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The new regulation disseminated under the Health Insurance Portability and 

Accountability Act may impose serious restrictions as to how medical information can be 

used and disclosed. The law's basic provisions began to take effect in 1997 with three 

principles: 1) to make it possible for people to get coverage even when they have past or 

present medical conditions/health factors, 2) to help people maintain the coverage needed 

when changing insurance or jobs, and 3) to make insurance more accessible for those 

who work in small businesses. A separate provision in the law imposes strict regulations 

on the privacy and security of patient health information. This provision has created the 

need to conduct research on the impact that this will have on a variety of health care 

issues. While some clinical practice research may be conducted without information 

linked to medical records, other research relies on personal identifiers to track treatment 

of an individual over time or link multiple sources of patient information. 

A randomized study was conducted to test the hypothesis that lllP AA would 

effect patient enrollment in clinical trials, and results supported the hypothesis. A lack of 

1) willingness to authorize release of medical information and 2) a lack of understanding 

of the informed consent with the HIP AA language were the two predominant reasons 

given for refusing to sign. 
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CHAPTER I 

INTRODUCTION/BACKGROUND 

1.1 Privacy Issues in Healtbcare 

The standard of privacy in healthcare dates back to Hippocrates. All healthcare 

professionals embrace a form of the Hippocratic oath at the start of their careers (9). 

Patient medical records have traditionally been used by physicians and medical insurers, 

but the establishment of electronic records and large databases of medical information 

increased the number ofhealthcare professionals and organizations with access to 

medical records (25). Organizations such as pharmaceutical companies, Institutional 

Review Boards, Federal regulatory authorities, health insurance companies and 

employers began to have an unprecedented access to medical record information. 

Although such accessibility allows for research that can improve the awareness of 

diseases and treatments across .wide-ranging populations, the number of people with 

access to personally identifiable medical information has raised questions about the 

possible misuse of the data and the adequacy of the current system of protections (25). 

Medical information differs from other personal data, such as financial history or credit 

status, in that it is much more private, intimate, and sensitive. Misuse of medical 

information may cause serious harm such as discrimination or loss of insurance or 

employment. Therefore, it merits more protection than other less sensitive personal data 

as those listed above. 
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Americans are increasingly concerned about the loss of privacy in day-to-day life, 

and especially with respect to their health information. Lack of privacy has led people to 

withdraw from full participation in their own health care out of fear that the information 

will be inappropriately used or disclosed (IS). One out of six people engage in some 

form of privacy-protective behavior to protect him/herself from the misuse of health 

information. These behaviors include withholding information, providing inaccurate 

information, doctor-hopping to avoid a consolidated medical record, paying out of pocket 

for care that is covered by insurance, and in the worst cases, avoiding care altogether 

(34). While privacy is one of the key values on which our society was built, it is more 

than an end in itself. It is also necessary for the effective delivery of health care. 

1.2 The Health Insurance Portability and Accountability Act 

The Health Insurance Portability and Accountability Act (lllP AA) was passed by 

Congress and signed by President Clinton in I996 (9). "The law's basic provisions began 

to take effect on July I, I997 with three principles: I) to make it possible for people to 

get insurance coverage even when they have past or present medical conditions/health 

factors, 2) to help people maintain the insurance coverage needed when changing 

insurance or jobs, and 3) to make insurance more accessible for those who work in small 

businesses" (31). The law was designed to ease a growing problem known as ')ob lock", 

which is defined as the reluctance to move from one company to another for fear of 

losing health coverage (9). The driving force behind lllP AA was the action of health 

insurance companies attempting to reduce costs by invoking a pre-existing condition 

clause and refusing to cover a condition a person had before entering the health plan. 

lDP AA imposes limits to the extent to which some group health plans can exclude 
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coverage for pre-existing conditions (9). Ahhough many states have adopted laws that 

protect the health information relating to certain pre-existing health conditions such as 

mental illness, communicable diseases, cancer and AIDS, few actually extend 

comprehensive protection to individual medical records (8). Currently only four states 

(Hawaii, California, Connecticut, and Maryland) have laws that limit an employer's 

access to health information (8). HIP AA may change this. 

1.3 The Privacy Rule 

Although HIP AA was primarily signed into law on the premise of insurance 

''portability'', it did not take long for the underlying issue of privacy to reveal itself. 

Published on December 28, 2000, the HIP AA Privacy Rule defines health information as 

"any information, whether oral or recorded, in any form or medium that: 1) is created or 

received by a healthcare provider, health plan, public health authority, employer, life 

insurer, schoo~ university or clearinghouse [an intermediary between health care 

providers and other entities, such as payers, that help bridge the communication gap 

resuhing from the problem of not having a standard format of transaction language] and 

2) relates to the past, present or future physical or mental condition of an individual" ( 4). 

The Privacy Rule applies to health plans, the above defined health care clearinghouses 

which receive health care data from a health care provider, translate the data from a given 

format into one acceptable to the intended recipient, and forward the processed data for 

further action, and health care professionals that conduct financial and administrative 

transactions electronically (4). In addition, on July 6, 2001, the Department ofHealth 

and Human Services issued guidance documents on specific requirements contained in 

lllPAA's Final Standards for Privacy oflndividual Identifiable Health Information (4). 
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According to the guidance documents, the purpose of the Privacy Rule is to provide 

patients with more control over their health information while establishing boundaries on 

the use and release of personal health information ( 1 ). The regulations create a new 

standard for the management of health information, giving consumers control of their 

health information through the use of minimal disclosures, allowing access to one's own 

information, and ensuring that health information is obtainable by third parties only after 

de-identification, authorization or consent (1). 

De-identified information is not protected under IDP AA and can theoretically be 

used for clinical trials without authorization by the patient or their legally authorized 

representative (31 ). De-identification, under IDP AA, requires the removal of 18 data 

elements from the patient's health information. These 18 elements include any 

information the entity knows could be used, alone or in combination with other 

information to identify a subject as listed in table 1.1 (31 ). 

Table 1.1 

Elements Which Must be Removed for De-identification of Medical Information 

1. Names 

2. Geographic location of an individual if smaller than a state 

3. Zip codes 

4. Any dates (birth, admission, discharge, death) 

5. Age 

6. Telephone and f3x numbers 

7. E-mail addresses 

8. Social security numbers 
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9. Medical record numbers 

I 0. Health plan beneficiary numbers 

11. Account numbers 

12. Certificate and license numbers 

13. Vehicle identificatio~ vehicle serial numbers, license plate 
numbers 

14. Device identifiers 

15. URL' s and IP address numbers 

16. Biometric identifiers (finger prints, voice prints) 

17. Full face photos 

18. Any other unique identifiers 

The Privacy Rule also deems information "de-identified" if a person with appropriate 

knowledge of and experience with generally accepted statistical and scientific methods 

determines that risk of identification is very small and provides documentation of the 

methods or analysis, by which they made this determination (31 ). If health information is 

not de-identified, lllP AA requires that the patient sign an authorization form specifying 

health information to be used for purposes other than treatment, healthcare operations, 

and billing (13). 

Another alternative is authorization by the patient to release health information. 

The lllP AA authorization must include certain core elements, and their absence will 

make the authorization not enforceable (2). 

''The core elements are as follows: 1) the authorization must be in 

layman's terms, 2) it must contain a meaningful description of the 
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protected health information, including whether the protected health 

information is newly created, pre-existing, or both, 3) it must identify the 

persons requesting the protected health information and to whom the 

protected health information will be disclosed, 4) it must give the date or 

event that will mark the end of disclosure or use of information, 5) it must 

acknowledge that the individual can revoke the authorization at anytime, 

6) it must state that used/disclosed protected health information may no 

longer be HIP AA protected, and 7) it must be signed and dated by the 

individual or their legally authorized representative. If the purpose of the 

authorization is for research that includes treatment, the authorization must 

also contain: 1) a statement that the subject may inspect or copy his/her 

information, 2) a statement that the subject may refuse to sign the 

authorization without jeopardizing treatment (except investigational 

treatment in clinical trials), and 3) if applicable, a disclosure that the 

researcher will be remunerated directly or indirectly'' (2). 

A third option for releasing information is consent given by the patient for 

purposes ofhealthcare, treatment operations, and billing. This consent is a general 

consent form that each healthcare provider must obtain prior to providing services to the 

individual. Each provider need only get consent once as opposed to authorization which 

must be obtained for each individual use/disclosure. 

Another component of the privacy rule is the ''minimum necessary rule". The 

minimum necessary rule limits the use and disclosure of protected health information for 

payment or health care operations to the minimum necessary to accomplish the intended 
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purpose. Covered entities have been concerned both by the administrative burden of 

implementing new policies and procedures and by the prospect that the rule may impede 

essential activities that result in incidental disclosures (1). Among the illustrations given 

of impermissible disclosures are routine discussions about a patient at a nursing station 

that might be overheard by personnel not involved in the patient's care, the use of joint 

treatment areas, sign-in sheets, calling out names in waiting areas and discussion of a 

patient during training rounds (9). The minimum necessary rule has been the most 

controversial provision of the Privacy Rule (31 ). Many people protect credit data more 

zealously than health records, yet unauthorized disclosure of medical information can 

cause embarrassing or devastating consequences that can affect personal status, 

employment status, social interactions and interpersonal relationships (9). 

On March 21, 2002, Health and Human Services (HHS) secretary, Tommy G. 

Thompson, proposed changes to the July 6, 2001, HHS health privacy regulations to 

ensure strong privacy protections while correcting unintended consequences that 

threatened patient access to quality health care (22). Thompson believes the proposed 

revisions are necessary to fix problems with the previously published rule that otherwise 

could make it more difficult for patients to get quality care quickly and easily (22). Five 

major proposals dealing with: consent/notice of privacy, minimum necessary/oral 

communications, use/disclosures for research purposes, use/disclosures for which 

authorization is required, and de-identification were made to address concerns about the 

original rule (22). 

One of the most significant proposals affects consent and notice. The proposal 

would promote access to care by removing consent requirements that would potentially 
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interfere with efficient delivery of health care, while strengthening requirements for 

providers to notify patients of privacy rights (25). Under the propo~ patients would be 

asked to sign an acknowledgement of receipt of notice of privacy rights, which would 

give patients the opportunity to consider the privacy policies before making the decision 

to sign the general consent form (26). 

A second proposal deals with the minimum necessary provision, which is thought 

to be an essential element in privacy protections for individual medical information. The 

proposal would retain both oral conununication and minimum necessary requirements, 

but it would make clear that a physician could discuss a patient's treatment with other 

physicians and professionals involved in the patient's care without fear of violating the 

rule if they are overheard (14). As long as covered entities meet the minimum necessary 

standards and utilize safeguards to protect personal health information, accidental 

disclosure (such as a patient hearing a fragment of a conversation) would be a permissible 

disclosure (14). 

A third proposal would eliminate the need for researchers to use multiple consent 

forms-one for informed consent to the research and one or more related to access to 

information on privacy rights. ·Researchers, such as the principal investigator, the 

contract research organization, or the site, could instead use a single combined form to 

satisfy both purposes. The proposal would also simplify other provisions so that the 

existing rule more closely follows the requirements of the "Common Rule", which 

governs federally funded research. 

A fourth proposal would allow the use of a single type of authorization form to 

get patients' permission for a specific use/disclosure that otherwise would not be 
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permitted under the Privacy Rule (33). Patients would still need to grant permission in 

advance for each type of use/disclosure, but the proposal would eliminate the need for 

different forms to obtain that advance permission. 

A fifth major proposal deals with the de-identification of protected health 

information. Under the current rule, a covered entity may freely use/ disclose protected 

health information, if the information is de-identified by one of the two possible locations 

previously mentioned (31 ). The proposed rule does not modify either method of de

identification, but instead, the Department of Hwnan and Health Services bas requested 

an alternate approach that would permit covered entities to use/disclose a limited data set 

for researc~ public health and healthcare operations only (33). The limited data set 

would exclude readily identifiable information such as name, address, telephone and fax 

numbers, e-mail address, social security number, certificate/license number, vehicle 

identifiers, serial numbers, IP addresses, and full-face photos (33). The data set, as 

shown in table 2, could include information on admission, discharge dates, service dates, 

date of dea~ age and five digit zip codes (33). In April of2003 (the mandatory 

compliance date), these five significant proposals, if approved, will affect the 

HIP AA privacy regulations by easing the burden imposed on those conducting research. 

Table 1.2 

Proposed Limited Data Set 

1. Date of admission, or service 

2. Date of death 

3. Age 

4. Date of discharge 
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1.4 lmpaet of HIP AA on Clinical Research 

Health research is primarily conducted to advance biomedical science, understand 

health care use, evaluate and improve health care practices, and determine causes and 

patterns of disease ( 19). Clinical trial resuhs are the most important source of infonnation 

providing the foundation for evidence-based practice in American medicine ( 16). The 

resuhs of these research efforts have led both to breakthrough advances in diagnosis, 

prevention and treatment, as well as to cost-savings in the health care system (19). The 

rules set forth by IDP AA may affect accessibility to medical records for hypothesis 

development, study design, or other types of activities involved in preparing a study for 

research (16). During screening, medical records of patients within their practice groups 

are often reviewed. In addition, laboratories may be consuhed for a list of patients whose 

lab values are above a certain range ( 14 ). Both methods aid in estimation of enrollment 

capabilities. 

There are a number of studies that require personally identifiable infonnation to 

ensure study validity or to simply answer the study question (24). Researchers may need 

to contact patients or review niedical records to validate the quality of data used in their 

research studies (24). To prevent error, researchers may use identifiable data to check for 

duplicate records or redundant cases. Researchers may also need to link muhiple sources 

of information, such as electronic databases and patient records, to compile sufficient 

data to answer the research question (24). There are now several well-known efforts to 

compile vast collections of biological materials and link the samples to medical 
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records (12). Biological materials, such as those belonging to biobanks, have greater 

utility if they are linked with demographic information, and they are even more valuable 

if they are also linked with individual medical records (2). The ability to link genotype 

and phenotype is extremely important in genetic research ( 5). If a sample is anonymous 

or has been de-identified, donor withdrawal of a sample from the biobank would be 

impossible, should the donor subsequently change their mind about participation (12). 

Ahhough some types of research can be accomplished without access to 

information that is fully identifiable, epidemiological research would be next to 

impossible (19). Epidemiological research is of great importance to understand the kinds 

of patients that are likely to develop a disease, the effectiveness of existing treatments, 

the types and rates of complications, and the costs of medical care associated with the 

disease (20). For epidemiological studies, researchers need to review thousands of 

records to identify appropriate subjects for their study ( 4 ). It is often difficult, if not 

impossible, to obtain the permission of every subject whose medical records are 

contained in the files. Deleting the 18 specific identifiers may result in medical history 

data of questionable completeness, raising serious doubts about the validity of 

conclusions drawn from any reSearch using a de-identified database ( 4). For longitudinal 

studies, researchers may need to track patients' care over time and link events that occur 

during the course of treatment (20). 

Because patients can request to view their medical records at any time, a subject 

can request to see the source documents or case report forms even before a clinical study 

is terminated (31 ). These medical records may contain information about reports of tests, 

procedures, diagnoses, progress notes, and other source records related to the diagnosis 
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and treatment of the patient (31 ). If the study is blinded and viewing of the information 

risks a "breaking of the blind", the subject may bias the study (31). Knowledge of 

laboratory results may influence the subject's future responses (3). One could question 

whether the professionals might be tempted to not write down certain prognoses, 

diagnoses, or procedures in fear that the patient may read them in the future. In addition, 

access to medical records of deceased individuals may be an important component in 

researclL If an individual dies when involved in a clinical trial, it is of great importance 

to collect as much information possible regarding the clinical research subject's time and 

cause of death (17). Although this information can aid in adverse event and serious 

adverse event reporting, such disclosure of research data for a deceased person may have 

negative consequences for surviving relatives (10). 

It is a prevalent opinion of those living in our society to support both protecting 

the privacy of medical records and encouraging medical research (16). Just as the misuse 

of medical information can cause harm, appropriate use of such information can produce 

incomparable benefit. Recorded clinical information has for generations been the basis 

for advancing our understanding of diseases and assessing the effectiveness of new 

therapies and preventive strategies (16). The ambiguity of certain aspects of the new 

rule's provisions, coupled with substantial new liability, may lead physicians and health 

care institutions to restrict or prohibit the release of medical information for research 

purposes (16). Such an outcome might marginally enhance patient privacy, but at a 

potentially steep cost to public healtlL Accurate medical records assist communities to 

identify troubling public health trends and to evaluate the effectiveness of various public 

health efforts (19). Accurate information aids the public and private payers in making 
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correct payments for care received and lowers cost by identifying fraud. Accurate 

information provides scientists with data needed to conduct research. We cannot 

improve the quality of health care without information about which treatments work and 

which do not (24). 

After the HIPAA privacy regulations are in effect in April of2003, the current 

informed consent document used in clinical research will no longer be sufficient. The 

effect of HIP AA will be to enhance awareness of potential misuse of protected health 

information. It is the hypothesis of this study that when potential subjects are presented 

with these new HIP AA-approved authorization forms, subjects will be less likely to 

emoll in a clinical trial than when presented with a traditional informed consent 

document. Presentation of the authorization form may invoke a fear of something many 

never may have thought of before- a potential misuse of protected health information. 

•Please refer to appendix J for dates listed in the above text 
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CHAPTER II 

MATERIALS AND METHODS 

2.1 Literature Search 

A literature search was performed using various search engines. A general search 

on lllP AA and the origination of the Act was conducted using the keyword "IDP AA" on 

GOOGLE, MSN, YAHOO, PUBMED, HOTBOT and DOG PILE search engines. Once 

enough data was compiled for familiarization with the Act, a search on IDP AA's effect 

on research using the keywords "IDPAA's effect on clinical trials", "IDPAA's effect on 

clinical research", and "IDP AA and research" was performed using the same search 

engines. Various on-line journals were viewed by visiting the University of Texas 

Southwestern Medical Center at Dallas, Texas Wesleyan School of Law, and Southern 

Methodist University Cox School of Business libraries. A supplemental search to aid in 

understanding current privacy issues and the protection of individual health information 

was then completed. Refer to appendix I for a diary of daily events. 

2.2 Protocol Synopsis and Informed Consent Document 

A protocol synopsis was created, using asthma as a condition on which to base 

this document. Asthma was chosen because it is a familiar condition in which a 

significant impact across a broad range of demographics, such as race, gender and age, 

can be seen. Although asthma can result in ~ the condition generally is not 

catastrophic and information regarding treatment is readily available. Methods of 
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measurements for asthmatics were investigated. A protocol synopsis (appendix A) was 

then devised with study design, procedures, safety parameters and efficacy parameters. 

An approved protocol synopsis from a clinical study was viewed to provide a template. 

The next step was to compose an informed consent document (appendix B) for 

the mock asthmatic study. A template was also used to create this document. A mock 

principal investigator and place of research was included in this document. Information 

on who would be doing the study, why the study was being conducted, the benefits and 

risks involved with participation, and who should be contacted ifthere were any 

questions were incorporated. The informed consent document contained the core 

elements, described in the U.S. Code ofFederal Regulations Title 21 Part 50 

(21 CFR 50). 

2.3 Document with HIP AA Language, Questionnaire and Demographic Sheet 

A separate informed consent incorporating HIP AA language authorizing the 

release of medical information (obtained in the mock trial) was also created. The internet 

was used as a means of finding a sample authorization form (appendix C). A template 

found on the American Medical Association website was used to create the authorization 

form for the asthmatic study. Upon completion and review of the form, it was revised to 

simplify the language, making it more understandable for the ''potential study 

subjects"( appendix D). A lawyer who had recently presented at the Association of 

Clinical Research Professionals 26th Annual North American Meeting and Exposition on 

"Managing your Research and Research Subjects Under HIP AA" was contacted to verify 

that the rewording had not changed the legality of the document. The HIP AA 

authomation language was included in the informed consent document (appendix E). 
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The new informed consent containing the IDP AA language was reviewed to ensure the 

required core elements according to 21 CFR 50 and the IDP AA legislation were 

incorporated. 

A questionnaire (appendix F) was designed, inquiring about the understanding of 

either informed consent document, if the individual feh privacy of their medical 

information was protected, and most importantly, if the individual would agree to enroll 

in the study or not. If the person chose not to enroll in the mock study, they were asked 

to provide a primary and secondary reason in the questionnaire. V arlo us reasons other 

than a lack of willingness to authorize release of medical information were included as 

distracters to avoid bias. A supplemental demographic informational sheet (appendix G) 

was attached to the questionnaire. Gender, age, education level and ethnicity were 

among the questions asked. 

2.4 Survey Packets 

Two separate packets were compiled. Both had a protocol synopsis, an informed 

consent document, a questionnaire and a demographic sheet. The only difference 

between the packets was the informed consent. The informed consent document in one 

packet did not have the lllPAA language (form A) while the informed consent document 

of the other included the lllPAA language (form B). In order to administer the surveys, a 

sample population had to be obtained. Three different sites were set up to administer the 

surveys, a summer entry-level business class at the University of Houston, the kitchen of 

the activities center at Texas A & M University-Corpus Christ~ and the Dallas, Texas 

office of a muhinational financial company. Each packet was arranged in the order the 

contents were to be read (synopsis, informed consent, demographic sheet, questionnaire) 
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and placed in an envelope. The surveys were distributed in a randomized manner. 

Numbered randomization sheets (appendix H) were printed from 

http://www.randomization.com using A and Bas the variables. The sheets created by the 

website were numbered 1-50 and had the letters A (informed consent without the HIP AA 

language) or B (informed consent with the HIP AA language) assigned to each. The 

envelopes containing the packets were arranged according to the randomization sheets, 

and each envelope was numbered to keep track of the arrangement offonns. 

2.5 Evaluation of Results 

Because this was intended as a pilot study, adequate sample size calculations 

required to perform statistical analyses were not performed. The results of this pilot study 

were provided as descriptive statistics only. Tables comparing gender, age, education or 

ethnicity and the number of subjects who agreed to emoll in the study when given form A 

(non-HIP AA) or form B (HIP AA) were constructed. The tables included the total 

number of subjects in each subdivision of the categories e.g. in gender, this would be 

male versus female, and a number and percentage of those subjects when given packet A 

or B who agreed or refused to sign the consents. Trends among the data sets were 

observed and figures created to illustrate them. 
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CHAPTER III 

RESULTS 

A total of76 surveys were distributed among different sites. Of the 76, 36 

received the informed consent document without the IDP AA language, while 40 received 

the informed consent language with the IDP AA language. When given the traditional 

informed consent document (form A), 9 of the 36 refused, but the addition ofiDPAA 

language (form B) proved to be the opposite when 27 of the 40 refused. 

Table 3.1 Overall Willingness or Refusal to Sign Informed Consent Document 

Non-HIP AA (Form A) HIPAA (Form B) 
Survey Signed Refused to Signed Refused to 
Site N Sign Sign 

N % N % N % N % 
Univ. of 40 16 80% 4 20% 5 25% 15 75% 
Houston 
A&M- 25 9 69% 4 31% 2 17% 10 83% 
c. c. 
Financial 11 2 67% 1 33% 6 75% 2 25% 
Co. 
Totals 76 27 36% 9 11% 13 17% 27 36%, 

Forty surveys were distributed at The University of Houston, 25 at Texas A & M 

University- Corpus Christi, and 11 at a Dallas, TX office of a muhinational financial 

company. Of those given the survey at the University ofHouston, 20 received the non-

HIP AA form, of which four refused to sign and 20 received the HIP AA form, of which 

15 refused to sign. Of those given the survey at Texas A & M University-Corpus Christi, 
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13 received the non-HIPAA form, of which four refused to sign and 12 received the 

HIPAA form of which ten refused to sign. Of those given the survey at the Dallas, Texas 

multinational financial company, three received the non-HIPAA form, of which one 

refused to sign and eight received the lllP AA form of which two refused to sign. This is 

illustrated in figures 3.1 and 3.2. 
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Figure 3.1 Participant's willingness to sign the non-HIPAA form, distributed by 

population source. 
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Figure 3.2 Participant's willingness to sign the HIPAA form, distributed by popu1ation 

source. 
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Table 3.2 Gender vs. Willingness or Refusal to Sign Informed Consent Document 

Non-HIP AA (Form A) HIPAA (Form B) 

Signed Refused to Signed Refused to 
N Sign Sign 

Gender N % N Ofo N •;. N % 

Male 32 14 88% 2 12% 9 56% 7 44% 

Female 44 13 65% 7 35% 4 17% 20 83% 

Totals 76 27 36% 9 11% 13 17% 27 36% 

Of the 76 participants, 32 males and 44 females were evaluated. Sixteen males 

were given the non-HIPAA form, and two refused to sign. Sixteen males were given the 

lDP AA form, and seven refused to sign. A total of 20 females were given the non-

IDPP A form, and seven refused to sign. Twenty-four females were given the IDP AA 

form, and 20 refused to sign. This is illustrated in figure 3.3. 
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Refused A 

Figure 3.3 Influence of gender on a participant's willingness to sign the non-IDP AA 

fonn (A) or lDP AA fonn (B). 
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Table 3.3 Ethnicity vs. Willingness or Refusal to Sign Informed Consent Document 

Non-HIPAA (Form A) HIP AA (Form B) 

Ethnicity 
Signed Refused to Signed Refused to 

N Sign Sien 
N % N Ofo N % N % 

Caucasian 13 7 100% 0 0% 5 83% 1 17% 

Hispanic 41 14 70% 6 30% 1 5% 20 95% 

African American 4 1 100% 0 0% 1 33% 2 67% 

Asian 3 2 100% 0 0% 1 100% 0 0% 

Other 15 3 50% 3 50% 5 55% 4 45% 

Totals 76 27 36o/o 9 11% 13 17% 27 36% 

A total of 13 Caucasians, 41 Hispanics, four African Americans, three Asians and 

15 from the "other" category were evaluated. Seven Caucasians were given the non-

HIP AA form, and all seven signed. Six Caucasians were given the IDP AA form and one 

of the six refused to sign. A total of20 Hispanics were given the non-HIPAA form and 

six refused to sign, but of the 21 Hispanics given the HIP AA form, 20 refused to sign. 

One African American was given the non-HIP AA form and three were given the HIP AA 

form. The one given the non-HIPAA form chose to sign, but two of the three given the 

HIP AA form refused to sign. Two Asians were given the non-HIP AA form and one was 

given the HIP AA form. All three chose to sign. Of the 15 constituting the "other" 

category, six were given the non-HIPAA form, of which three refused to sign, and nine 
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were given the JllP AA form, of which four refused to sign. This is illustrated in Figure 

3.4. 
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Ethnicity and Signed vs. Refusal of Forms A & B 

Form A 
FormA 

Signed 
Form B 

African American 

Figure 3.4 Intluence of ethnicity on participant's willingness to sign the non-IDP AA 

form (A) or the IDP AA form (B). 

Table 3.4 Level of Education vs. Willingness or Refusal to Sign Informed Consent 

Document 

Non-HIPAA (Form A) HIP AA (Form B) 

Signed Refused to Signed Refused to 
Education Level N Sign Sig_n 

N •;. N % N % N •;. 

High SchooVGED 36 16 80% 6 20% 1 7% 13 93% 

Associates 17 7 88% 1 12% 1 11% 8 89% 

Bachelors 15 4 80% 1 20% 6 6()0/o 4 40% 

Masters 5 0 0% 1 100% 3 75% 1 25% 

Higher 3 0 0% 0 0% 2 67% 1 33% 

Totals 76 27 36o/o 9 u•;. 13 17% 27 36% 
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A total of 36 individuals with a high school diploma or OED, 17 with an 

associates, 15 with a bachelors, five with a masters and three with more than a masters 

degree were evaluated. Twenty-two participants with a high school education or 

equivalent were given the non-HIPAA form, ofwhich six refused to sign. Fourteen 

participants with a high school education or equivalent were given the HIP AA form and 

13 refused to sign. A total of eight participants with an associates degree were given the 

non-lllPAA form, of which one refused to sign, and nine were given the lllPAA form, of 

which eight refused to sign. Five participants possessing a bachelors degree were given 

the non-lllP AA form and ten were given the HIP AA form. One of five refused to sign 

the non-HIPAA form and four often refused to sign the HIPAA form. One person with 

a masters degree was given the non-HIP AA form and chose not to sign, but of the four 

given the HIPAA form, only one refused to sign. This is illustrated in Figure 3.5. 
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Figure 3.5 Influence of education level on the participant's willingness to sign the non-

HIP AA form (A) or the HIP AA form (B). 
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Table 3.5 Age vs. Willingness or Refusal to Sign Informed Consent Document 

Non-HIP AA (Form A) HIP AA (Form B) 

Age N Signed Refused to Signed Refused to 
(in yean) Sign Sign 

N % N % N e;. N % 

18-30 55 21 72% 8 28% 12 46% 14 54% 

31-40 14 5 100% 0 0% 1 11% 8 89% 

40+ 7 1 50% 1 500/o 0 0% 5 100% 

Totals 76 27 36% 9 11% 13 17% 27 36% 

A total of 55 individuals age 18-30 years, 14 individuals age 31-40 years and 

seven individuals age 40 and older were evaluated. Twenty-nine individuals age 18-30 

were given the non-IllP AA form of which eight refused to sign and 26 were given the 

IllP AA form of which 14 refused to sign. Five individuals age 31-40 were given the 

non-IllP AA form and nine the IllP AA form. All five age 31-40 given the non-IllP AA 

formed signed, whereas, eight of the nine given the IDP AA form refused to sign. Two 

participants age 40 and older were given the non-IllPAA form of which one refused to 

sign. All five participants age 40 and older given the IllP AA form refused to sign. This 

is illustrated in figure 3.6. 

24 



Age and Signed vs. Refused of Fonns A and 8 

fti 
~ 30 
CD 
-o.a 
Q. u 20 
... .t!. o.a 
... ::s 10 _!(I) 

~ 0 
z Signed 

FormA 
Refused 
FormA 

Signed 
Form B 

Refused 
Form B 

• 18-30 years 
• 31-40 years 
• 40+ years 

Figure 3.6 Influence of age on the participant's willingness to sign the non-illPAA form 

(A) or illPAA form (B). 

There were a total of 36 individuals who refused to sign either of the forms. Of 

the 36 who refused, 32 did not feel comfortable with the degree to which their medical 

information would be protected, but 29 did feel they understood the risks and benefits 

associated with participating in the study. Only 8 of the 36 actually feh comfortable with 

the language contained within the forms, and all 36 had not previously participated in a 

clinical trial. 
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The following results were taken from those who refused to sign forms A or B: 

Table 3.6 Primary Reasons for Refusal to Sign Informed Consent Document 

FormA FormB 

Reasons 
N 0/o N Ofo 

"I Do Not Understand the 
Informed Consent 2 22% 6 22% 
Document" 

"The Potential Risks are 
Too Gretd" 1 11% 2 7% 

"I Do Not See Any 
Personal Potential 1 11% 3 11% 
Benefits" 

"I Am Not Willing to 
Authorize the RelellSe of 5 56% 16 60% 
My Medical InfoTIIUJiion" 
"Other" 0 0% 0 0% 

Totals 9 100% 27 100% 

Table 3.6lists the primary reasons individuals used for not signing forms A or B. 

Of the 36 people who refused to sign, nine received the informed consent document 

without the lllP AA language (form A) and 27 received the informed consent document 

with the lllP AA language (form B). Two of the nine who refused to sign form A made 

the decision primarily on the basis of not understanding the infonned consent document, 

while six of the 27 who refused to sign form B used the same reason. One of the nine 

who refused to sign form A primarily did so because they felt the potential risks were too 

great and two of the 27 who refused to sign form Bused the same reason. One of the 9 
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who refused to sign form A did not see any personal benefit~ while three of the 27 who 

refused to sign form B listed the same reason. A total of five of the nine individuals who 

refused to sign form A primarily did so because they were not willing to authorize the 

release of their medical information. Sixteen of the 27 individuals who refused to sign 

form B were not willing to authorize the release of their medical information. This is 

further illustrated in figures 3. 7 and 3 .8. 

Primary Reason for Refusal of Form A 

Not Willing to 
Auth. Release rl 
My Medical Info. 

56% 

Do Not 
Understand the 

Informed Consent 
Document 

22% Potential Risks 
Too Great 

11% 

Do Not See Any 
Personal Benefits 

11% 

Figure 3.7 Distn"bution of primary reasons for those who refused to sign the non-lllPAA 

furm(A). 

Primary Reason for Refusing to Sign Form B 

Other 

Not Willing to Auth. 
Release rl My 
Medical Info 

60% 

0% 

Do Not Understand 
the Informed 

Consent Document 
22% 

Potential Risks Too 
Great Do Not See lvry 

Personal Benefits 
11% 

7% 

Figure 3.8 Distn"bution of primary reasons for those who refused to sign the lllP AA 

form (B). 
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Table 3. 7 Breakdown of Those Who Refused to Sign Form A or B Because They 

Were Not WiDing to Authorize Release of Medical Information 

FormA ~N=5) Form B (N=l6) 
Gender N % N Ofo 

Male 1 20% 4 24% 
Female 4 80% 12 76% 

Ethnicity 
Caucasian 0 0% 0 0% 

Hispanic 3 60% 12 76% 

African American 0 0% 2 12% 

Asian 0 0% 0 0% 

Other 2 40% 2 12% 

Education 

High School/GED 3 60% 9 56% 

Associates 1 20% 6 38% 

Bachelors 1 20% 1 6% 

Masters 0 0% 0 0% 

Higher 0 0% 0 0% 

Age 

18-30 years 4 80% 6 38% 

31-40 years 0 00/o 6 38% 

40 + 1 20% 4 24% 

Since the primary reason for refusal was the lack of willingness to authorize 

release of medical information, a further breakdown of demographics for that reason 

were evaluated. 
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Table 3.8 Secondary Reasons for Refusal to Sign Informed Consent Document 

FormA FormB 

Reasons N 0/o N o/'o 

"I Do Not Understllnd the 
Informed Consent 4 45% 15 55% 
Document" 
"The Potential Risks are 
Too Great" 1 11% 4 15% 
"I Do Not See Any 

Personal Potential 1 11% 2 7% 
Benefits" 
"I Am Not Willing to 
Authorize the Release of 3 33% 6 23% 
My Medical Information" 
"Other" 0 0% 0 0% 

Totals 9 100% 27 100% 

Table 3.8lists the secondary reasons individuals identified for not signing forms 

A or B. Of the 36 people who refused to sign, nine received form A and 27 received 

form B. Four of the nine who refused to sign form A listed the secondary reason as not 

understanding the informed consent document, while 15 of the 27 who refused to sign 

form B used the same reason. One of the nine who refused to sign form A did so because 

he/she feh the potential risks were too great and four of the 27 who refused to sign form 

B used the same reason. One of the nine who refused to sign form A did not see any 

personal benefits, while two of the 27 who refused to sign form B listed the same reason. 

Three of the nine individuals who refused to sign form A did so because they were not 

willing to authorize the release of their medical information. Six of the 27 individuals 
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who refused to sign form B were not willing to authorize the release of their medical 

information. This is further illustrated in figures 3.9 and 3.10. 

Secondary Reasons for Refusal to Sign Fonn A 
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Figure 3.9 Distribution of secondary reasons for those who refused to sign the non-

lllP AA form (A). 

Secondary Reasons for Refusal to Sign Form B 

Do Not See 
Any Personal 

Benefits 
7% 

Not Willing to 
Auth. Release 
of My Medical 

Info 
23% 

15% 

Other 
0% 

Do Not 
Understand the 

Informed 
Consent 

Document 
55% 

Figure 3.10 Distn"bution of secondary reasons for those who refused to sign the IllPAA 

form (B). 
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CHAPTER IV 

DISCUSSION 

These data suggest that privacy of medical information continues to be of great 

concern despite the presence of regulations protecting privacy rights. It was 

hypothesized that the Health Insurance Portability and Accountability Act would effect 

patient enrollment in clinical trials. In testing this hypothesis, different demographic 

variables were measured to determine their predictive value with respect to enrollment in 

clinical trials. A total of76 packets were given, and of those, 36 contained an informed 

consent without a HIP AA revised informed consent, while 40 contained an informed 

consent with HIP AA language. The number of those who refused to sign the HIP AA 

document was twice that of those who agreed to sign. This iS of great concern when 

considering the future impact a subject's refusal may have on enrollment in clinical trials. 

Of the 76, 40 were given at The University of Houston, 25 at TX A&M University

Corpus Christi, and 11 at the Dallas, Texas office of a multinational financial company. 

Ahhough volunteers to take the survey were readily available at the University of North 

Texas Heahh Science Center and site of internship at MedTrials Inc., a sample population 

devoid of bias was desired. 

With respect to gender, females seem to be more apprehensive about signing 

either form. They were approximately three times as likely to refuse participation in the 

asthmatic study when given either form A or form B than males. This result coincides 
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with literature of recent reportings involving privacy of medical information, in which 

females were more likely to report misuse of medical information than males. 

Age, ethnicity and education level were significant factors in evaluating the effect 

of HIP AA on enrollment. Upon examination of education level and those who refused or 

agreed to sign form B, there was an apparent increase in the percentage of those who 

signed form B when a higher level of education had been obtained. The percentage of 

those who signed B slowly increased when moving from the high school diploma/QED 

level to associates level, but increased approximately six times that value when moving 

from the associates to bachelors level. Approximately 13 of those who signed form B 

had a higher level of college education. The percentage of those who agreed to sign form 

B steadily rose as levels of education increased, but not as that seen between the 

associates and bachelors degrees. The highest number and percentage of those who 

refused to sign came from the high schooVGED and associates categories. Twenty-one 

of the 27 who refused the IDP AA form came from these two levels of education. 

The influence of ethnicity on agreement or refusal to sign the form was 

investigated. Upon examination of the results, it could be seen that Caucasians and 

Asians were more inclined to sign either form with both at a 0% rate of refusal to sign 

form A, and an approximate 0% rate of refusal to sign form B. A total of 16 people 

constituted these two ethnicities (13 Caucasian and 3 Asian), and the majority of them 

had a bachelors degree or higher. Hispanics were the most hesitant in agreeing to sign 

form B with a percentage of refusal of 95%. A total of 41 people constituted this 

ethuicity, and the majority of them had an education level of high school 

diploma/equivalent or associates degree. 
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The effect of age on the willingness to sign either form was studied. Upon 

examination of the resuhs, one obvious trend could be seen. As the age of potential 

subjects inc~ the percentage of those who refused to sign form B increased as well. 

When moving from the 18-30 age bracket at a 70% refusal rate to sign form B, a steady 

increase can be seen when the 31-40 and 40+ age levels were reached with 89% and 

100% refusal rates. The percentages of those who agreed to sign the IDP AA language 

containing form B were highest among the 18-30 age level The percentages of those 

who agreed to sign form A did not differ much when moving from the 18-30 age level to 

the 31-40 age level. 

When a specific primary reason for refusing to sign was asked, approximately 

600/o of those given form A or form B did not want to authorize the release of their 

medical infonnation. Only 22% of those given form A listed not understanding the 

informed consent document as a primary reason for refusal, as well as 22% of those given 

form B. Because 60% of those who refused to sign the informed consent document with 

the lllP AA language used the reason that they were unwilling to authorize release of 

his/her medical records, a further demographic breakdown was assessed. Female 

Hispanics who have a high school diploma or equivalent were seen to be the least likely 

to sign form B. This could be of future concern because a bias of Caucasian, higher 

educated males may be introduced to clinical trials, which is not representative of the 

general population. When observing the breakdown for gender, females were more likely 

to refuse to sign forms A or B because they were not willing to authorize release of their 

medical information. Although there were approximately three and a half times more 

Hispanics than Caucas~ it is noteworthy that not a single Caucasian had a problem 
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with signing either of the forms. When observing the breakdown for education at the 

high school/GED level it did not matter how the infonned consent was written, refusal 

rates were high. It appears that the higher the education level the higher the agreement to 

sign, but this should be verified in a Jarger subset. This supports trends seen in other 

tables in which agreement or refusal to sign forms A or B were evaluated according to 

age, gender, education, and ethnicity. When asked for a secondary reason, many said 

they did not understand the informed consent document. Thirty-three percent of those 

given form A used a lack of willingness to release their medical information as a 

secondary reason for refusal to sign, and 23% of those given form Bused the same 

reason. A high 55% of those given form Bused a lack of understanding the document as 

a reason for refusing to sign. When compared to those who were given form A, 45% 

used this as a secondary reason for refusal. 
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CHAPTERV 

CONCLUSION 

Erecting regulatory barriers to the use or disclosure of medical information 

imposes costs, not only in terms of dollars, but also in terms of research delayed or 

perhaps forgone. Critics argue that under the illP AA regulations, IRBs will be less 

willing to waive the requirements for individual consent to perform research involving 

medical records than they are under the current rule (31 ). This argument ignores the 

broader issue of whether such research should be permitted without the requirement of 

individual consent (31 ). The question is not whether it takes more time or effort to obtain 

authorization, but if the privacy rights being protected by requiring such an authorization 

are important enough to merit the requirement. Only the public can answer this question. 

If it turns out that there are almost no refusals to authorize the use of identifiable medical 

records in research, and that there are no "leaks" of medical infonnation in research trials, 

the requirement could be reconsidered. 

As seen in the results of the surveys given, mP AA language increased refusals

enough to impact subject enrollment in clinical trials. A weakness of the study may have 

been the limited size of the sample. Sample size was not large enough to perform a 

thorough statistical analysis. In addition, mock subjects may have responded differently 

if they actually had the asthmatic condition. Although asthma is usually not a life 

threatening condition, if a subject perceived his/her condition to be out of control, the rate 
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of agreement to sign the lllP AA form may have been higher. Older, less educat~ 

Hispanic or African American females were much more inclined to refuse the release of 

medical information than any other group. Refusal rates of these demographics are 

important to those expecting to enforce lllP AA regu1ations within their institutions. 

Implementation of educational programs targeting the above demographics may aid in 

decreasing the number of refusals when given the new IllP AA informed consent 

document. The reasons for refusing to sign form B were of great importance as well. 

When viewing primary and secondary reasons for individual refusal, it could be seen that 

those who were not willing to authorize release of medical information, listed not 

understanding the informed consent document as a secondary reason. An inference can 

therefore be made that these are the two major reasons why the presence of a lllP AA 

language-containing document would affect enrollment in clinical trials. The language 

was, after all, simplified much more than that provided in the template available on the 

American Medical Association website. The template was recommended for use by 

anyone dealing with medical information in clinical research. 

De-identification may prove to be a major problem in research (16). It has been 

proposed by the American Medical Association that the list of identifiers that must be 

removed from medical records be reduced from 18 to eight (31 ). The eight elements of 

the proposed limited data set include date of admission, date of service, date of discharge, 

date of death, age and zip code. They have also requested that determination of risk of 

identification of an individual patient be very snlall be made by the covered entity and 

not a statistician (31 ). The core elements each authorization must contain has also raised 

concern. Specification of an expiration date or event and the right to revoke the 
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authorization are the most controversial elements (14). All subjects have the right to 

revoke agreement to participate in research at any time, however, the ability of a subject 

to set an expiration date for the authorization is new. One could propose that the 

expiration date of a study be tied to the end of a study or patient refusal, whichever comes 

first. Withdrawal of a patient's consent may extend the timeline of which a study must 

be conducted. 

Providing meaningful protection of privacy of medical records in research is an 

important goal in its own right and will also increase public trust in the entire medical

research enterprise (27). Privacy is highly regarded in our society, but its "price tag" may 

be hidden. Although language of the document can easily modified for future use, it does 

not affect the overwhelming 60% of those who, as seen in the results of the surveys 

given, refuse simply because they do not want to authorize the release of medical 

information. Presentation of the authorization form may enhance awareness of 

something many never may have thought of before- potential misuse of protected health 

information. 
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Protocol Synopsis 

1. TITLE: Evaluation of the Safety and Efficacy ofBudoxis in the Treatment of 
Asthmatic Exacerbations 

2. OBJECTIVES OF mE STUDY: The primary objective is to compare the 
safety and effectiveness of the experimental drug Budoxis with the marketed drug 
BreatheEZ. 

3. STUDY DESIGN: This will be a 12-month randomized, double-blinded study 
with a sample population of approximately 200 newly-diagnosed asthma patients. 
Ten investigators will be assigned to the study; therefore each will have 20 
patients. The patients enrolled will be at least 18 years old and not deemed 
medically inclined. Half of the population will be given BreatheEZ and the other 
the experimental drug Budoxis. The administration of combined budesonide (an 
inhaled corticosteriod) and formoterol(a long-acting beta2-agonist) are required to 
produce Budoxis. Patients already receiving asthmatic drugs will be withdrawn 
from their medications to establish baseline measurements and will be seen at 
one, six and twelve month intervals. The patient will be given a questionnaire at 
each time interval and prescription refills will be carefully monitored to give 
insight as to whether the proposed drug is effective in comparison to marketed 
BreatheEZ. 

4. PROCEDURES: Spirometry with flow volume loops will be used to assess the 
mechanical properties of the respiratory system by measuring expiratory volumes 
and flow rates at each time interval (baseline, 1 month, 3 months, 6 months, and 
12 months). This test will require the patient to make a maximal inspiratory and 
expiratory effort. The patient in a sitting position will breathe into a mouthpiece, 
and clips placed over the nose to prevent air leak. To obtain interpretable results 
from spirometry, it is essential that the patient give full effort during testing. At 
least three tests of acceptable effort will be performed to ensure reproducibility of 
results. Reversibility of airways obstruction can be assessed with the use of 
bronchodilators. After spirometry is completed to detennine baseline 
measurements, the patient will be prescn"bed either 2mg of the inhaled 
bronchodilator, Budoxis, through a metered-dose inhaler with a spacer or 2mg of 
BreatheEZ per kilogram of body weight. The purpose of this is to assess whether 
a patient's pulmonary process is bronchodilator responsive by looking for 
improvement in the expired volumes and flow rates. In general, a> 12% increase 
in the FEV1 (an absolute improvement in FEV1 of at least 200 ml) or the FVC 
after inhaling a beta agonist is considered a significant response. 
A questionnaire will be given each time the patient comes into the office to 
compare effectiveness of the experimental combined asthma therapy with that of 
a drug already on the market. 

s. SAFETY PARAMETERS: At screening each patient will undergo a complete 
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physical examination, an electrocardiogram, a review of concomitant 
medications, clinical laboratory testing (blood chemistry, hematology, urinalysis) 

and pregnancy testing for females who have undergone menses to determine 
eligibility. At the baseline visit, patients will receive a brief physical examination, 
undergo pregnancy testing, and inclusion/exclusion criteria will be reviewed prior 
to initiating the double-blind treatment. At baseline and at each visit during the 
double-blind treatment, patients will again undergo measurement of vital signs. 
A review of concomitant medication use and adverse events query will be 
conducted at each visit. 

5. EFFICACY PARAMETERS: Ifthere is a change in therapy, reasons will be 
recorded and prescription refills monitored. Changes in values ofFEV1 will 
be reviewed for both experimental and marketed drugs over the period of 1, 3, 6 
and 12 month intervals. 

Inclusion/Exclusion Criteria 
Approximately 200 patients at least 18 years of age diagnosed with asthma will be 
enrolled into this study. Patients must otherwise be in good health as determined by 
medical history and examination, and clinical laboratory testing. The patients must meet 
the inclusion and exclusion criteria below. 

Inclusion Criteria 

I. Male or non-fertile female (female must be post-menopausal, surgically sterilized, or 
using a birth control method acceptable to the investigator), age 18 or older 
2. Good health, in the opinion of the investigator, other than the signs and symptoms 
associated with asthma verified by history, screening, physical exam, and Jab tests. 
3. Diagnosed with asthma by a physician 
4. No participation in any research trials prior to 30 days upon entering this trial 
5. A signed informed consent before any screening procedure conducted 
6. At least 18 years old at the time of consent 
7. Able to adhere to the study visit schedule and other protocol requirements 

Exclusion Criteria 

1. Those not diagnosed with asthma 
2. Serious concomitant system disorder 
3. Female who is pregnant or breast-feeding 
4. Smokers 
5. Patients who have used investigational or marketed asthmatic medications within 30 
days of entering the study 
6. Any condition, including laboratory abnormalities, that in the opinion of the 
investigator places the patient at unacceptable risk ifl~e/she were to participate in the 
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study, or that would require frequent adjustments in concomitant medication during the 
course of the study 
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Study Title: 

Sponsor: 

INFORMED CONSENT 

Evaluation of the Safety and Efficacy of Budoxis in the 
Treatment of Asthmatic Exacerbations 

Pharmaceutical, Inc. 

Principal Investigator: Dr. Joe Blow 

Site of Investigation: Breathe Better Clinic 
5004 McKinney Dr. Suite#309 
Dallas, Texas 76598 

WHO IS DOING TillS STUDY? 
Our clinic is participating in the clinical trial to test the safety and efficacy of Budoxis in 
the treatment of asthma. Pharmaceutical, Inc. has contracted with Breathe Better Clinic 
to do this study. 

We are asking you to be in this research study. This consent form explains why we are 
doing this research study and what your role would be. This form also describes possible 
risks related to being in this study. Please read the information below and ask questions 
about anything that you do not understand before you make a decision. 

WHY IS TillS STUDY BEING DONE? 
You are being invited to participate voluntarily in the research study above. This study 
involves Budoxis , a drug being developed by Phannaceutical, Inc. in order to find a 
better medicine to treat asthma in adults. 

A similar formulation of the study drug is currently marketed as BreatheEZ for the 
treatment of adult asthma. Previous studies using BreatheEZ have shown successful, 
long-term control of asthma in adults. The purpose of this study is to test the 
effectiveness and safety ofBudoxis in reducing asthmatic exacerbations in adults. 

WHO CAN BE IN THE STUDY? 
We are asking yo:u to be in this stu4,y because you have asthma. Approximately 200 
adults, at least the age of 18, will participate in this study. 

WHAT WILL HAPPEN TO ME IN TillS STUDY? 
If you decide to be in this study the following schedule of events will happen: 

-A complete physical exam and medical history will occur at screening, and at 
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one month, three month, six month and twelve month follow-up visits. Patients 
will have blood tests and chemistries (elements and minerals in the blood) 
performed. The risks of blood drawing are minimal but do include momentary 
pain of the needle stick, occasional fainting, bruises and, rarely, inflammation of 
the vein. Tests will also be performed to the patient's urine. 
-An electrocardiogram (ECG) will be performed at screening, and at the 
one month and twelve month follow-up visits. The ECG is a 
painless procedure designed to test how well the heart is working. 
-A brief examination will occur before you are given the first dose of drug. 
-A pregnancy test will be given to females able to have children at screening, 
before being given the first dose of the drug and at the last study visit. 
-A spirometer will be used to measure how quickly your lungs 
can be emptied and filled. This test will require you to sit straight with your feet 
on the floor while a nose clip is applied to your nose. You will then be told to 
breathe in fully, seal your lips around a mouthpiece, and blow air out as fast and 
far as you can until your lungs are completely empty. This will be done at least 
three times to ensure accurate resuhs. Measurements will be recorded with the 
spirometer for baseline, and at one month, three month, six month, and twelve 
month follow-up visits. 
-You will be prescn"bed either 2mg ofBudoxis or 2mg ofBreatheEZ and your 
response to the drug will be recorded. 
-A questionnaire will be given each time you come into the office 
-Your vital signs will be monitored at every visit. This includes taking your 
temperature, counting your heart rate, and testing your blood pressure. 

WHAT ARE THE RISKS OF THE STUDY? 
All drugs have the potential to cause problems or side effects. This drug has been tested 
in patients with the side effects described below. There is also a possibility of other side 
effects which have not been seen in previous studies. We will tell you about any new 
information that might change your decision to stay in the study. 

Some possible side effects reported from using Budoxis are dizziness, facial flushing, 
headache, chest pains, fatigue, nausea, drowsiness, and abdominal pain. It is expected 
that most side effects on this study will not be severe or life threatening, but they may 
require treatment interruptions or changes in drug dosage. If you have any of these 
problems or other changes in the way you feel, you should tell the investigator or other 
study personnel as soon as possible. Side effects usually disappear after treatment is 
stopped. In the meantime, your doctor may prescn"be medications to help with them. 

We don't know what effect Budoxis may have on a pregnant woman, an unborn baby, or 
a breastfeeding baby. Participants who could get pregnant or father a child should use 
birth control pills or condoms, or not have sex. If you think you may have become 
pregnant or fathered a child while being on this study, please tell the investigator or other 
personnel 
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WHAT ARE THE BENEFITS OF BEING IN TillS STUDY? 
Treatment during this study may help better control your asthma. There may be no direct 
benefit to you from being in this study. By being in this study, you may help other adults 
diagnosed with asthma in the future. 

WHAT ARE THE ALTERNATIVES TO BEING IN TillS STUDY? 
Patients may choose not to take part in this study. Instead of being in this study, there are 
several other drug therapies available to you for control of asthma such as breatheEZ, 
breatheinolol, and breathenifedipin. 

WHAT WILL I RECEIVE FOR BEING IN TillS STUDY? 
You will receive $50 for each visit to compensate you for transportation or time taken off 
from work to participate in the study. The amount will be received approximately two 
weeks after each scheduled visit. 

WHAT ARE MY RIGHTS AS A STUDY PARTICIPANT? 
Being in this research study is voluntary. You do not have to be in a study to receive care 
for asthma. If you choose to participate, there will be no penalty or loss ofbenefits to 
which you are otherwise entitled. You may withdraw from the study at any time. 

We will inform you of any new information that develops during this study. This 
information may affect your decision to be in the study. The investigator or sponsor may 
remove you from the study at anytime without your permission, for reasons that may 
include, but are not limited to, life threatening illness, severe reactions to the drug, or 
inability to comply with study tests, procedures, or visits. 

WHAT ABOUT EXTRA COSTS? 
You will not have to pay anything extra if you are in this study. Pharmaceutical, Inc. will 
pay for all medical exams and tests related to the study. Necessary emergency medical 
care for treatment of a problem incurred as a result of this research drug that is not 
covered by your insurance will be provided to you without cost. You will still have to 
pay fur all treatment that is not related to the study. 

WHAT ABOUT CONFIDENTIALITY? 
The results of this research may be made public, although you will not be identified. 
Your participation in this research study and medical records will remain confidential to 
the extent protected by law. Groups that may inspect the research study records and your 
medical record include Pharmaceutical, Inc. or their designated representatives, the 
Institutional Review Board at Breathe Better Clinic, and Federal Regulatory Agencies. 
These groups follow rules to keep your information confidential. 

SPONSOR AND INSTITUTIONAL RESPONSmiLITIES 
(Sponsor Liability Statement) 
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WHO SHOULD I CALL IF I HAVE QUESTIONS OR PROBLEMS? 
Dr. Joe Blow is in charge of this study. You may call him at 1-800-596-9856 twenty-four 
hours a day with questions about the study. You may also call John Doe, the study 
coordinator, at 817-935-8652 with any concerns or questions you may have. 

You should call Dr. Joe Blow if you believe you have suffered physical injury or are 
sicker as a result ofbeing in this research study. You may also call the Chair of the 
Institutional Review Board (IRB), at 817-968-4578, with questions about injury or your 
right as a research subject. The IRB is a group of people who review studies to protect 
the rights of research subjects. 

AUTHORIZED CONSENTING PARTY 
The purposes, procedures, and risks or this research have been explained to me. I have 
had a chance to read this form and ask questions about the study. Any questions I had 
have been answered to my satisfu.ction. I give permission for _______ _ 
to participate in this research study. A copy of this signed consent form will be given to 
me. 

Signature of Authorized Consenting Party Date 

STUDY PERSONNEL 
I have explained the purposes, procedures, and risks involved in this research study in 
detail to: who in my 

Print name of Authorized Consenting Party 
opinion IS/ IS NOT capable of consenting to participate in this study. 

Signature of Person Obtaining Permission/Assent Date 

46 



APPENDIXC 

47 



American Medical Association 
Physicians dedicated to the health of America 

Press the print button on your browser. 
Click here to return to the previous page. 

HIPAA Authorization Form "C" 
Preliminary DRAFT- Subject to Change 

© 2001 American Medical Association 
All Rights Reserved 

Reproduction and use of this form by physicians and their staff is permitted. 
Any other use, duplication or distribution of this form by any other party 

requires the prior written approval of the American Medical Association, Health 
Law Division. 

[This form does not constitute legal advice and is for educational purposes 
only. This form is based on current federal law and subject to change based on 
changes in federal law or subsequent interpretative guidance. This form is 
based on federal law and must be modified to reflect state law where that state 
law is more stringent than the federal law or other state law exceptions apply.] 

Authorization Form - C 

Authorization for Use of Disclosure of Information for 
R~searc~ --~u~p~~~s . t~~t lr'lc_lude_ Tr~()tment 

I, , hereby authorize [Name__of 
Practice] to (check those that apply): 

_use the following protected health information, and/or 

_ disclose the following information to [Name of entity to receiv~ 
information and/or use Information]: 

ttp://www.ama-assn.org/ama/pub/printcat/6697 .html 7/23/02 
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[Specifically describe the information to be used or disclosed, 
including, but not limited to, meaningful descriptors such as date of 
service, type of service provided, level of detail to be released, origin 
of information, etc.] 

This protected health information is being used or disclosed for the 
following purposes: 

[List specific purposes here.] 

In addition, this protected health information may be used to carry 
out treatment, payment and health care operations of LName _ _gf 
Practice] in the following manner: 

[Describe how the protected health informatio~ will be used to carry 
out treatment, payment and health care operations purposes.] 

We will not make the following disclosures that may be permitted 
under federal law. 

This authorization shall be in force and effect until [specify __ {l) date 
or (2) event that relates to the patient or the purpose of the 
use or disclosure] at which time this authorization to use or 
disclose this protected health information expires. 

I understand that I have the right to revoke this authorization, in 
writing, at any time by sending such written notification to [Name of 
Privacy Contact] at [office address or e-mail address]. I 

bttp:l/www.ama-assn.orglama/pub/printcat/6697 .html 7/23/02 
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understand that such a revocation is not effective to the extent that 
[Name of Practice] has relied on the use or disclosure of the 
protected health information. 

I understand that information used or disclosed pursuant to this 
authorization may be subject to redisclosure by the recipient and 
may no longer be protected by federal or state law. 

I understand that I have the right to: 

• Inpect or copy the protected health information to be used or 
disclosed as permitted under federal law (or state law to the 
extent the state law provides greater access rights.) 

• Refuse to sign this authorization. 

I have signed a consent form of [Name of Practice] and have been 
made aware of the Practice's "Notice of Privacy Practices." The 
statements included in this authorization are binding on the [Name 
of Practice]. 

[The use or disclosure requested under this authorization will result 
in direct or indirect remuneration to the [Name of Practice] from a 
third party.] [If applicable.] 

Signature of Patient or Personal Representative 

Date 

Name of Patient or Personal Representative 

Description of Personal Representative's Authority 

© 2001 American Medical Association 
All Rights Reserved 

11/09/01 

Last updated: May 08, 2002 
Content provided by: Carrie Waller 

http:/ /www.ama-assn.orglama/pub/printcat/6697 .html 7/23/02 
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HIP AA Authorization Form 

Authorization for Use of Disclosure of Information for Research Purposes 
that Include Treatment 

I, ----:--:--------____J hereby authorize Breathe Better Clinic to (check all 
that apply): 

__ use the following protected health information , and/or 
__ disclose the following information to Dr. Joe Blow, the Institutional Review Board 

at Breathe Better Clinic, Federal Regulatory Agencies, Pharmaceutical Inc., and 
their designated representatives: 

-Physical examination results and medical history taken at screening, and 
at one-month, three-month, six-month and twelve-month follow-up visits 

-Blood, urine, and pregnancy test resuhs 
-Electrocardiogram (ECG) measurements at the one-month and twelve 

month follow-up visits 
-Spirometry measurements at baseline, one-month, three-month, six

month, and twelve-month follow-up visits to show how quickly your 
lungs can be emptied and filled 

-Your response to either drug given 
-Questionnaire responses 
-Vital sign measurement 

This protected health information is being used or disclosed for the following purposes: 
-To test the safety and efficacy ofBudoxis in the treatment of asthma 

In addition, this protected health information may be used to carry out treatment, 
payment, and health care operations of Breathe Better Clinic. 

This authorization sball be in effect for up to two years after enrollment into this study at 
which time this authorization to use or disclose this protected health information expires. 

I understand that I have the right to revoke this authorization, in writing, at any time by 
sending such written notification to John Doe at jdoe@bbclinic.com. I understand that 
such a revocation is not effective to the extent that Breathe Better Clinic has relied on the 
use or disclosure of the protected health infonnation. 

53 



I Wlderstand that information used or disclosed pursuant to this authorization may be 
subject to redisclosure by the recipient and may no longer be protected by federal or state 
law. 

I understand I have the right to: 
-Inspect or copy the protected health information to be used or disclosed 

as permitted under federal Jaw (or state law to the extent the state Jaw 
provides greater access rights). 

-Refuse to sign this authorization. 

I have signed a consent form of Breathe Better Clinic and have been made aware of the 
practice's ''Notice of Privacy Practices". The statements included in this authorization 
are binding on the Breathe Better Clinic. 

(The use or disclosure requested under this authorization will result in direct or indirect 
remuneration to the Breathe Better Clinic from a third party-if applicable) 

Signature of Patient or Personal Representative 

Date 

Name ofPatient or Personal Representative 

Description of Personal Representative's Authority 
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Study Title: 

Sponsor: 

INFORMED CONSENT 

Evaluation of the Safety and Efficacy of Budoxis in the 
Treatment of Asthmatic Exacerbations 

Pharmaceutical, Inc. 

Principal Investigator: Dr. Joe Blow 

Site of Investigation: Breathe Better Clinic 
5004 McKinney Dr. Suite#309 

Dallas, Texas 76598 

WHO IS DOING TillS STUDY? 
Our clinic is participating in the clinical trial to test the safety and efficacy of Budoxis in 
the treatment of asthma. Pharmaceutical, Inc. has contracted with Breathe Better Clinic 
to do this study. 

We are asking you to be in this research study. This consent form explains why we are 
doing this research study and what your role would be. This form also describes possible 
risks related to being in this study. Please read the information below and ask questions 
about anything that you do not understand before you make a decision. 

WHY IS TillS STUDY BEING DONE? 
You are being invited to participate voluntarily in the research study above. This study 
involves Budoxis , a drug being developed by Phannaceutical, Inc. in order to find a 
better medicine to treat asthma in adults. 

A similar formulation of the study drug is currently marketed as BreatheEZ for the 
treatment of adult asthma. Previous studies using BreatheEZ have shown successful, 
long-term control of asthma in adults. The purpose of this study is to test the 
effectiveness and safety of Budoxis in reducing asthmatic exacerbations in adults. 

WHO CAN BE IN THE STUDY? 
We are asking you to be in this study because you have asthma. Approximately 200 
adults, at least the age of 18, will participate in this study. 

WHAT WILL HAPPEN TO ME IN TillS STUDY? 
If you decide to be in this study the following schedule of events will happen: 

-A complete physical exam and medical history will occur at screening, and at 
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one month, three month, six month and twelve month follow-up visits. Patients 
will have blood tests and chemistries (elements and minerals in the blood) 
performed. The risks of blood drawing are minimal but do include momentary 
pain of the needle stic~ occasional fainting, bruises and, rarely, inflammation of 
the vein. Tests will also be performed to the patient's urine. 
-An electrocardiogram (ECG) will be performed at screening, and at the 
one month and twelve month follow-up visits. The ECG is a 
painless procedure designed to test how well the heart is working. 
-A brief examination will occur before you are given the first dose of drug. 
-A pregnancy test will be given to females able to have children at screening, 
before being given the first dose of the drug and at the last study visit. 
-A spirometer will be used to measure how quickly your lungs 
can be emptied and filled. This test will require you to sit straight with your feet 
on the floor while a nose clip is applied to your nose. You will then be told to 
breathe in fully, seal your lips around a mouthpiece, and blow air out as fast and 
far as you can until your lungs are completely empty. This will be done at least 
three times to ensure accurate results. Measurements will be recorded with the 
spirometer for baseline, and at one month, three month, six month, and twelve 
month follow-up visits. 
-You will be prescn"bed either 2mg ofBudoxis or 2mg ofBreatheEZ and your 
response to the drug will be recorded. 
-A questionnaire will be given each time you come into the office 
-Your vital signs will be monitored at every visit. This includes taking your 
temperature, counting your heart rate, and testing your blood pressure. 

WHAT ARE THE RISKS OF THE STUDY? 
All drugs have the potential to cause problems or side effects. This drug has been tested 
in patients with the side effects described below. There is also a possibility of other side 
effects which have not been seen in previous studies. We will tell you about any new 
information that might change your decision to stay in the study. 

Some possible side effects reported from using Budoxis are dizziness, facial flushing, 
headache, chest pains, fatigue, nausea, drowsiness, and abdominal pain. It is expected 
that most side effects on this study will not be severe or life threatening, but they may 
require treatment interruptions or changes in drug dosage. If you have any of these 
problems or other changes in the way you feel, you should tell the investigator or other 
study personnel as soon as possible. Side effects usually disappear after treatment is 
stopped. In the meantime, your doctor may prescribe medications to help with them. 

We don't know what effect Budoxis may have on a pregnant wo~ an unborn baby, or 
a breastfeeding baby. Participants who could get pregnant or tather a child should use 
birth control pills or condoms, or not have sex. If you think you may have become 
pregnant or fathered a child while being on this study, please tell the investigator or other 
personneL 
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WHAT ARE THE BENEFITS OF BEING IN THIS STUDY? 
Treatment during this study may help better control your asthma. There may be no direct 
benefit to you from being in this study. By being in this study, you may help other aduhs 
diagnosed with asthma in the future. 

WHAT ARE THE ALTERNATIVES TO BEING IN TIDS STUDY? 
Patients may choose not to take part in this study. Instead of being in this study, there are 
several other drug therapies available to you for control of asthma such as breatheEZ, 
breatheinolo~ and breathenifedipin. 

WHAT WILL I RECEIVE FOR BEING IN THIS STUDY? 
You will receive $50 for each visit to compensate you for transportation or time taken off 
from work to participate in the study. The amount will be received approximately two 
weeks after each scheduled visit. 

WHAT ARE MY RIGHTS AS A STUDY PARTICIPANT? 
Being in this research study is voluntary. You do not have to be in a study to receive care 
for asthma. If you choose to participate, there will be no penalty or loss of benefits to 
which you are otherwise entitled. You may withdraw from the study at any time. 

We will inform you of any new information that develops during this study. This 
information may affect your decision to be in the study. The investigator or sponsor may 
remove you from the study at anytime without your permission, for reasons that may 
include, but are not limited to, .life threatening illness, severe reactions to the drug, or 
inability to comply with study tests, procedures, or visits. 

WHAT ABOUT EXTRA COSTS? 
You will not have to pay anything extra if you are in this study. Pharmaceutic~ Inc. will 
pay for all medical exams and tests related to the study. Necessary emergency medical 
care for treatment of a problem incurred as a resuh of this research drug that is not 
covered by your insurance will be provided to you without cost. You will still have to 
pay for all treatment that is not related to the study. 

WHAT ABOUT CONFIDENTIALITY? 
The resuhs of this research may be made public, although you will not be identified 
Your participation in this research study and medical records will remain confidential to 
the extent protected by law (please refer to the section below entitled-What About 
Privacy?). Groups that may inspect the research study records and your medical record 
include Phannaceutical, Inc. or their designated representatives, the Institutional Review 
Board at Breathe Better Clinic, and Federal Regulatory Agencies. These groups follow 
rules to keep your information confidential. 
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WHAT ABOUT PRIVACY? 
(Authorization for use and disclosure of information for research purposes that include 
treatment) 

I, hereby authorize Breathe Better Clinic to (check all 
ilim--~-p~~~=------------~ 

__ use the following protected health information , and/or 
__ disclose the following information to Dr. Joe Blow, the Institutional Review Board 

at Breathe Better Clinic, Federal Regu)atory Agencies, Pharmaceutical Inc., and 
their designated representatives: 

-Medical history 
-Physical examination results taken at screening, and 

at one-month, three-month, six-month and twelve-month follow-up visits 
-Blood, wine, and pregnancy test results 
-Electrocardiogram (ECG) measurements at the one-month and twelve 

month follow-up visits 
-Spirometry measurements at baseline, one-month, three-month, six

month, and twelve-month follow-up visits to show how quickly your 
lungs can be emptied and filled 

-Your response to either drug given 
-Questionnaire responses 
-Vital sign measurement 
-Concomitant medications 

This protected health information is being used or disclosedfor the following purposes: 
-To test the safety and efficacy ofBudoxis in the treatment of asthma 

This authorization shall be in effect for up to two years after enrollment into this study. 

I understand that I have the right to revoke this authorization, in writing, at any time by 
sending such written notification to John Doe at jdoe@bbclinic.com. I understand that 
revoking my authorization will not ~ly to protected health information that has already 
been used or disclosed by Breathe Better Clinic for the purposes of this study. 

I understand that information used or disclosed as a result of this authorization may be 
used or disclosed again by the recipient and may no longer be protected by federal or 
state law. 

I understand I have the right to: 
-Inspect or copy the protected health information to be used or disclosed 

as permitted under federal Jaw (or state Jaw to the extent the state Jaw 
provides greater access rights). 

-Refuse to sign this authorization. 
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I have signed a consent form of Breathe Better Clinic and have been made aware of the 
practice's "Notice of Privacy Practices". The statements included in this authorization 
are binding on the Breathe Better Clinic. In addition, this protected health information 
may be used to carry out treatment, payment, and health care operations of Breathe Better 
Clinic. 

The Breathe Better Clinic will receive compensation, either directly or indirectly, from a 
third party if applicable, for conducting this clinical study and using or disclosing the 
protected health information requested under this authorization. 

SPONSOR AND INSTITUTIONAL RESPONSffiiLITIES 
(Sponsor Liability Statement) 

WHO ~JIOULD I CALL IF I BA VE QUESTIONS OR PROBLEMS? 
Dr. Joe Blow is in charge of this study. You may call him at 1-800-596-9856 twenty-four 
hours a day with questions about the study. You may also call John Doe, the study 
coordinator, at 817-935-8652 with any concerns or questions you may have. 

You should call Dr. Joe Blow if you believe you have suffered physical injury or are 
sicker as a result ofbeing in this research study. You may also call the Chair of the 
Institutional Review Board (IRB), at 817-968-4578, with questions about injury or your 
right as a research subject. The IRB is a group of people who review studies to protect 
the rights of research subjects. 

AU'fiiORIZED CONSENTING PARTY 
The purposes, procedures, and risks or this research have been explained to me. I have 
had a chance to read this form and ask questions about the study. Any questions I had 
have been answered to my satisfaction. I give permission for _______ _ 
to participate in this research study. A copy of this signed consent form will be given to 
me. 

Signatare of Authorized Consenting Party Date 

Name of Patient or Authorized Consenting Party 

Description of Personal Representative's Authority 
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STUDY PERSONNEL 
I have explained the purposes, procedures, and risks involved in this research study in 
detail to: who in my 

Print name of Authorized Consenting Party 
opinion IS/ IS NOT capable of consenting to participate in this study. 

Signature of Person Obtaining Permission/Assent Date 
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Questionnaire 

1. Have you ever participated in a clinical trial? 
Dyes: When? _______ _ 
CNo 

2. After reading the informed consent document, do you understand the medical 
procedures and information that will be used in this study? 

Dyes 
[J'olo 

3. Do you understand the risks and benefits as described in the informed consent 
document? 

Dves 
[No 

4. Was the language in the informed consent document clear and understandable? 
[]yes 
(J"lo 

5. If you bad asthma, would you participate in this study? 
[]Yes 

oNo 
If not, what is your primary reason for choosing not to participate? 

0 I do not understand the informed consent document 
0 The potential risks are too great 
0 I do not see any personal potential benefits 

0 I am not willing to authorize the release of my medical information 
0 ~her:. ______________________________ _ 

What is your secondary reason, if any, for choosing not to 
participate? 

0 I do not understand the informed consent document 
0 The potential risks are too great 

O I do not see any personal potential benefits 
0 I am not willing to authorize the release of my medical information 
0 None 

6. Do you feel comfortable with the degree to which your medical information will 
be,.~trotected i!'you participate in this study? 
LJy~.~mm: __________________________________________ ___ 

[No, expmm: ____________________________________________ _ 
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To be completed by person giving the questionnaire: 

Form: ·-----

Sample#:. ___ _ 

To be completed by you: 

Male __ _ Female ___ _ 

Age:. _____ _ 

Highest level of education (circle one): 

GED/high school Associates Bachelors Masters or higher 

Race/etbnicity (circle one) 

Caucasian Hispanic African American Asian Other 
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A Randomization Plan 
from 

http://www .randomization.com 

1.A 
2. 8 -------------------------------
3.8 -------------------------------

-------------------------------4. A 
5. 8 -------------------------------

-------------------------------6.A 
7.8 -------------------------------

-------------------------------8. A -------------------------------9.A -------------------------------10. 8 -------------------------------11. A -------------------------------12. 8 -------------------------------13. A -------------------------------14. B -------------------------------15. A -------------------------------16. B -------------------------------17. A -------------------------------18. B -------------------------------19. B -------------------------------20.A -------------------------------21.A -------------------------------22. B -------------------------------23.A -------------------------------24. B -------------------------------25. 8 -------------------------------26.A -------------------------------27. B -------------------------------28. A -------------------------------29.A -------------------------------30. 8 -------------------------------31. 8 -------------------------------32. A -------------------------------33. 8 -------------------------------34.A ______________________________ _ 
35. A -------------------------------36.8 ______________________________ _ 
37. A -------------------------------38.8 ______________________________ _ 

http:/ /www.tufts.edu/-gdallaJ/assign.htm 
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39.A 
40.B--------------------------------

4l.A --------------------------------42. B --------------------------------43. B --------------------------------44. A --------------------------------45. B --------------------------------46. A --------------------------------47. B --------------------------------48. A --------------------------------49. B --------------------------------SO.A --------------------------------

50 subjects randomized into 25 blocks 
To reproduce this plan, use the seed 9345 

Randomization plan created on 07/24/2002 14:33:09 

http://www.tufts.edu/-gdallallassign.htm 

Page 2 of2 

7/24/02 



A Randomization Plan 
from 

http://www .randomization.com 

1. B -------------------------------2.A 
3. B -------------------------------

-------------------------------4. A -------------------------------5.A 
6.8 -------------------------------

-------------------------------7. A 
8. B -------------------------------
9. B -------------------------------

-------------------------------10. A -------------------------------11. B -------------------------------12. A -------------------------------13. A -------------------------------14. B -------------------------------15. B -------------------------------16.A -------------------------------17. B -------------------------------18. A -------------------------------19. B -------------------------------20.A -------------------------------21. A -------------------------------22. B -------------------------------23. B -------------------------------24. A -------------------------------25. B -------------------------------26.A -------------------------------27. A -------------------------------28. B -------------------------------29.A -------------------------------30. B -------------------------------31. A -------------------------------32. B ------------------------------33. A ------------------------------34. B -------------------------------35. B ------------------------------36.A -------------------------------37. A -------------------------------38. B -------------------------------
http://www.tufts.edu/-gdallallassign.htm 
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39. 8 --------------------------------40. A --------------------------------41.8 --------------------------------42. A --------------------------------43. 8 --------------------------------44.A --------------------------------45. A --------------------------------46.8 --------------------------------47. 8 --------------------------------48.A --------------------------------49. 8 --------------------------------50. A 

50 subjects randomized into 25 blocks 
To reproduce this plan, use the seed 2334 7 

Randomization plan created on 07/24/2002 14:33:53 

http:J /www .tufts.edul--gdallal/assign.htm 
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1.8 

A Randomization Plan 
from 

http://www. randomization.com 
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To reproduce this plan, use the seed 3367 

Randomization plan created on 07/24/2002 14:35:33 
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Diary ofProgress at Med-Trials 

05/13/02 I arrived at 9:45 am and met with Lachelle Arredondo. She had a meeting to 

go to, but lent me her office (because my cubicle was not set up yet) and I 

immediately began literature searches. I needed to become aquainted with 

basic background information on IllP AA before narrowing down my research. 

I met with her at 3 pm to discuss what I had accomplished for the day. She 

agreed that the information was inundating, but urged me to narrow my 

research to clinical research and the patient-physician setting. We went to the 

Department of Human Health Services webpage and she gave me quite a few 

ideas as to where to start. We discussed what should be mentioned in the 

proposal and the format. I went home at 4pm 

05/14/02 I arrived at MedTrials at approximately 9:20 a.m. and immediately began 

literature searches using databases such as PubMed to obtain names of journals 

I could look for later. I did lit searches all day and began work on my 

proposal. I left at 5:30 p.m. 

05/15/02 I went to Southwestern Medical Center's library from 9am to 3:30pm. I found 

quite an extensive collection of journals and bought a copy card to make my 

·mvn copies. They did not have a couple of business and management journals 

I needed though . 

14 



05/16/02 I met with my committee at UNTHSC to get approval of my proposal. I need 

to rewrite some portions of it and received some suggestions on the proposal 

itself and on the project as a whole. I am much clearer on the hypothesis and 

scope of this project. 

--get opinions from the IRB, sponsor, investigators, on IllPAA 

--look at the original passed document 

--revise the mention of the proposed changes mentioned in the proposal 

--create a questionnaire for before/after IllP AA for potential subjects 

--objectively redo the proposal without putting a negative or positive spin 

on concepts 

--do not mention the waive of authorization 

The hypothesis of my project was narrowed down to, "IllP AA Will Have an 

Impact on the Enrollment of Patients in Clinical Trials". We discussed 

potential subject pools and the idea of going to San Antonio to work with a 

physician who hired MedTrials as a sponsor in his phase I clinical trial was 

brought up. We will be creating a mock study in which a protocol synopsis, 

informed consent ·and new HIP AA regulated informed consent will be 

presented to potential subjects after reading a one page informational sheet on 

HIPAA. 

05/17/02 I went to TCOM from 9am to 2pm to research and had to catch a plane at 5pm 

to go to Corpus. 

05/20/02 I arrived at MedTrials at 9:30am and began revising my research proposal for 

tomorrow's meeting. I began writing up a background for my thesis. At 4pm 
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I met with LaChelle to discuss how the mock study protocol synopsis should 

be created. She handed me a template of both the synopsis and an informed 

consent. We also talked about potential subjects to give the questionnaire , but are still 

uncertain. I left at 5:30pm. 

05/21/02 I arrived at MedTrials at 9:20am and faxed Dr. Kaman my proposal to be 

reviewed before our conference call meeting at 2pm. After the conference 

call I made a few corrections and faxed a final copy to Dr. Kaman. Annita 

and LaChelle were given a copy. Annita signed off on the proposal. I left at 

4:45pm 

05/22/02 I met with Dr. Kaman at 9:30 at UNTHSC and he signed off on my proposal. 

We discussed the thesis and the direction he wants me to take on writing the 

final paper. 

05/23/02 I arrived at MedTrials at 9:30. LaChelle signed off on the proposal. I finished 

the protocol synopsis, informed consent and IDP AA informed consent. Once 

those were completed, I turned them into LaChelle who was at a meeting for 

the majority of the afternoon, for her to review it and notifY me of any editing 

that needs to be inade. 

05/24/02 I went to the health science center to tum in my proposal and intent to 

graduate. I spend the rest of the afternoon reading my literature. 

05127/02 Memorial Day holiday!!!!!! 

05/28/02 I bad a doctor's appointment, but spent the rest of the afternoon reading 

literature. 

05129/02 I arrived at MedTrials at 9: 15 am and researched a little more into IDP AA. 
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LaCbelle was gone for the majority of the afternoon. At 3:00pm she stopped 

by and handed me the edits that needed to be made to the protocol synopsis 

and informed consent. She said they were in excellent condition, but that I 

needed to redo the IDP AA authorization because it is a diflerent form than 

that of the IDPAA informed consent. She told me to also think of possible 

questions for the questionnaire and that we would convene on Friday. 

05/30/02 I arrived at MedTrials at 9:30am. LaChelle was out today, but I worked on 

the HIP AA Authorization Form and possible questions for the questionnaire. 

We will meet on Friday. 

05/31102 I arrived at MedTrials at 9:45am and met with LaChelle and Annita about the 

questionnaire and new HIP AA Authorization Form. The Authorization Form 

seemed a little too complex for the general public. We made some revisions, 

but are not sure if that changes the legality of the document. We also had a 

question on a couple of statements. I will call the AMA and ask them 

about it. We agreed on what type of questions to put in the document 

and how to incorporate the HIP AA Authorization Form into the current 

Informed Consent Document. We discussed possible populations to survey 

and LaChelle mentioned that Wade and I would have to give presentations at 

their quarterly meeting. I left at 4:30. 

06/03/92 I arrived at MedTrials at noon because I had spent all morning taking care of 

financial aid and stopped by Dr. Kaman's office to tum in some paperwork 

for him to read when he got back in town. I called the American Medical 

Association on some of the language concerns LaChelle, Annita, and I had 
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on Friday. I left a message for them to call me back. LaChelle gave me 

numbers of lawyers to call about the legal terms of the Authorization Form 

and if they could look over our revised version. She told me I could do a lit 

search on another project if I was getting bored-finding a storage site for an 

investigational drug which is coming in.' 

06/04/02 I arrived at MedTrials at 9:45am and AMA called me back. I was referred to 

a Mrs. Jackie Barrah. She told me the Authorization 

Form was going to change in the next 1-2 months. When I asked why the 

Authorization states that upon re-disclosure by the recipient, the health 

information may no longer be protected under law, she told me the 

Authorization Form was different than the Informed Consent Document 

because it dealt with protected health info while the Informed Consent did 

not. She said if information was re-disclosed to someone else, such as a 

business associate under lllP AA, then the infonnation would no longer be 

covered by federal or state law (the regulations set forth by the 

government made this an issue to be included). I e-mailed the law firm's 

office for advice on lllP AA Authorization Forms. I wanted to know if our 

changing of terms to make the document easier to understand would change 

the legality of the forms in any way. At 4:00pm I received a phone call 

from a Mr. Stephen Bernstein from McDermott, Will & Emory who is a 

consultant at the law firm in Boston. His power point presentation was used 

in a presentation given to at an ACRP meeting a couple of months ago. He 

asked about the company and if we were going to need a consultant. I told 
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him MedTrials was probably looking for someone, and he was then more 

than willing to help me. He said that by looking at the attached 

authorization form, he could not see how the legality would change. I asked 

him why in the regular Informed Consent Document it states that medical 

records will remain confidential to the extent of the law, but in the 

lllP AAized Informed Consent Document if information is used or disclosed 

again by the recipient it may no longer be protected by federal or state law. 

Mr. Bernstein responded with, ''because the statute does not authorize non

covered entities, such as bio-tech or pharmaceutical companies, if they are 

given the information from the patient themselves, the law does not protect 

the information. He told me to say that we had created a form adapted from 

the American Medical Association as an independent standard and altered it 

to be more user-friendly. 

06/05/02 I began driving to MedTrials this morning, but since it had been raining there 

were 8 accidents on the 1-30 and the majority of the highway had been shut 

down. I went home and printed the GAO Medical Privacy report and read it. 

I read other literature sources that bad been printed out and browsed through 

each privacy website to check for any new proposed amendments. 

06/06/02 I arrived at 9:38am and fuxed Dr. Kaman the protocol synopsis because I 

didn't include it in the paperwork I left in his office on Monday. Lachelle and 

I spoke about different possibilities for the questionnaire population and came 

to the conclusion that I would try and get as many people as I 

could to fill out the survey and she would give some to her husband to take to 
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work. I am going to give a packet to each person with the protocol synops~ 

informed consent (regular and HIP AAized), demo graphical info sheet and 

questionnaire included. The regular consent document will be assigned the 

letter "A" and the HIPAAized "B". We went to a randomization website and 

printed off sheets numbered 1-50 with forms A and B randomly assigned to 

each. I was given 3 different assignments. I was first told to do a literature 

search to find brand names of laxatives bulimics commonly use. A drug in 

Canada sponsored by MedTrials which was over the counter is now about to 

be pulled and sold only via prescription because the Canadian government 

claims it has the possibility of becoming addictive. MedTrials is attempting to 

prove that bulimics will use other brands of laxatives marketed by their client. 

When doing literature searches all I found were references to laxatives, but 

not to specific brands. The only brands I came across were Ex-Lax and 

Correctol (only on 4 sites) as the most commonly 

used. I attempted a lit search on PubMed and looked through each journal 

mentioned: JAMA, Journal ofNervous Disorders, American 

Psychology ....... nothing was mentioned. I even charged access to the 

journals to my credit card and could not obtain brand information. The 

second assignment I was given was to continue looking for a drug storage 

filcility. I was told to ask Chip for a list of attendees of two meeting he had 

been to (Philly and Boston) for poSSible companies. I went to each company 

website and e-mailed contacts. Eve Knox also asked me to look for a 

standardized blood pressure training person for their meeting in~ 

80 



Mexico, but I did not get to it I later found one company that may be able to 

train on blood pressure at the meeting. 

06/07/02 I spoke with my best friend Marisa who lives in Houston and is attending the 

University of Houston as a part-time student in business management, and 

asked if I could go to cJass with her on Monday to conduct these surveys. I 

could grab a population from MedTrials or TCOM, but I feel the potential 

"subjects" may not be representative of the general public. Using the 

population from U ofH in an unrelated field would, in my opinion, better 

represent the subject population. She spoke with her instructor who said he 

may approve it upon looking at the packet of forms itself. I then decided 

not to go to MedTrials today, but to drive to Houston to show the instructor the 

forms. I checked my e-mail in the morning before I left for Houston and two 

companies (Penn Pharmaceuticals and BlisTech) hade-mailed a confirmation 

response that they indeed provided that type of service. I also received a 

confirmation response from the blood pressure training company and 

forwarded both pieces of information to Eve Knox. After showing the 

professor the packet, he approved my interruption of the class on Monday. 

06/10/02 I went with Marisa to her business management class and 20 minutes before 

the end of cJass, the professor stopped lecturing to allow time for the surveys. 

I asked them to read the packet given to them in the envelope in the order they 

were attached (protocol synopsis, informed consent, demographical, 

questionnaire). I believe everything went quite smoothly because students did 

not feel pressured to get out of cJass quickly. Ifl would have been given time 

81 



after usual class time, not as many people would have stayed, and they may 

have rushed through the reading. 

06/11102 I had to come up with an additional population source since only 40 were 

collected at U of H. After speaking with my mother and LaChelle, I decided to 

give LaChelle some packets for her husband to distribute at work and distnbute 

some myself at TX A&M-C.C. where my mother is employed. I was not able 

to hand out the packets at Shaun's (LaChelle's husband) work, but included an 

informational sheet explaining who I was, to assume they had asthma, and to 

read and fill out the forms in the packets in the order as they appeared. I 

thought I should personally distribute the packets at my mother's work. 

06/12/02 I stayed at home to prepare the randomized packets for distribution at TX 

A&M-C.C. I also read through the literature. 

06/13/02-06/14/02 I drove to TX A&M-C.C. and distributed the packets. 
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