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CHAPTER I 

INTRODUCTION  

 

In partial fulfillment of curriculum requirement for Masters in Clinical Research Management, I 

conducted a six month internship between June 1, 2009 and October 31, 2009 at the Department 

of Internal Medicine, Division of Geriatrics at the University of North Texas Health Science 

Center. I worked under the supervision of an on-site mentor, Dr. Janice Knebl D.O., M.B.A and 

Clinical Research Coordinator Barbara Harty, R.N., M.S.N., G.N.P. During my internship, my 

site dealt with two ongoing clinical trials on Alzheimer’s disease. I got the opportunity to assist 

in conducting the Phase III, multicenter, randomized, double blind, placebo controlled, parallel 

group, efficacy and safety trial of Bapineuzumab in patients with mild to moderate Alzheimer 

disease (AD) who are either carriers or non-carriers of Apolipoprotein E4. According to the 

study protocol, the carrier and non-carrier arms of the study were divided in two separate groups, 

differing in the drug dosage regimen. This clinical trial, sponsored by Janssen Alzheimer’s 

Immunotherapy, is being conducted across seven countries. The trial is still actively enrolling 

subjects. I was also able to assist in recruitment of subjects for the Balance Study, “The effect of 

Osteopathic Manipulative Treatment on the Postural Stability in the Elderly” and the For Hers 

project, “Mitochondrial Estrogen Receptors, Health and Disease” 

 

From the principle of respect for persons (1), humans as research subjects should be given the 

opportunity to choose whether they will participate in clinical research/human subjects research. 

This is accomplished through the process of informed consent. This process encompasses not 

only the informed consent document but also, importantly, verbal discussions with the potential 
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subject. The informed consent is considered a critical component of any research involving 

human subjects. The Belmont Report also discusses the voluntary nature of informed consent 

and explains that the information must be complete, understandable and presented in an 

unhurried fashion (1). It is the investigator’s responsibility to ensure that the subject understands 

all the information presented in the informed consent document. Informed consent must be 

obtained from the subject or, if appropriate, the subject’s legally-authorized representative 

(LAR) under circumstances that minimize the possibility of coercion or undue influence. The 

information should be in a language that is understandable to the subject, which may necessitate 

translation of advertisements, the informed consent document (ICD), and other study-related 

materials, and/or, if necessary, having someone on site who can answer questions (2). 

 

Neurological disorders like Alzheimer’s Disease can cause cognitive impairment that diminishes 

or eliminates a person’s ability to understand and consent to participation in research. Cognitive 

impairment would render a person incompetent to make their own decisions about participation 

in research if it eliminates the person’s ability to understand, make choices about or 

communicate a decision regarding participation in a particular research project (3). Investigation 

into areas like Alzheimer’s Disease, by its nature requires the involvement of the cognitively 

impaired. Special protections to safeguard the welfare and rights of cognitively impaired subjects 

must be applied because these subjects are particularly vulnerable. 

 

When vulnerable populations are involved in research, the appropriateness of involving them 

should itself be demonstrated. A number of variables go into such judgments, including the 
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nature and degree of risk, the condition of the particular population involved, and the nature and 

level of the anticipated benefits (1). 

 

 

BACKGROUND 

 

Ethics in clinical research: 

Scientific research has produced substantial social benefits, but it has also posed some serious 

ethical questions. Public attention was drawn to these questions by reported unethical use of 

human subjects in biomedical experiments, especially during the Second World War. During the 

Nuremberg War Crime Trials, the Nuremberg code was drafted as a set of standards for judging 

physicians and scientists who had conducted biomedical experiments on concentration camp 

prisoners. This code became the prototype of many later codes intended to assure that research 

involving human subjects would be carried out in an ethical manner (1). 

 

The fifth and sixth principles in the Basic Principles section of the Declaration of Helsinki (4) 

spell out the perspective of the Declaration with respect to the appropriate relationship between 

individuals who serve as subjects in research and the goals of science and society. These 

principles read: 

• “Every biomedical research project involving human subjects should be preceded by careful 

assessment of predictable risks in comparison with foreseeable benefits to the subject or to 

others. Concern for the interests of the subject must always prevail over the interests of 

science and society” 
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• “The right of the research subject to safeguard his or her integrity must always be respected. 

Every precaution should be taken to respect the privacy of the subject and to minimize the 

impact of the study on the subject’s physical and mental integrity and on the personality of the 

subject” (4). 

However, the Declaration of Helsinki contains rules that are difficult to interpret and may not 

apply to complex situations.  

The Belmont report identified three basic ethical principles important for the conduct of research 

involving human subjects (1). These three are comprehensive and are stated at a level of 

generalization that should assist scientists, subjects, reviewers and interested citizens to 

understand the ethical issues inherent in research involving human subjects. Their objective is to 

provide an analytical framework that will guide the resolution of ethical problems arising from 

research involving human subjects (1). These principles are relevant to the ethics of research 

involving human subjects: the principles of respect for persons, beneficence and justice (1). 

 

1. Respect for Persons: Respect for persons incorporates at least two ethical convictions. First, 

individuals should be treated as autonomous agents. Second, persons with diminished 

autonomy are entitled to additional protection. The principle of respect for persons includes 

two separate moral requirements: the requirement to acknowledge autonomy and the 

requirement to protect those with diminished autonomy. The extent of protection depends 

upon the risk of the harm and the likelihood of benefit. 

 

     In most cases of research involving human subjects, respect for persons demands that subjects 

enter into the research voluntarily and with adequate information. In some situations, 
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however, application of the principle is not obvious. The involvement of prisoners as subjects 

of research provides an instructive example. On the one hand, it would seem that the principle 

of respect for persons requires that prisoners not be deprived of the opportunity to volunteer 

for research. On the other hand, under prison conditions they may be subtly coerced or unduly 

influenced to engage in research activities for which they would not otherwise volunteer. 

Respect for persons would then dictate that prisoners be protected. Whether to allow prisoners 

to "volunteer" or to "protect" them presents a dilemma. Respecting persons, in most 

challenging cases, is often a matter of balancing competing claims urged by the principle of 

respect itself. 

 

2. Beneficence: Persons are treated in an ethical manner not only by respecting their decisions 

and protecting them from harm, but also by making efforts to secure their well being. Such 

treatment falls under the principle of beneficence. The term "beneficence" is often understood 

to cover acts of kindness or charity that go beyond strict obligation. Two general rules have 

been formulated as complementary expressions of beneficent actions in this sense: (1) do not 

harm and (2) maximize possible benefits and minimize possible harms. 

 

In any research involving human subjects, it is important to decide when it is justifiable to 

seek certain benefits despite the risks involved, and when the benefits should be foregone 

because of the risks. 

 

3. Justice: An injustice occurs when some benefit to which a person is entitled is denied without 

good reason or when some burden is imposed unduly. Another way of conceiving the 
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principle of justice is that equals ought to be treated equally. For research involving human 

subjects, the principle of justice is relevant when it comes to the selection of subjects. It is 

important to assess whether a certain class of subjects is being selected for a study just 

because of their easy accessibility, manipulability or compromised position or because of 

reasons related to the problem under study. 

 

Clinical Research and Vulnerable Populations: 

Vulnerable persons are those who are relatively (or absolutely) incapable of protecting their own 

interests. More formally, they may have insufficient power, intelligence, education, resources, 

strength, or other needed attributes to protect their own interests (5). The central problem 

presented by plans to involve vulnerable persons as research subjects is that such plans may 

entail an inequitable distribution of the burdens and benefits of research participation. Classes of 

individuals conventionally considered vulnerable are those with limited capacity or freedom to 

consent or to decline to consent. They are the subject of specific guidelines in this document (5) 

and include children, prisoners and persons who because of mental or behavioral disorders are 

incapable of giving informed consent. Ethical justification of their involvement usually requires 

that investigators satisfy ethical review committees that (5):  

• the research could not be carried out equally well with less vulnerable subjects; 

• the research is intended to obtain knowledge that will lead to improved diagnosis, 

prevention or treatment of diseases or other health problems characteristic of, or unique 

to, the vulnerable class– either the actual subjects or other similarly situated members of 

the vulnerable class; 
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• research subjects and other members of the vulnerable class from which subjects are 

recruited will ordinarily be assured reasonable access to any diagnostic, preventive or 

therapeutic products that will become available as a consequence of the research; 

• the risks attached to interventions or procedures that do not hold out the prospect of direct 

health-related benefit will not exceed those associated with routine medical or 

psychological examination of such persons unless an ethical review committee authorizes 

a slight increase over this level of risk (Guideline 9); and, 

• when the prospective subjects are either incompetent or otherwise substantially unable to 

give informed consent, their agreement will be supplemented by the permission of their 

legal guardians or other appropriate representatives. 

Elderly persons are commonly regarded as vulnerable. With advancing age, people are 

increasingly likely to acquire attributes that define them as vulnerable. They may, for example, 

be institutionalized or develop varying degrees of dementia. If and when they acquire such 

vulnerability-defining attributes and not before, it is appropriate to consider them vulnerable and 

to treat them accordingly (5). The following people may be considered as vulnerable subjects 

(5): 

1. Children 

2. Economically disadvantaged 

3. Educationally disadvantaged/illiterate 

4. Employees 

5. Physically impaired 

6. Life-threatening condition/seriously debilitating illness 
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7. Mentally disabled/cognitively impaired 

8. Non–English-speaking subjects 

9. Nursing home residents 

10. Pregnant women 

11. Prisoners 

12. University students 

13. Wards of the State 

Informed Consent: 

The informed consent document forms the basis of any clinical research. According to 21CFR 

(Code of Federal Regulations) 50.25, following information (6) shall be provided to each subject 

in an informed consent document:  

1) A statement that the study involves research, an explanation of the purposes of the 

research and the expected duration of the subject's participation, a description of the 

procedures to be followed, and identification of any procedures which are experimental. 

2) A description of any reasonably foreseeable risks or discomforts to the subject. 

3) A description of any benefits to the subject or to others which may reasonably be 

expected from the research. 

4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that 

might be advantageous to the subject. 

5) A statement describing the extent, if any, to which confidentiality of records identifying 

the subject will be maintained and that notes the possibility that the Food and Drug 

Administration may inspect the records. 
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6) For research involving more than minimal risk, an explanation as to whether any 

compensation and an explanation as to whether any medical treatments are available if 

injury occurs and, if so, what they consist of, or where further information may be 

obtained. 

7) An explanation of whom to contact for answers to pertinent questions about the research 

and research subjects' rights, and whom to contact in the event of a research-related 

injury to the subject. 

8) A statement that participation is voluntary, that refusal to participate will involve no 

penalty or loss of benefits to which the subject is otherwise entitled, and that the subject 

may discontinue participation at any time without penalty or loss of benefits to which the 

subject is otherwise entitled. 

9) Additional elements of informed consent. When appropriate, one or more of the following 

elements of information shall also be provided to each subject: 

(1) A statement that the particular treatment or procedure may involve risks to the 

subject (or to the embryo or fetus, if the subject is or may become pregnant) 

which are currently unforeseeable. 

(2) Anticipated circumstances under which the subject's participation may be 

terminated by the investigator without regard to the subject's consent. 

(3) Any additional costs to the subject that may result from participation in the 

research. 
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(4) The consequences of a subject's decision to withdraw from the research and 

procedures for orderly termination of participation by the subject. 

(5) A statement that significant new findings developed during the course of the 

research which may relate to the subject's willingness to continue participation 

will be provided to the subject. 

(6) The approximate number of subjects involved in the study. 

10)  The informed consent requirements in these regulations are not intended to preempt any 

applicable Federal, State, or local laws which require additional information to be 

disclosed for informed consent to be legally effective. 

11)  Nothing in these regulations is intended to limit the authority of a physician to provide 

emergency medical care to the extent the physician is permitted to do so under applicable 

Federal, State, or local law (6). 

Conducting clinical trials with the cognitively impaired population: 
 

Neurological disorders like Alzheimer’s disease can cause cognitive impairment that diminishes 

or eliminates a person’s ability to understand and consent to participation in research. Even for 

these persons, however, the principle of respect for persons from the Belmont Report requires 

giving them the opportunity to choose to the extent they are able, whether or not to participate in 

research. It also requires seeking the permission of other parties in order to protect the subjects 

from harm. Such persons are thus respected both by acknowledging their own wishes and by the 

use of third parties to protect them from harm. The third parties chosen should be those who are 

most likely to understand the incompetent subject's situation and to act in that person's best 
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interest. The person authorized to act on behalf of the subject should be given an opportunity to 

observe the research as it proceeds in order to be able to withdraw the subject from the research, 

if such action appears in the subject's best interest (1). 

 

When vulnerable populations are involved in research, the appropriateness of involving them 

should itself be demonstrated. A number of variables go into such judgments, including the 

nature and degree of risk, the condition of the particular population involved, and the nature and 

level of the anticipated benefits (1). 

 

Alzheimer’s Disease: 

 

Alzheimer’s is a disease of the brain that damages brain cells causing problems with thinking, 

memory and behavior. Alzheimer’s Disease (AD) is believed to develop due to multiple factors 

rsather than a single one. Age is believed to be the greatest risk factor for developing 

Alzheimer’s (7). 

In the United States alone, every 70 seconds someone develops Alzheimer’s. In 2009, it is 

estimated that there are as many as 5.3 million Americans living with Alzheimer’s. This includes 

5.1 million people age 65 years and older and 200,000 people under age 65 years with early-

onset Alzheimer’s disease. It is predicted that by 2010, there will be nearly a half million new 

cases of Alzheimer’s each year and by 2050, there will be nearly a million new cases annually 

(8). 

Believed to be the seventh leading cause of death in the United States, Alzheimer’s is not a part 

of the normal aging process (7). It is a progressive and fatal disease. The factors that cause 
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Alzheimer’s begin to damage the brain years before the symptoms begin to appear (8). The brain  

of an Alzheimer’s patient has fewer nerve cells and synapses compared to a healthy brain. 

Abnormal microscopic structures called “plaques” and “tangles” are considered as hallmarks of 

Alzheimer’s disease. They were first described by a German neuropsychiatrist Alois Alzheimer 

in 1906. The plaques are formed from protein fragments called amyloid  peptide (abeta) that 

accumulate between the brain cells, while the tangles are formed from the Tau protein (7). 

According to the amyloid hypothesis, accumulation of abeta in the brain is the principle cause of  

AD pathogenesis (2). 

Over the past 15 years, scientists have made tremendous progress in Alzheimer’s research thus 

contributing to a better understanding of the disease process of AD. Several prescription drugs 

are currently approved by the U.S. Food and Drug Administration (FDA) to treat people who 

have been diagnosed with AD. These drugs may either prevent or delay the symptoms but none 

of them stops the disease progression (7). Scientists continue to make advances and currently 

there are several hundreds of clinical trials being conducted to explore new therapeutic 

approaches (9). 

Conducting clinical trials with Alzheimer’s disease sufferers: 

Since this disease involves some degree of cognitive impairment, it compromises the ability of 

the research subject to provide a valid informed consent. Thus, research involving this 

population presents ethical challenges (10). 

It is required that prospective research subjects appoint someone to make decisions for them 

regarding their involvement in research if and when they are unable to do so. It is important for 

the appointed surrogate or a legally authorized representative (usually a family member or a 
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trusted friend) to know the research subject (AD patient) well enough and to have received 

sufficient instructions from the research subject to make the same decisions about research 

participation that he/she would make (10).  

 

In addition, it is important to assess the decisional capacity of demented people before enrolling 

them in any research study (11). Various practical instruments have been designed for this 

purpose, but the choice which is generally considered most reliable is the MacArthur 

Competency Assessment Tool for Clinical Research (MacCAT-CR) (12). 

 

Various outcome measures used in Alzheimer’s clinical trials: The following neuropsychological 

tests are commonly used in Alzheimer’s research to test brain functioning and memory. 

 

1) Mini-Mental State Examination: The MMSE is used to detect and track the progression 

of cognitive impairment associated with Alzheimer’s disease (11). The MMSE is a fully 

structured scale that consists of 30 points grouped into seven categories: orientation to 

place (state, county, town, hospital, and floor), orientation to time (year, season, month, 

day, and date), registration (immediately repeating three words), attention and 

concentration (serially subtracting 7, beginning with 100, or, alternatively, spelling the 

word world backward), recall (recalling the previously repeated three words), language 

(naming two items, repeating a phrase, reading aloud and understanding a sentence, 

writing a sentence, and following a three-step command), and visual construction 

(copying a design) (11). The MMSE is scored by the number of correctly completed 
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items; lower scores indicate poorer performance and greater cognitive impairment. The 

total score ranges from 0 to 30 (perfect performance) (11). 

 

2) Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog): ADAS was 

designed to measure the severity of the most important symptoms of AD. Its subscale 

ADAS-cog is the most popular cognitive testing instrument used in clinical trials for 

Alzheimer’s. It consists of 11 tasks measuring the disturbances of memory, language, 

praxis, attention and other cognitive abilities which are often referred to as the core 

symptoms of AD. The scores range from 0 to 70 points, with higher scores indicating a 

greater degree of impairment (13). 

 

3) Neurological Test Battery (NTB): The NTB represents a useful cognitive measure for 

clinical trials to assess cognitive change in patients with mild to moderate AD or 

potentially mild cognitive impairment. The components of NTB index memory and/or 

executive function (14). It also provides an index of global cognitive function by drawing 

on the many cortical areas required to support language, attention (digit span forward-the 

examiner reads out sets of numbers and the subject is asked to say them right back to the 

examiner), visual perception, verbal memory, working memory (digit span backward-the 

examiner reads out sets of numbers and the subject is asked to say those numbers 

backwards to the examiner), and list learning.  

 

4) Disability Assessment of Dementia Scale (DAD): The DAD has been found to be a 

reliable and valid instrument to assess functional disability in early Alzheimer’s disease 
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(15). In this test, the subject’s caregiver is asked questions to assess if the subject is able 

to perform daily activities like household chores, preparing a meal, shopping etc (15). 

 

5) Clinical Dementia Rating-Sum of Boxes (CDR-SOB): The Washington University 

Clinical Dementia Rating Scale (CDR) is a global assessment instrument that yields 

global and Sum of Boxes (SOB) scores, with the global score regularly used in clinical 

and research settings to stage dementia severity. The CDR-SOB provides a more general 

index compared to the global score (16). CDR-SOB is proved to be very useful in staging 

dementia severity as it is a more sensitive test (16). The CDR-SOB tests the subject in the 

areas like memory, orientation, judgment & problem solving, community affairs, home 

&hobbies and personal care (16). 
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CHAPTER II 

SPECIFIC AIMS AND METHODS USED FOR INTERNSHIP 

PRACTICUM REPORT  

 

Specific Aim 1: 

To determine whether subjects with Alzheimer’s type dementia understand the meaning of     

participating in a “research” study. If so, what is their level of understanding? 

 

Studies that have been done so far have either assessed the decision-making capacity of 

Alzheimer’s subjects before they are enrolled in a clinical trial (17) or used hypothetical research 

study situations (18). Although Alzheimer’s subjects may not be considered fully capable of 

providing informed consent, the ethical principle of respect for persons requires that they know 

they are participating in a “research study” and understand what these words mean. 

 

Significance: 

The informed consent is considered a continuous process throughout the period of any research 

study and hence, it is important to determine if the subjects realize what their rights are as 

“research study” participants (1). This practicum study will help to evaluate the comprehension 

by the Alzheimer’s subjects of being in a “research study”. This study will help to answer the 

question whether having a one-time informed consent in a trial involving Alzheimer’s subjects is 

appropriate or is there a need to repeatedly have a shorter version of it, summarizing the major 

and key points about the study. The results will determine if there is a need to improve the 
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informed consent process in Alzheimer’s trials, thus providing additional safeguards for this 

vulnerable population. 

 

Specific Aim 2: 

To evaluate the correlation between the level of understanding of participation in a clinical 

trial by Alzheimer’s subjects and their latest scores on neuropsychological tests. 

 

Neuropsychological tests are generally used as the primary endpoints in an Alzheimer’s clinical 

trial. They test the executive functioning of the brain and memory (15, 11, 14). This pilot study 

will determine whether the subject’s neuropsychological test scores, which are an index of their 

memory and cognitive capacity, reflect the retention of their understanding of the clinical trial 

they are participating in.  

 

Methods used: 

 

This pilot study involved subjects that are currently participating in a pharmaceutical clinical 

trial that has a total duration of two years. All subjects had already been enrolled in the clinical 

trial for approximately one year. Specifically, my practicum project was performed with 

participants that are enrolled in the UNTHSC IRB (Institutional Review Board) approved Phase 

3 trial of Bapineuzumab sponsored by Janssen Alzheimer’s Immunotherapy (IRB protocol # 

2008-036 & 2008-037) and the Phase 3 open-label study of Exelon patch sponsored by Novartis 

(IRB protocol # 2007-56) which are being conducted at the Patient Care Center, University of 

North Texas Health Science Center, Fort Worth. Currently, there are a total of 5 subjects enrolled 
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in these two studies. All five subjects were included in my project. Since this is a pilot study, a 

small sample size is appropriate for the study. 

 

Methods for Specific Aim 1: 

 

A structured interview was conducted with subjects (questionnaire attached) when they came for 

their scheduled study visits as part of either the Janssen and Novartis study. This interview was 

designed to assess if the subjects understand what it means to be a part of the Janssen/Novartis 

study. The interview was conducted as soon as the subject came in and before the 

Janssen/Novartis study procedures were conducted for that particular visit. All subjects were 

accompanied by their caregiver/LAR. Each participant was interviewed twice during the study 

period (July 2009-November 2009) to determine if there was any change in their scores. The 

interview was scored with a minimum score of 0 and a maximum score of 16. (Detailed scoring 

system is shown in the attached questionnaire). The answers were recorded in writing by the 

interviewer.  

 

The subject’s caregiver/LAR was asked to sign the Caregiver Research Participation Agreement. 

The subject was not informed about participation in the practicum project study to facilitate 

natural responses to the questions in the interviews. The consent procedure with the subjects was 

waived since the study involved no more than minimal risk. However, since this is a vulnerable 

population, the subject’s caregiver/LAR was informed about this study and was asked to 

authorize the subject’s participation.  
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Methods for Specific Aim 2: 

 

The interview scores will then be used to correlate to the latest scores of the subjects on the 

following neuropsychological tests: 

Mini Mental State Examination (MMSE), Alzheimer’s Disease Assessment Scale-Cognitive 

(ADAS-Cog), Neurological Test Battery (NTB)-Rey Verbal Learning and category fluency test, 

Disability Assessment for Dementia( DAD) and Clinical Dementia Rating (CDR)-sum of boxes 

for the Janssen study subjects and MMSE and ADAS-Cog for the Novartis study subjects. These 

tests were administered to the subjects by trained professionals during their routine study visits 

as a part of the Janssen study and Novartis study. The latest scores on the neuropsychological 

tests for the Janssen study subjects were accessed from the Medidata Database. This is a database 

supplied by the sponsor to securely enter all test scores. The scores for the Novartis study 

subjects were accessed through the Investigator portal. These databases are accessible only to the 

key personnel and are password-protected. The subject’s sponsor-assigned ID numbers were 

used for data analysis to protect subject’s privacy. The subjects were debriefed after the 

completion of this pilot study. They were given the opportunity to ask questions about any new 

information generated through this study. They also had the opportunity to withdraw and have 

their data removed. 

Pearson’s correlation coefficient was calculated using the in-built statistical tool in Microsoft 

Excel.  

Human Subjects Protection: 

Since this study involves human subjects, it was approved from UNTHSC Institutional Review 

Board (IRB). (Approved on 07-21-09. IRB protocol # 2009-086). 
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CHAPTER III 

RESULTS AND CONCLUSION 

 

(1) Results of the structured interview: 

All subjects were scored based on the answers they provided to the specific questions asked. 

(Detailed scoring system is shown in the attached questionnaire) 

• All subjects scored 0%- 28% in the interview.  

• The subjects had same scores in both interviews. 

• All subjects gave the same answers in both interviews. 

 

All subjects have been in their respective clinical trials for approximately one year of two. These 

subjects visit the clinic regularly at an interval of 6 weeks for the Janssen study and once every 3 

months for the Novartis study. Even then, these subjects have a very poor knowledge of what it 

means to be a clinical trial participant as reflected by their interview scores. Interestingly, all 

subjects answered the same answers during both the interviews. This shows consistency in the 

results.  

I also observed that the caregivers had an idea that their loved one (subject) would not be able to 

answer the questions in the interview. This was seen through their reaction when I explained my 

proposed study to them. 

 

In general, subjects were unable to answer questions and looked at their caregivers for help or 

pointed to the caregiver to answer the question asked to them. 
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(2) Correlation of interview score with each test score: 

The subject’s interview score was compared with their latest scores on various 

neuropsychological tests that test executive function of the brain and memory. 

Lowest possible interview raw score: 0, Maximum possible raw score for the interview: 16.  

 

Table 1 represents the subject’s latest scores on the MMSE. Subjects with an increase, decrease 

or no change in MMSE scores (compared to Baseline) scored below 28% on the interview. 

MMSE scores track reduction in cognition (11). Thus, it is difficult to say that MMSE scores are 

directly proportional to the interview scores. 

 

Table 1: Mini-Mental State Examination (MMSE): 

 

 

Subject # 

 % Average 

Interview Score   

MMSE Raw Score  

Baseline Recent 

246-1005 25 16 17 

246-1007 28 20 17 

246-1008 0 22 19 

246-1010 28 20 20 

0534-06 0 18 18 

 

Lowest possible MMSE raw score: 0, Maximum raw score: 30 
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The ADAS-Cog is more sensitive and tests specific brain functions (13). The scores presented in 

Table 2 suggest impairment in the subject’s cognitive ability i.e. higher the scores more the 

impairment and vice versa (13). Subjects with increased, decreased or constant impairment 

(compared to baseline) scored below 28% on the interview. Thus, the ADAS-Cog scores also do 

not correlate directly with the interview scores. 

 

Table 2: Alzheimer’s Disease Assessment Scale-Cognitive (ADAS-Cog): 

 

Subject # %  Average Interview Score ADAS-Cog Raw Score  

( Impairment) 

Baseline Recent 

246-1005 25 31 28 

246-1007 28 23 26 

246-1008 0 22 26 

246-1010 28 23 17 

0534-06 0 26 27 

 

Lowest possible ADAS-Cog raw score: 0, Maximum raw score: 70 
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In the NTB-Rey verbal learning test, all subjects showed in a decline in the scores for immediate 

recall of words. This data is shown in Table 3. However, interestingly, 3 of 4 subjects showed an 

increase in scores for the delayed recall of words and 1 subject had constant scores (compared to 

baseline). Also 3 of 4 subjects showed an increase in scores on the Category Fluency test and 1 

showed a sharp decrease in scores. 

 

Table 3: Neurological Test Battery (NTB): 

 

Subject# % Avg 

Interview 

Score 

NTB (% Avg Rey Verbal Learning) NTB 

Immediate recall Delayed recall 

(Total Correct) 

Category Fluency Test 

(%) 

  Baseline Recent Baseline Recent Baseline Recent 

246-1005 25 28 20 36 30 7 10 

246-1007 28 26 16 26 36 20 23 

246-1008 0 28 3 46 46 23 5 

246-1010 28 27 22 33 40 25 30 

 

Lowest possible Rey Auditory Verbal Learning and Category Fluency Test raw score: 0 

Maximum Possible raw score for immediate recall: 105, delayed recall: 30, category fluency test: 

39. 
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The DAD scores are shown in Table 4. These scores show an increase in disability in all 

subjects.  

 

The percent impairment is indicated by the CDR-SOB scores as shown in Table 4. One subject 

showed sharp increase in impairment and three showed a fairly constant impairment score. 

 

Table 4: Disability Assessment for Dementia (DAD) & Clinical Dementia Rating (CDR): 

 

Subject # % Avg Interview 

Score 

DAD Score (%) CDR-SOB (% 

impairment) 

Baseline Recent Baseline Recent 

246-1005 25 77 85 25 27 

246-1007 28 77 75 27 55 

246-1008 0 77 82 22 27 

246-1010 28 82 77 22 25 

 

Lowest possible raw score for DAD and CDR-SOB: 0, Maximum possible raw score for DAD: 

40 and for CDR-SOB: 18 
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The Pearson’s Correlation coefficient (r) is an index of linear correlation between two variables 

(-1 : strong negative correlation, 0: no correlation, +1: strong positive correlation) 

Table 5: Pearson Correlation Coefficient (r) for the interview score and each    

neuropsychological test score: 

 

Test Pearson Correlation Coefficient 

(r) 

MMSE -0.17 

ADAS-Cog -0.4 

NTB (Immediate Recall Test) 0.95 

NTB (Delayed Recall Test) -0.73 

NTB (Category Fluency Test) 0.75 

DAD 0.28 

CDR-SOB 0.33 
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Discussion: 

This practicum study emphasizes the importance of the informed consent document in any 

clinical research. Informed consent is a process and starts from the recruitment of the subject 

until the end of the clinical trial (1). It is crucial to take into consideration the importance of 

making sure that the subject really understands what is written in the informed consent 

document. The doctrine of informed consent includes an assumption of disclosure of 

information, comprehension of the information, and voluntary participation.  The Belmont 

Report acknowledges that comprehension of the information provided may be limited for certain 

groups of individuals, especially children and the cognitively impaired.  The informed consent 

document is intended to protect research participants by ensuring that they are aware of the risks, 

benefits, alternatives, and what the research will involve (1). In general, the informed consent 

document is long and contains a lot of information that can be overwhelming for the subject and 

the caregiver. Thus, it is important to not assume that the subject has understood all that 

information and what it will take to participate in that particular clinical trial.  

Alzheimer’s subjects may not be capable of making independent decisions, but they should be 

aware of what is being done with them as participants of the clinical trial /research study. The 

Belmont Report states that lines between the two concepts of research and treatment tend to be 

blurred, and it must be clear to the participant what the nature of the intervention is. Even though 

they give their assent to participation in a clinical trial before enrollment, it cannot be considered 

as a long-term consent as cognitive ability decreases with the progression of the disease (19). 

While this consent may reflect the individual’s wishes at the time, it cannot be considered in the 

same light as a non-impaired participant.  It is possible that the individual may understand the 
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terms of study at the time of consent; however, this understanding may decline and one cannot 

be certain that the participant will want to continue involvement or understand that they may 

remove themselves from the study at any time. 

The informed consent procedure in Alzheimer’s clinical trials might benefit from periodic 

reassessment as attempted in this pilot study. Since there is involvement of a “vulnerable” 

population in Alzheimer’s clinical trials, special safeguards are required. There may be a need to 

have the key points of the specific trial re-read to the subjects, perhaps at each study visit. A brief 

script might be used for this purpose. Specifically, the correct answers to the questions in our 

interview questionnaire might serve as key points important to be told to the subject at each visit. 

Visual aids might also be helpful for conveying the key elements in the specific informed 

consent. 

This study further emphasizes the importance of a caregiver/study partner in an Alzheimer’s 

trial. The caregiver/LAR is usually a member of the subject’s family or a close friend (19). 

Making any type of decisions may become difficult for the Alzheimer’s patient due to decline in 

cognitive ability (19). Jointly, with the caregiver, the Alzheimer’s subjects make a decision to 

participate or not in a specific clinical trial. Thus, the caregiver caries a huge responsibility of 

weighing the benefits and risks of any research study.  

Immediate recall test of the Neurological Test Battery (NTB) shows a strong positive correlation 

with the interview score as indicated by the Pearson’s correlation coefficient (r). Thus, it may be 

an indicator of the level of understanding of the Alzheimer’s subjects. 



28 

 

A major limitation of this practicum study is that it was conducted with a very small sample size 

and thus, makes it difficult for the results to be statistically significant. Hence, I would like to do 

this study with a larger sample size to be able to detect any trend, if present. 

In addition, it would be interesting to ask the caregivers the same interview questions asked to 

the subject.  

The inclusion of age-matched controls who were participating in a non-AD research study, 

would improve this study by controlling for age-related medical confusion that was not disease-

specific. 
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CHAPTER IV 

INTERNSHIP EXPERIENCE 

The six-month clinical research internship that I undertook was located at the University of 

North Texas Health Science Center in the Patient Care Center, specifically in the Department of 

Internal Medicine, Division of Geriatrics. The geriatric department provides specific care to 

patients over the age of 65 years and offers services, such as family conferences, to help cope 

with age-related diseases. Many clinical trials are conducted at this site which target typical age-

related problems such as AD and rheumatoid arthritis. The trial of interest for me was 

specifically aimed at testing the safety and efficacy of the investigational drug, Bapineuzumab, 

in elderly patients with mild to moderate AD. The geriatric division is led by Dr. Janice Knebl 

DO, MBA. Her assistant, Barbara Harty, Geriatric Nurse Practitioner, serves as the clinical 

research coordinator in several dementia related diseases. Ms. Harty is also a member of the 

UNTHSC Institutional Review Board, an assistant professor and my educator during my 

internship. During my internship, two industry sponsored AD clinical trials and two investigator 

initiated studies were ongoing. 

Through this internship, I obtained the working knowledge and valuable experience on how 

human clinical trials are conducted and the roles of a principal investigator, research coordinator 

and the Institutional Review Board (IRB). During my internship I learned and performed day-to-

day activities expected from a clinical research coordinator (CRC). These include subject 

screening, recruitment, preparation and management of a clinical trial. The clinical trial that 

contributed to my experience was a Phase-3, multicenter, randomized, double-blind, placebo-

controlled, parallel group, efficacy and safety trial of Bapineuzumab. This trial was conducted in 



30 

 

patients with mild to moderate Alzheimer disease who are carriers and non-carriers of 

Apolipoprotein E4. This clinical trial was complex and allowed me to truly learn the details 

involved in clinical research management. Duties expected were both direct and indirect with 

regards to study subjects. Direct duties included subject-coordinator rapport, such as recruitment, 

sample collection, adverse event reporting, informed consent process, vital signs assessment and 

monitoring during infusion visits and follow-up phone-calls. Other direct duties involved IRB, 

clinical monitor and study sponsor interactions. Indirect duties included protocol 

implementation, administrative duties, filing of case reports, management of study related files, 

inventory accountability, training and monetary/budget information. Some direct indirect duties 

are explained in detail below.  

 

Training and Certification: 

To participate in research with human subjects the UNTHSC IRB requires the comprehension 

and completion Collaborative IRB Training Initiative (CITI). Health Insurance Portability and 

Accountability Act  (HIPAA) training is also required to have access to private patient 

information.  

The UNTHSC Office of Clinical trials require Study Manager training for stipend compensation 

and doctor fee distribution, in which I obtained.  

Upon sample collection, particularly blood samples, training was offered and completed for 

proper processing, shipping and packaging.  
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Occasionally, our study sponsor provided live training on documentation, protocol and procedure 

changes in which I attended via internet or phone. The study sponsor also provided Medidata 

training, a program specifically designed for data input of any trial related material.  

 

Subject Recruitment and Screening:  

Potential subjects often came from UNTHSC geriatric clinic doctor referrals, active patients of 

the Texas Alzheimer’s Research Consortium (TARC) or by study recruitment ads. I quickly 

learned how to screen potential subject’s medication chart for trial eligibility. If a subject met 

clearance through inclusion/exclusion criteria, Ms. Harty demonstrated how to explain the 

concept of a clinical trial without placing pressure to join the study. She stressed that the drug 

was investigational and that participation was strictly voluntary. If necessary, Ms. Harty offered 

advice and detailed explanation of AD progression. If a subject was unable to join our study, 

their names were kept for further studies if permission was granted.  

 

Implementation of Study Protocol Procedures:  

During my internship, I was fortunate to observe Ms. Harty efficiently explain the details of the 

informed consent. She verbally gave the subject adequate information concerning the study, 

allowed for the subjects to consider all options and answered any questions the subject may have. 

A copy of the informed consent was given to each subject.  
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At each visit, I assisted Ms. Harty in collecting, processing and packaging blood samples for 

laboratory analysis. Guidelines were followed according to study sponsor and the secondary 

laboratory packaging of biological samples regulations. 

During certain study visits, an electrocardiogram (EKG) was obtained. I reviewed and received 

training to successfully perform an EKG and to transmit the results.       

At the end of each study, I ensured that the subject and caregiver would receive their stipend 

supplementation. Ms. Manider Malik, Ms. Harty’s assistant, provided adequate training on the 

use of Study Manager for subject stipend request. Study Manager is a program used by 

UNTHSC Office of Clinical Trials that tracks monetary activities such as subject and doctor 

compensation.  

 

Management Duties:  

Subject binder preparation was an important component of assuring that the visit was properly 

conducted. I was taught to place all necessary documents, workbooks and study visit kits 

together before each patient arrived. I would hand all materials to the corresponding doctors as 

per protocol procedure. By doing so, I inadvertently learned to keep track of inventory, such as 

laboratory kits, airway bills, shipping cartons, test booklets, source documents, subject binders, 

EKG cards and any other study related material.  

Our study sponsor frequently asked for weekly updates regarding the study. As a result, a weekly 

fax was sent to them that included significant information of our enrollment status.  
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Ms. Harty also kept me well informed of changes out study sponsor may have required. Some 

emails required necessary action in which I completed quickly. All items ensured successful 

completion of our study.  

Occasionally, our study subject would inform us of unexpected events. A copy of the Seriuos 

Adverse Event (SAE) was sent to our IRB as well. If a subject missed a study visit due fell out of 

the study window, a protocol deviation had to be filed. Protocol deviations had to be sent to both 

out study sponsor and IRB and approval must be attained before commencing with the study. 

During my internship, many unforeseen circumstances occurred allowing for practice of filing 

such documents.  

 

Regulatory Duties: 

IRB Interaction: 

During my internship, I had the opportunity to participate in many different IRB regulatory 

administrative duties. During my internship, the study was scheduled up for a continuing review.  

If a study is approved with continuing review, it means that the study contains a moderate risk 

level and the IRB wishes to review the study, in this case, every six months. I was also fortunate 

to attend an IRB meeting in which I witnessed various protocols being analysed before approval. 

SAEs that occurred outside of our specific site were also reported to us and subsequently our 

IRB. I learned firsthand how to complete and submit off-site SAEs to our IRB.  

For my practicum report, I participated directly in my own submission of an expedited review.  
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Protocol and Procedural Modifications:  

Because a clinical trial is investigating a new drug, it is common for the study sponsor to make 

modifications to the protocol, procedure and even the informed consent. During my internship, I 

had the opportunity experience changes in protocol design, informed consent and other 

documents.  This provided powerful insight of how a study sponsor might intervene if the 

investigational drug becomes too perilous.  

 

Study Sponsor and Clinical Monitor Communication:  

I observed and even participated in several outreaches to both our study sponsor and clinical 

monitor regarding issues that arose with our clinic site. Such problems included protocol 

deviations and SAE reporting. In my observation, both the study sponsor and clinical monitor 

were quick in responding to our queries.  

During the course of my internship, I was able to participate in a clinical monitor visit. I was able 

to witness the expectation, hard work and effort necessary to become a clinical monitor. My 

management training I received during my internship allowed for a very smooth visit with our 

monitor.  

 

Meetings:  

My internship allowed me to attend departmental, institutional, study sponsor and coordinator 

meetings. During these meeting I learned of the problems that were faced with other studies and 

how to properly address such issues.  
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APPENDIX A 

DAILY JOURNAL 

 

June 1, 2009: 

1) 9:00 a.m: Committee meeting with Dr. Gwirtz, Dr.Stokely and Barbara. Barbara 

explained the Bapenuzimab study that I was going to be involved in. We discussed a 

potential thesis idea for me (general idea: safety reports). 

2) 11:00 a.m: Elan Bapineuzumab American Association of Neurology Presentation 

Meeting. This was a web teleconference. Various aspects of the Phase II study were 

presented including the results, SAEs and their significance. 

3) Preparation of visit 6 of subject scheduled on June 2. Went through the subject folder to 

make sure materials needed for the visit were in place. 

 

June 2, 2009: 

1) Visit 6 procedures performed: 

1) Dr. Hall administered the MMSE. 

2) Dr.Knebl performed the neurological testing 

3) Clean urine sample collected. 

4) Barbara drew blood: 1 tube for hematology, 1 for chemistry. 
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5) Take tubes to the research lab to process according to specifications. EKG performed 

on study patient in exam room. Transfer the EKG data over the phone. Wait for the 

operator to give OK sign for the EKG. 

6) Informed consent signed by the study patient and the caregiver again after Barbara 

explained the change in dosage in the drug, as modified by the sponsor. 

7) Packaging: write the patient no. and initials on all tubes. Placed the tubes and slides in 

given ziplock. Prepared the gel pack. Wrapped the ziplock with the tubes in the gel 

pack and placed in the kit. Called UPS to schedule the pickup. 

8) Added the visit to the patient profile in medidata as taught by Maninder. 

9) Processed the patient stipend request using study manager. Sent a mail to Denise in 

OHRP about each patient stipend processing .( separate mail for each patient) 

10) Attended the monthly IRB meeting from 2 p.m to 4:30 p.m. Observed 6 protocols for 

continuing review and one protocol for full board review. It was good to observer the 

real version of an IRB meeting. 

 

June  3, 2009: 

Read through the study materials like informed consent, protocol to note the details of the Elan 

study. Went through the regulatory binder. 
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June 4, 2009: 

1) Visit 7 procedures performed: 

1) Patient visit at 8:30 a.m. Dr. Hall performed the Neuropsychology Test Battery 

(NTB), Alzheimer’s Disease Assessment Scale-Cognitive Behavior (ADAS-Cog) and 

Neuropsychiatric Inventory (NPI) with the patient. 

2) Lisa Alvarez performed DAD and CDR with the caregiver. She asked the caregiver 

questions about the patient’s behavior. Past events (so that she could cross check with 

the patient). 

3) Barbara performed the Dependence Scale (DS), Resource Utilization in Dementia 

(RUD) LITE, Health Utilities Index (HUI), Quality of Life Alzheimer’s Disease 

Scale (QoL-AD) with the caregiver and QoL-AD with the patient. 

4) Barbara also went over the informed consent with the patient and the caregiver to 

explain the change in dosage. She asked if the patient still wanted to participate after 

knowing the change. Patient and caregiver signatures taken on the new informed 

consent. 

2) Folders and tubes prepared to be given for the For Hers project. 

3) Preparation for monitor visit on June 9. Went through all patient folders to make sure 

everything is in place. Separated out the documents to be signed by Dr.Knebl and 

Barbara. 
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June 5, 2009: 

Went through the regulatory binders for Bapi study 301 & 302. Made sure all documents are in 

the right tabs. Made sure necessary documents had Dr.Knebl’s and Barbara’s signatures. Also 

Medidata has the up-to-date information about all subjects. 

 

June 8, 2009: 

Learnt how to write a safety report. The safety report (report of a SAE at any of the sites 

included in the study) is to be submitted to the UNTHSC IRB. Also a copy of the safety report is 

to be filed in the study binders. 

 

June 9, 2009: 

1) Visit no. 7 (infusion) of subject. Observed the physical and neurological testing 

administered by Dr.Knebl. Learnt how to package blood samples and ship on dry ice. 

2) SAE on site was reported. It was vasogenic edema (asymptomatic). Sent the necessary 

paperwork to the sponsor. Filled out adverse event form of UNTHSC IRB and sent to 

Deb.Ceron. 

3) Entered Visit 7 details into Medidata and study manager. 

4) Sent an email to Rhonda Dennis to process the stipend request. 
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June 10, 2009: 

Preparation for monitor visit. Made sure all documents are in place in all subject binders, 

regulatory binders. 

 

June 11, 2009: 

Monitor visit. 

 

June 12, 2009: 

Discussed the corrections suggested by the monitor. But overall he was happy with our site! 

 

June 15, 2009: 

Meeting with Dr.Knebl and Barbara at 9 a.m to discuss my thesis topic. The topic discussed at 

the committee meeting did not seem meaningful. Dr.Knebl suggested a new topic. 

 

June 16, 2009: 

1) Attended Sandra’s defense at 8 a.m. 

2) Study visit no. 8 of subject. Dr.Hall performed the MMSE (Mini Mental State 

Examination). Barbara collected blood and urine samples. I processed and packaged the 

samples under Maninder’s supervision and shipped via USPS. Sent an email to Rhonda 

Dennis for stipend request form. 

3) Literature review for thesis. 

 

 



40 

 

June 17, 2009: 

1) Maninder and I went to Deb Ceron’s office to discuss the discrepancies in the continuing 

review. We discussed all the issues and finally resolved them! 

2) Literature review. 

 

June 18, 2009: 

Completed two safety reports sent by the sponsor.  Sent necessary documents to UNTHSC IRB. 

 

June 19, 2009: 

1) Completed the medidata and study manager details of visit 8 for subject no. 246-1008. 

2) Visited Carolyn Polk’s office to go through theses of past CRM students. 

3) Literature review. 

 

June 22, 2009: 

1) Sent the missing regulatory documents to PRA international (CRO) for the study. 

( Barabara’s CV, Medical License, Financial disclosure forms) 

2) Sent the same set to Tina Mc Call in Office of Clinical Trials. 

3) Met with Dr.Gwirtz at 10:00 a.m to discuss the new topic for my thesis. 

4) Visit no. 8. Dr. Hall performed MMSE. Barabara took vital signs and drew 

blood.Packaged blood samples and sent by UPS. Any adverse events and change in 

medications were recorded. 
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5) Prepared for visit no. 7 for June 23 for patient 246-1010. 

6) Literature review. 

 

June 23, 2009: 

1) Meeting with Dr.Knebl to discuss my doubts about the thesis with her. 

2) Visit no. 7. I observed Dr.Hall administer the Adas-Cog, NPI and NTB.  I also observed 

Lisa Alvarez administer RUD-LITE and QOL tests with caregiver and the subject. 

Barabara took the vital signs and went over the new informed consent with both the 

caregiver and the subject. Any adverse events and change in medications were noted. 

3) I entered  the visit no. 8 details that took place on June 22 in medidata.  

4) I entered the visit details in study manager. I sent an email to Rhonda Dennis for request 

to process stipend request form for today’s visit. 

5) I called Covance supplies to order new kits and shipping boxes. 

6) Sent the follow-up SAE form to UNTHSC IRB for the adverse event reported at our site 

for subject. 

 

June 24, 2009: 

1) Literature review for research proposal. 

2) Attended seminar on “Bioterrorism” at James.L.West with Barbara and Maninder. 

 

June 25, 2009: 

1) Entered visit no. 7 details in medidata. 
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2) Prepared the follow-up report for on-site SAE to be submitted to UNTHSC IRB. Took 

signatures from Dr.Knebl. 

3) Worked on research proposal. 

 

June 26, 2009: 

Literature review 

 

June 27, 2009: 

Attended the “Alzheimer’s Awareness Tour” organized by the Alzheimer’s Association with 

Maninder at Hyatt Place, Dallas From 9 a.m to 11:30 a.m. They screened a part of the 

documentary “The Alzheimer’s Project” created by HBO. At the end, Maninder and I answered 

questions from the audience on clinical trials and in particular we spoke about the Elan Study. It 

was a good experience! 

 

June 29, 2009: 

1) Attended the “Bapineuzamab PIII IVRS training” through a virtual meeting and 

teleconference. They gave training on subject randomization. 

 

June 30, 2009: 

1) Maninder showed how subjects are screened for the Elan study. I screened 30 patients to 

look for potential subjects for the study. I made a list of the qualified and disqualified 

patients. 
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July 1, 2009: 

1) I screened some more subjects for the study. 

2) Worked on research proposal. 

 

July 2, 2009: 

1) Meeting with Dr.Harvey to discuss my project. I explained my ideas to her. She made a 

few suggestions. 

2) Literature review. 

 

July 3, 2009: 

1) Study subject from Novartis study scheduled. Barb took the vital signs and handed over 

the medications to her. 

2) Barb explained how to complete the Drug Accountability Log. 

3) Meeting with Dr.Harvey at 11:30 a.m 

 

July 6, 2009: 

1) Maninder and I screened patients for enrollment in Elan study. 

2) I discussed the corrections in the questionnaire for my project suggested by Dr.Knebl 

with Barb. 

3) Barb and I discussed the IRB research proposal in detail. She suggested corrections. 

4) Brad, the monitor called to update on the transfer of subject to Wisconsin. 

5) Attended the monthly Geriatrics division meeting at 12:00 p.m. 

6) Worked on research proposal. 
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July 7, 2009: 

1) Completed safety report. Maninder gave instructions. 

2) Discussed with Barb all the doubts for the IRB submission. 

3) Took signatures from Dr.Knebl on documents 

4) Sent a fax to Elan 

 

July 8, 2009: 

1) Completed safety reports 

2) Took signatures from Dr.Davanloo 

3) Filed all new documents in the regulatory binder. 

4) Worked on IRB submission 

5) Discussed my doubts with Kimberly Brown 

 

July 9, 2009: 

1) Completed training on packaging and shipping hazardous goods. 

2) Prepared schedule for visits of all subjects with Maninder’s guidance 

3) Discussed my doubts for IRB submission with Barb. 

4) Prepared the packet for IRB submission. 

 

July 10, 2009: 

1) Worked on research proposal 

2) Went to the library 

3) Submitted the IRB application 
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July 13, 2009: 

1) Completed safety report. Took signatures from Dr.Knebl. Sent to Deb Ceron in IRB 

office 

2) Updated regulatory binder. 

 

July 14, 2009: 

1) Completed safety report 

2) Worked on IRB proposal 

3) Worked on research proposal 

 

July 15, 2009: 

1) Worked on research proposal 

2) Screened subjects for Elan study 

 

July 16, 2009: 

1) Worked on research proposal 

2) Updated the subject binders 
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3) Discussed the safety report I had completed with Maninder. She explained the mistakes I 

had made. 

 

July 17, 2009: 

1) Modified the safety report according to Maninder’s suggestions. 

2) Sent the documents to Deb Ceron 

3) Submitted final documents for my expedited review application to Jill in IRB office. 

 

July 20, 2009: 

1) Signatures taken from Dr.Knebl on documents (change of study personnel and COI) and 

submitted to Jill in IRB office. 

2) Screened subjects for Elan study 

3) Dr.Knebl told me about the new projects I will be handling during my internship. 

4) Faxed the MRI sheet to Radiology Associates. 

5) Prepared for visit 8 for tomorrow. 

6) Maninder, Lisa Alvarez and I discussed about the new therapies in clinical trials for 

Alzheimer’s. Lisa told us about the International Alzheimer’s Conference she recently 

attended in Vienna. 
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July 21, 2009: 

1) Picked up IRB approved materials for my project. Yay!! 

2) Conducted interview with subject. 

3) Visit 8 for subject #246-1008 

4) Processed blood samples 

5) Called UPS to schedule a pick-up for blood samples. 

6) Safety report 

 

July 22, 2009: 

1) Completion of safety report. 

2) Entered visit details of July 21 in Medidata. 

3) Went through subject binders to make sure all information was entered in Medidata. 

(preparation for monitor visit in August) 

4) Maninder taught me how to randomize subject. 

 

July 23, 2009: 

1) Went through subject binders and resolved queries in medidata. 

2) Maninder, De Raan and I had a meeting about the balance study and the updates. 
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3) Safety report. 

 

July 24, 2009: 

1) Safety report. 

2) Went through subject binder. 

 

July 27, 2009: 

1) Safety report completion 

2) Preparation for visit on 28th July. 

 

July 28, 2009: 

1) Visit no. 9 for subject 

2) Entered all data into Medidata software. 

3) Sent Rhonda Dennis an email about stipend request. 

4) Entered data into Study Manager 
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July 29, 2009: 

1) Took signatures from Dr.Davanloo 

2) Sent documents to Deb Ceron in IRB 

3) Safety reports 

4) Meeting with Jim Moss 

 

July 30, 2009: 

1) Safety report 

2) Copied entire subject binder for a subject being transferred to another site 

3) Sent all documents to Wisconsin 

 

July 31, 2009: 

1) Screening of a new subject. 

2) Packaged and sent blood work 

3) Safety report 
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Aug 3, 2009: 

1) Safety report 

2) Sent safety report to Deb in IRB 

3) Screened 50 patients for Balance study and sent the names of potential subjects to 

Dr.Patterson’s Assistant 

4) Attended Geriatrics Division monthly meeting at noon. 

5) Observed Barb perform phone screening for the Elan study. 

6) Updated 1572 form for the Novartis study. 

 

Aug 4, 2009: 

1) Filed the safety reports received from IRB in the regulatory binder. 

2) Completed safety report. 

3) Screened 25 patients for the balance study. 

 

Aug 5, 2009: 

1) Safety report completion 

2) Screening for Balance study. 
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Aug 6, 2009: 

1) Safety report 

2) Screening for balance study 

3) Filing documents in the subject folders 

 

Aug 7, 2009: 

1) Safety report 

2) Screening for balance study 

3) Observed the data collection for balance study in the clinical research unit of the 

osteopathic medicine division. 

 

Aug 10, 2009: 

1) Safety reports. 

2) Preparation of visit 9 on Aug 11 

3) Spoke to CRA about doubts we had. 

 

 

 



52 

 

Aug 11, 2009: 

1) Visit 9 for a subject. 

2) Packaged blood sample. 

3) Called UPS to schedule a pickup. 

4) Sent e-mail to Rhonda Dennis for stipend request 

5) Entered all the visit data into Medidata. 

6) Entered data into Study Manager. 

 

Aug 12, 2009: 

1) Safety report 

2) Went through subject binders to get ready for monitor visit. 

3) Clinical Research Coordinator’s meeting. 

 

Aug 13, 2009: 

1) Safety report 

2) Screening for Balance study 

3) Went through subject binders for monitor visit 
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4) Took Dr.Knebl’s signatures 

 

Aug 14, 2009: 

1) Safety reports. 

2) Went through subject binders for monitor visit 

3) Balance study screening 

 

Aug 17, 2009: 

1) Safety report. 

2) Went through Regulatory Binder to make sure everything was ready for monitor visit 

3) Called subject to confirm visit 

4) Screening visit for a new subject 

 

Aug 18, 2009: 

1) Took Dr.Knebl’s signatures 

2) Sent safety report to Den Ceron 

3) Filed all the documents into respective subject binders. 
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Aug 19, 2009: 

1) Safety report 

2) Screening visit for a new subject 

3) Packaged and sent the blood sample 

4) Screened for balance study 

5) Preparation for visit on Thursday 

6) Spoke to Brad (CRA) 

 

Aug 20, 2009: 

1) Study Visit 

2) Packaged blood and scheduled shipping via Fedex 

3) Entered all the study details in medidata 

4) Entered data into Study Manager 

5) Emailed Rhonda Dennis to process stipend request 

6) Filled out the Medical Exemption Form and faxed it to Elan 

7) Brad’s (CRA) visit. 

8) Mailed screening informed consent to the patient seen on Aug 19th. 
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Aug 21, 2009: 

1) Safety report. 

2) Sent it to Deb Ceron 

3) Screened for Balance Study 

4) Discussed the data in all subject binders with the CRA (Brad) 

5) Resolved all queries with Brad. 

 

Aug 24, 2009: 

1) Safety report. Took Dr.Davanloo’s sign and sent to Deb Ceron 

2) Made a new binder for new subject that has been entered into the study. 

3) Discussed scheduling for new subject with Barb 

4) Data collection for the For Hers Project 

5) Prepared documents for Screening Visit-Part 2 for new subject 

 

Aug 25, 2009: 

1) Balance study screening 

2) Sent the new informed consent to Wendy for IRB approval 
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Aug 26, 2009: 

1) Screening for balance study 

2) Completed on-site SAE form and took signatures from Dr.Knebl 

3) Discussed the SAE (on-site) situation with Dr.Knebl 

4) Completed the SAE form for Elan. 

5) Spoke to Brad (CRA) 

 

Aug 27, 2009: 

1) Sent the On-Site SAE form to Deb Ceron 

2) Sent the SAE form to Elan risk management and pharmacovigilance group. 

3) Screening for Balance Study. 

4) Spoke to Brad (CRA) 

 

Aug 28, 2009: 

1) Safety report 

2) Filed documents 

3) Screening for Balance study 



57 

 

Aug 31, 2009: 

1) Safety report 

2) Screening for Balance study 

3) Preparation for visit on 1st Sept. 

 

Sep 1, 2009: 

1) Visit 9 for subject 

2) Entered visit data in Medidata 

3) Entered visit data in study manager 

4) Emailed Rhonda Dennis for stipend request form processing 

 

Sep 2, 2009: 

1) Screening for Balance study. 

 

Sep 3-Sep 4, 2009: 

Did not go to office because I was out of state. 
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Sep 7, 2009: 

Labor Day holiday! 

 

Sep 8, 2009: 

1) Safety report 

2) Worked on the suggestions given by Dr.Knebl to improve research proposal 

3) Took signatures from committee members and submitted research proposal to the 

Graduate Office 

4) Discussed with Lisa the status of For Hers project 

5) Sent documents to Radiology Associates. 

6) Sent email to clarify doubts about new recruitment materials for the ICARA study. 

7) Preparation for visit on Sep 9, 2009. 

 

Sep 9, 2009: 

1) Subject Visit 

2) Entered all data in Medidata 

3) Entered visit details in study manager 

4) Emailed Rhonda for stipend request form processing 
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5) Collected IRB approved revised ICFs from Office of Clinical Trials 

6) Filed documents in their respective binders. 

 

Sep 10, 2009: 

1) Subject visit for screening 

2) Packaged and sent blood sample. 

3) Filed safety reports 

 

Sep 11, 2009: 

1) Screening for Balance Study 

2) Sent an email to Dr.Knebl to give update on Balance Study 

3) Worked on thesis writing 

 

Sep 14, 2009: 

1) Screening for Balance study 

2) Attended the board review. 

3) Updated study files 
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4) Discussed the For Hers project with Dr.Knebl 

 

Sep 15, 2009: 

1) Screening for Balance study 

2) Sent an email to Tina in Office of Clinical Trials to clarify the IRB’s doubt about our new 

email ad. 

3) Sent the new approved advertising materials for our study by fax. 

 

Sep 16, 2009: 

1) Balance study screening 

 

Sep 17, 2009: 

1) Balance study screening 

2) Safety report 

3) Updated study files 

4) Spoke to Brad to give updates 
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Sep 18, 2009: 

1) Updated regulatory binder 

2) Safety reports 

3) Screening for Balance study 

 

Sep 21, 2009: 

1) Screening for balance study 

2) Preparation for visit on Sep 22 

 

Sep 22, 2009: 

1) Visit # 10 

2) Entered visit details in Medidata 

3) Sent email to Rhonda Dennis for stipend request 

4) Entered visit details in study manager 

5) Safety reports-completed and sent to Deb Ceron 

6) Screening for Balance Study 

7) Sent email to committee members to decide defense date 
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8) Worked on thesis writing 

 

Sep 23, 2009: 

1) Screening for Balance study 

2) Updated regulatory binder 

3) Worked on thesis writing 

 

Sep 24, 2009: 

1) Updated regulatory binder 

2) Updated subject binder 

3) Safety report 

4) Worked on thesis writing 

 

Sep 25, 2009: 

1) Safety report 

2) Updated regulatory binder 

3) Balance study screening 
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Sep 28, 2009: 

1) Updated AE log for subject 

2) Balance study screening 

3) Ordered Apo E kits 

4) Worked on thesis writing 

 

Sep 29, 2009: 

1) Safety report 

2) Balance study screening 

3) Spoke to Brad about my doubts 

4) Subject screening 

5) Packaged and sent blood 

 

Sep 30, 2009: 

1) Safety report 

2) Sent email to Tina in IRB 

3) Updated Medidata 



64 

 

Oct 1, 2009: 

1) Sent new materials for IRB approval 

2) Safety report 

3) Updated subject binders 

 

Oct 2, 2009: 

1) Safety report 

2) Faxed approved email ad to recruitment specialist 

3) Worked on thesis writing 

 

Oct 5, 2009: 

1) Updated regulatory binder 

2) Safety report 

3) Thesis writing 

 

Oct 6, 2009: 

1) Safety report 
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2) Spoke to Brad 

3) Screening for Balance study 

4) Thesis writing 

 

Oct 7, 2009: 

1) Safety report 

2) Updated regulatory binder 

3) Worked on thesis 

 

Oct 8, 2009: 

1) Updated subject binder 

2) Screening for Balance study 

 

Oct 9, 2009: 

1) Scheduled MRI for subject 

2) Screening for Balance study 
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Oct 12, 2009: 

1) Updated regulatory binder 

2) Safety report 

3) Worked on continuing review-progress report 

 

Oct 13, 2009: 

1) Safety report 

2) Worked on thesis 

 

Oct 14, 2009: 

1) Safety report 

2) Worked on progress report 

 

Oct 15, 2009: 

1) Safety report 

2) Updated regulatory binder 
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Oct 16, 2009: 

Did not go to office 

 

Oct 19, 2009: 

1) Safety report 

2) Met with the new Director of Clinical Trials- Dr.Bergamini 

3) Updated regulatory binder 

4) Prepared for visit 9 on Oct 20th 

5) Spoke to Brad (CRA) to discuss the re-dosing for subject coming in on Oct 20th 

 

Oct 20, 2009: 

1) Subject visit 

2) Entered all visit data in Medidata 

3) Updated visit in Study Manager 

4) Sent email to Rhonda for stipend request process 
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Oct 21, 2009: 

1) Safety report 

2) Worked on thesis writing 

 

Oct 22, 2009: 

1) Worked on continuing review and submitted it to Tina in the Office of Clinical Trials 

2) Worked on thesis writing 

 

Oct 23, 2009: 

1) Safety Report 

2) Updated subject binders and regulatory binders 
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APPENDIX B 

INTERVIEW QUESTIONNAIRE 

Subject ID no: 

1) Do you know the name of this place? 

 

2) Do you know why you have come here today? 

 
 

3) Do you know if you have come to the clinic today for your usual medical care (such as a 

a check up) or are you involved in a research study? 

 

4) Do you know what the research study is about? 

 
 

5) Do you believe that you can refuse to participate in the research study? 

 

6) As a participant in this research study, do you know if you are receiving the study 

medication or the placebo (sugar pill or salt water infusion)? 

 
 

7) As a participant in this research study, do you receive the study medication in pill form                       

or as an injectable (in your vein)? 
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8)  Are you taking part in this research study in the hope that the study medication with help 

you or other patients with Alzheimer’s disease? 

 

 

• Scoring:  0-unable to answer/ wrong answer, 1-partial correct answer, 2-correct answer. 

• Total score:0-16 

• Score of at least a 50% would suggest that the subject has a reasonable knowledge of the 

meaning of being in a research study. 

• A partial correct answer is expected only for question # 1 and # 4: 

• # 1: correct answer- University of North Texas Health Science Center 

       Partial correct answer- doctor’s office, medical facility 

• # 4: correct answer- Testing a new drug for Alzheimer’s disease 

       Partial correct answer- testing a drug for my memory problem 
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APPENDIX C 

IRB DOCUMENTS 
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APPENDIX D 

NEUROPSYCHOLOGICAL TESTS 
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