestions,

Frovide the rationale Tor the propesed revision. Be brief but specific (fe. provecol and corsent revived due o
DEMR idenrification of mew visks, profocol revised dus lo administrative changes af compemy, efc., change i
sty staff or addition of imvestipaiar),

In sccordpnce with UNTHSC geadus i nts, the student reacarcher will conduct a sube ¥ L
callect data fior her thesis,

This revision inchsdes the following:

[ | Significant change in the scope or research objectives of the project.

Change in the overall risk/bemefit ratic.

Incranza in dosage of investigntional drug (larger dose or lomger treatment period)

Mewly idertified nsk or an increase in the occurrence of risk since last approval.

Addition of vulnerable population to study

Addition of study proccdurcs which involve greates than mivimal visk

Eeopening the study 1o enrollment (study was closed 0 enrcllment pror to this amendeend)

P M RD TR

OO

Some increnses in number of subjects being enrolled
[some nerenses - contact [ office for determination
i, <]  Mone of the above

IT this sty was originolly reviewssd by the Full IRD and 4,000, BT or G is cleckesd, this evision wst be reyviewed
Ly the Full IRB. IT H is checked, contact the IRE office to determine if Full Board review is reguired, 1f Full Board
review s Fequirgd, sulsmit eriginal and thres copies, s least three workiing dwys prior o the packet deadline for the
IREE thal manapes this project. (her ehanges soalil alon require weview by fhe Full ULE, iTin the apinlon of ghe K
Chalri¥iee Chair they are considered mare tham miner or constitule grester than minimal wisk [T this is the CHEL, VOU
will be conincied,

CERTIFICATION OF PRINCIPAL INVESTIGATOR:

[ certify that the information in this application is complete and correct.

I understand thot as Principal Investigotor, | have ultimate responsibility foo he oamluel of e stdy, the ethical
performance of the project, the protection of the rights and welfare of human subjects. and strict adherence 10 any

stipulations imposed by the [RB.
The requested changes will ngbe implemented until approval has been received and | have received confirmation nf anch
n writing from the [RE.
-

? o3l ($30
PI Signature s Dtz
Burylor Researeh lastin: Page 2061 Foam SRR T
3300 Lirve Qe Stre, Saire 501 Yemion 31
Dallas, Teseas 75 204 2t
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BAYLOR RESEARCH INSTITUTE
INSTITUTTONAL REVIEW BOARD
Application for Revision to IRB Approved Study= IRB Form 7

T DO NOT mnﬂmwms LINE — Foltgﬂ_:n SEONLY.
This cubimission uﬁﬂwmﬁe m;m - : .

‘_Rcfmwufﬂmp@m mmamam thie E;Igr&ﬁﬁ-d m’*
s rviewed o {ﬂﬁu’fﬂ\h nformaticay .‘.-Iwnﬁnd "\.i-:auﬁ:l- .'
F&ﬁlmﬁlmg inther -ﬁiﬁi -
Q!iﬂ‘amfﬁmaﬂw Elmuﬁnd'wquld
'ﬂm :i;ﬂ‘urﬁ:hﬁuﬂ

Byl or Reseanch Ireiome Faien UIREHA
A300 Live Dol Stroet, S 501 W erzson 0ol i1
Crallas, Texas 75204 LINET
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Proposcd Revisions:

Sub-study for 008-095: Pancreatic Cell Isle: Trensplantztion- A Novel
Approach to Improve Islet Quality and Engraftment

In an experimental treetmert like allogenic pancreatic islet cell trarsplantaticn,
there are many somplex ssues 1o take mto consideration. When a paient consents £ this
treatment besshe receives a large quantity of complicatzd material prior toand during the
informed consent process that shapes their decision meking proczss.  Mary factors must
ke taken ir1o consideration Because This is a bng-erm study thal may affect the subjpect
for the rest of his‘her life. Possible issues under consideration include
immunosuppressant medications, regulanty of clinic vsits and lab tests, the likelihood of
transglant rejecion or incfficiency, the possibility of re-transplantation multiple times,
and tre side affacts of Immunesuppressants,

The prososed sub-study ains to analyze issves related to the pancreatic islet cells
transplantzton informed consent process; to compare and contrast the informed consent
process in the pancreatic islet sell study to other ransplant studies and lonz-term and
alwniHoom eaperimcital studics, W proposs suggestions (o impaeyeoent i the informoed
consent pracess witk respect o the islet cell transplant protocol end other study protocaols.

To compaare islet cell fransplantation’s informed consent process tc that of others,
the project will examine the irformed consert process from various perspectives
including those of 1let cell trimasplantation patients, BAS ard BUMC reacarch nurscs and
coordinatcrs, and BRI IRB membess. Patients will be assessed throuzh an interview
shout their consenting pracess, their treatmest experience, the issues they zonsidered
prior o consenl and still conssder, and changes they would ke o see made to the
process, Research nuress and coordinators will be interviewed aboul izsuse that max
grise during the informed consent process and the differences between long-term and
short-term protocols and other transplant protocols. ITEB members woll be interviewsd

about ethical ard ris<-benefit considerations conczrning thiz tvpe of study and oiher long-
trrm stisdies

Thz sub-study wi l exarmine the serspectives of 3-5 slet cell tansplant sulbgests,
3-10 research nurses or caordinators, and 3-2 IRB menbers. Mo idertifiers will be
collected that link the collected data to the subject’s identity. Those consenting to the
sith=siudy wall answer questiong inan irfervizw. “ach interaew will be conduoctad esing
& seript of guestions. Each interviewee will have the option of nyl choosing to answer
eny question thzy fezl uncomioriatle arswenng. Tramsplart patient subjects will answer
the studen: rescarcher’s questions in the presance of a esearch nurse. The mterview

should taks about 13-30 minwes, This s a projed being dene by a sdent rescarcher,
The imterview will ozcur in an enclased office, in the dinic, over the shonz, or by e-mail

depending on the subjects” availabality. The student researcher wall use the results of this

project to write a research paper in fulfi Iment of the sudent’s graduate thesis
mEnements
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IER Project Mumber: (08005

Transplant Research

Raylor All Sainis Medical Center aif Fort Worth

I anw a student researcher in Tramsplant Research and 1 am conducting a research sub-
study related to Pancreatic Islet Cell Transp lantation- A Movel Approach to Improve Isler
Quality and Engraftment. This research project 15 intended to gather information om the
informed consent proscess from warous perspectives. You have been selected 1o be in this
sturdy hecsnee yon are anislet cecll transplant patient, a recearch nirrse_ 5 coordinator, or
an [RB member.

To take part in this study, vou will need to answer some questions as part of an interview
regarding the informed consent process. The questions will vary depending on your role
in the islen cell transplantation process. Examples of these questions include:
I Wha talbed von through the informed congent proces eF {patisnie)
2. Did you feel overwhelmed by the material you were given about this study or the
procedure? (patients)
3. What things did vou consider prior to consenting to this process? (patients)
4. What are the similarities and differences between consenting patients in long-termn
sivdies s, shaort-term studies? (research nurses and coordinators)
5. What are the similaritics and differences between consenting patients in long-term
studies like islet cell transplants vs. short-term studies? (IRB members)

Thiz interview should take about 15 -30 minutes, This 15 a project being done by a
student researcher. The interview will ocour in an enclosed office, in the clinic, by phone,

of by e-mail, The student researcher will use the results of this project 10 write a research
paper. If vou are a patient or emploves of the Baylor University Health Care System vour

partacipation (o non-participation) will in o way affect yvour medical treatment or
employment status. By agreeing (o answer these interview guestions, vou are saying that
vou are willing to take part in this sub-study.

There are no risks or benefits 1o you [or being in this study. You have the option 10 not
partecipate in the interview and therefore net be in the study, By participating in this
study, you are saying that wou are willing to take part in this study. Your participation
will in o way affect vour freatment or employment status.

Il vou hawve any questions about this project, please contact Soma Kakade at 817-922-

7689, If wou have any questions about vour right s as a research subject, please contact
Lawrence Schiller, BALY at Z14-8 202687,

Thank vou for wour interest in this project. | hope yvou will take a few minutes to

participate in the survey. Without the help of people like your imporant rescarch wiould
not be conducted.
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®BMDR st o

T Research Insticue Tiallis, Tezas TS204
E . . 214) HIC268T
Affilieved wink Baylar Healbh Care Syseem (2141 BH4052 Py
Baybeteth com

IRB AFPROVAL - Revisions to Previously Approved Projects
September 17, 2009
Marlgn F, Levy, MD

Thansalant Sve-Surgical Director, Transplantation
Baylor All Saints Hospital

1200 Zigkth Averue
Fort Worth, TX 73104
Re: Pancreatic Islet Cell Transplantation - 4 Novel Approach to [mmuncsuporession
Project#: OC6-009  Protocol: NIA Pratocol D: 01122000

The following items rceived expedited review:
¢  Request for Bevisions - IRBOCT (07727720040
= Cuestionnaire / Survey (08262008, 1)

*  Proposed Revisior Summary

= Burvey Cover Letter

On behall of the Instiuticnal Review Bosed, Thave reviewed the above referenced research project in
accordance with 45 CFR 46 & 164 and 21 CFR 50 & 56. Ths review wis conducted in sccordance with the
expedited review process as outlined in 45 CFR 45.110(b). Based on the informasion presented, [ have
determined that the stidy mests the caterin specifed balow.

A5 CFR 45, 1 100002
(2) minot chenges in previow:ly spproved research during the period [of one year or less) for which aspreval
is authorized

Based on this review, the sbove referenced items are approved for implementation.

The Board reminds you that Fayler Folicy requires that that unless weaived, fully coomerted informed
consent wust be chitained in accordance with 45 CFR 46,116 and 21 CFR50.20 from all human subjects
imvolved in thas research study. Informed consent must be obtained by the principal investigalor or other bey
personnel as listed in this submission. Decumentation of informed conseat must be kept on file for a period

of thrée years past completior or discontinuaton of the study and will no dout be subject to mspection ir. the
future,

Pepe 1 of 2
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in addition, 43 CFR 164 requires that, unless waived by the IRE, authorization must be obtained for use and
disclosure of Protected Health Information. If this project is currently open to new entollment. the approved
version of the consent formi(s) is listed abave. The document(s) reviewed in this subrmission has been
determimed 10 satisfy the requirements as outlined in 45 CFR 164308,

DHHS and FDA regulations require yoru Lo submit perfodic and terminal progress reports to Baylor's
Institutional Review Board and to recefve at least annual approval of your activity from this Committee.

o ae also required to report to this Commities immediately any death, unanticipated problems invoving
risks to subjects or others, or seripus adverse incidents resulting from your study, These events must be
reported in accordance with current BRI Policies 230 and 838

Federal regulations and institutional policies require that the IRB review any and all changes in your research
activity. This includes amendments, rewvisions, administrative changes, advertisements, or ANY other chamge
in the information us presented at initial review. In other words, should your project change, another review
by the Board is required. Failure to comply with any of the above requirements, federal regulations, or
institutional policy may reznlt in severe sanclions being placed om the Medical Center and on you as the
Principal Investigator. These sanctions could result in your research being permanently terminated for non-
Compliamce,

Receipt of approval does not convey institutional authority to gain additional patient information, Tt is your
responsibility as Principal Investigator to abide by institutional and/or departmental palicies regarding
confidentiality, access, and release of patient data.

Please be advised: there may be additional administrative requirements from Baylor Research Institte that
must be met before the study may begin enrolling subjects.

Sincerely,

I Vdhade

Lawrence R, Schiller, MD, Chair
Institutional Review Board - Blue

Projectd# 006-069 Fage 2 of 2
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| BAYLOR RESEARCH INSTITUTE

INSTITUTIONAL REVIEW BOARD RECEIVED

Apication for Revision t IRE Approved Study— IRE Form 7

Thiz form must by TYPED — Handwritten copies not aceepied SEP 162008

Revisions to research projects may not be instituted until written appeoval from the TRE has been given.

IRB Project # D06-06% Date Submined: (§7/27/09

Froject Title: Pancreaiic Jslet Cell Transplantation. A Novel Approach to Immuns Jppresion

Principal Investigater: Lr, Maron Levy, MD Department: Transpladt Eesearch
Talephone Extension; 4649 FAX: 817-977-4635

Mailing Address: 1400 Fighth Ave., Fort Worth,

Tx T6104 E-Mail Address: Marlonl /@iy |arhealth.edu
Contect Person (if different from PI: Kerri Purcell, RN Department: Transglant B esearch
Telephone Extension: 4640 E-Mail Address: KerriPi BaylosHealtl, edy

Materials Revived in this sabwiction:

a.[] Protocal
If checked, list below the date, version, and titk of the modification (i.e. Amendmment, Revision, Administration
Change).

I, [] Consent Form

If checked, witach n copy of the revised Consent Form with changes highlighted, In addition, list the version
date of the attached document and outline the plan to provide this new information 1o subjects who are

currently participating, but who have already given informed eonsent,

e [ Qruestion naire/Saryey T
If checked, attach o copy with changes highlighted and provide the version die of the new document.
See allached patient, research nurse/coordinator, and IRB member scripts all of which are dated
August 26, 2008, Version 1.

. [ Advertisenent
If ehecked, attach matierials and specify where, when and how advertisement is going to be used. These should
include & version date on all matcrials. The IRB can review o draft adverticément, but approval of 4 draft does

not constitute final appeoval 1o use the advertisernent. The TRE must alse review the final luyout fior newspiper
or tape (andindvides) for radio or television

———

e. [] Change in P1 or addition/removal of other study staff

. (] Other Chunge (list specifics belaw)

Baylior Rescarch Institse Page | ol 3 Fiifrm FIMAGET
3370+0 Live Cak Sweeet, Suile 403 erzion QL0
Dindlims, Temims 74204 20087

82

A



FAYLOK KESEARCH INSTITUTE
INSTITUTIONAL REVIEW BoARD
Application for Revision (o IRB Approved Stidy— IRB Farm T

Llescribe the proposed revision(s), Attach any documentation associnted with this rewisien. If this reviciom is &
protocol amcadisnt o consent Form revision with ex tensive changes, please gumma rize below, be specific but
briet fido no fust state “Sep Afgehed"d. 16 this project is sponsored by an ouside agency, we Fequire that you
also provide us with a copy of the cover letter or other supporting documentation from the sponzar ragording this
revision. This allows us to confirm that this change is indeed supported by the S POTLEGT,

A sub-study will investigate the pancreatic ishe cell iranspluntstion informed sonzent process.  Date will be
fallected through interviews with patients, research nurses, coordingtors, and [RB members, Interviews will he
gonducted jn person, | ¥ gl ur by e-mail,

37 PFrovide the rationale far che proposed revision. Be brief but specific fi.e. profocol and consent revised dua fo

DSME ickenriflearion af new risks, protecol revised due to administrative changes at CORTNY, e, chawge fr
srucy s ow addition A imuerdigator),

In_secordance with UNTHSC graduate school requiresnents, the stugens tresearcher will conduet a sub-study 1o
eollest datn for her the sis,

4, Thiis revision includes the following:
' Significant change in the scope or research objectives of the i) ect,
Change in the nverall Aek/benefit rat)s,
Incrense in dosape of investigational drug ( larger dose or longer freptment periad)
Newly identutied risk or an increase in the oceurrence of risk since lnst appeLl.
Addition of vulnerable population w sy
Addition of snady procedures which involve areater than minimal risk
Peopening the study to enrcllment (study was closed to errel iment prior to this amendment)
fome incieases in number of subjects heing cnrolled
L0 INCreases - contact IRT alfice for determingtion )
Mong of the above

M OOOOO0OO0

IT this stwdy was airigisally reviewed by the Full I s nd AJLCIGE F ur G s chieched, Aus revision must be reviewed
by the Full IRB. If H is cheeked, contact the TRB office to determine if Fall Baurd review is reguived. T Full Board
review B evyuired, Sbmit o rgnal and three copies, at least three warking days prier to the packet deadling for the
IREB thiat smanages this project. Diiber changes counli gl rédpuire review by dhe Full IRE, if i the opimisn of the THE

Chaiir/¥iee Chair they are considered mare than minor oF comstilute greater tham im inimal wisk. 1f ehic is the e, Vo
willl e vanoiagdinl,

CERTIFICATION OF PRINCIPAL INVESTIGATOR:

I certifv that the information in this application is complete and correcr,

1 understand that as Principal Investigmior, 1 have ultimate responsibility for the conduct of the stdy, the ethical
performance of the project, the puicction of the rights amd weltare of human suhjects, and sirier adherence to any

stipulaticns imposed by the [RE.

The reyuessed changes will
ity writing From the TR

be implemented until approval has been received and | have received comfirmation of sugh

W ok A 35

Bl Signaturae Drane

Eaylor Research Inulilule Page 2 of Foem SIRAG0T
310 Live Cak Sreeei. Suine 50 Versios 010
Jallse, Tegee 75204 TR0
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BAYLOR RESEARCH INSTITUTE
INSTITUTIONAL REVIEW BOARD
Application for Revision to IRE Approved Study— IRE Form 7
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Proposed Revisions:
Sub-study for 006-069: Pancreatic Cell Islet Tpdaustation- A Novel Approach
to Immunosuppression

In an experimental treatment like allogeneic pancreatic isletraeplantation, there are
many complex issues to take into consideration. When a patient consents tatimeritée/she
receives a large quantity of complicated material prior to and during treniedl consent
process that shapes their decision making process. Many factors mbkstrbata
consideration because this is a long-term study that may affect the sabjbet fest of his/her
life. Possible issues under consideration include immunosuppressant medicagolasity of
clinic visits and lab tests, the likelihood of transplant rejection or inefigigthe possibility of
re-transplantation multiple times, and the side effects of immunosuppressants

The proposed sub-study aims to analyze issues related to the pancreatitisslet
transplantation informed consent process; to compare and contrast the informet patess
in the pancreatic islet cell study to other transplant studies and long-terincaitztbem
experimental studies; to propose suggestions for improvement to the informed poosess
with respect to the islet cell transplant protocol and other study protocols.

To compare islet cell transplantation’s informed consent process to that s, dilee
project will examine the informed consent process from various perspectivedingdhose of
islet cell transplantation patients, research nurses, coordinators, and itRirae Patients will
be assessed through an interview about their consenting process, theimntreapegence, the
issues they considered prior to consent and still consider, and changes theykedoldde
made to the process. Research nurses and coordinators will be interviewedsalasuthat may
arise during the informed consent process and the differences betweeertoragitl short-term
protocols and other transplant protocols. IRB members will be interviewed aboult &tllica
risk-benefit considerations concerning this type of study and other langstedies.

The sub-study will examine the perspectives of 3-5 islet cell transplbjgcts, 5-10
research nurses or coordinators, and 3-5 IRB members. No identifiers willdmezbthat link
the collected data to the subject’s identity. Those consenting to the sub-siualyswikr
guestions in an interview. Each interview will be conducted using a script of questamts. E
interviewee will have the option of not choosing to answer any question they feelfartabie
answering. Transplant patient subjects will answer the student res&agelestions in the
presence of a research nurse. The interview should take about 15-30 minutes. Thigt a proj
being done by a student researcher. The interview will occur in an enclosedioffieeclinic,
over the phone, or by e-mail depending on the subjects’ availability. The studanthmesavill
use the results of this project to write a research paper in fulfilment sfutlent’s graduate
thesis requirements.
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IRB Project Number: 006-069

Transplant Research

Baylor All Saints Medical Center at Fort Worth

I am a student researcher in Transplant Research and I am conducting a research sub-
study related to Pancreatic Islet Cell Transplantation- A Novel Approach to
[Immunosuppression. This research project is intended to gather information on the
informed consent process from various perspectives. You have been selected to be in this
study because you are an islet cell transplant patient, a research nurse, a coordinator, or
an IRB member.

To take part in this study, you will need to answer some questions as part of an interview
regarding the informed consent process. The questions will vary depending on your role
in the islet cell transplantation process. Examples of these questions include:
1. Who talked you through the informed consent process? (patients)
2. Did you feel overwhelmed by the material you were given about this study or the
procedure? (patients)
3. What things did you consider prior to consenting to this process? (patients)
4. What are the similarities and differences between consenting patients in long-term
studies vs. short-term studies? (research nurses and coordinators)
5. What are the similarities and differences between consenting patients in long-term
studies like islet cell transplants vs. short-term studies? (IRB members)

This interview should take about 15 -30 minutes. This is a project being done by a
student researcher. The interview will occur in an enclosed office, in the clinic, by phone,
or by e-mail. The student researcher will use the results of this project to write a research
paper. If you are a patient or employee of the Baylor University Health Care System your
participation (or non-participation) will in no way affect your medical treatment or
employment status. By agreeing to answer these interview questions, you are saying that
you arc willing to take part in this sub-study.

There are no risks or benefits to you for being in this study. You have the option to not
participate in the interview and therefore not be in the study. By participating in this
study, you are saying that you are willing to take part in this study. Your participation
will in no way affect your treatment or employment status.

If you have any questions about this project, please contact Sonia Kakade at 817-922-
7689. If you have any questions about your rights as a research subject, please contact
Lawrence Schiller, MD at 214-820-2687.

Thank you for your interest in this project. I hope you will take a few minutes to
participate in the survey. Without the help of people like your important research would
not be conducted.
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