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Melanoma is a form of skin cancer that can become deadly if the cancer 

progresses to a stage of metastasis. Five year survival rates as low as 10% may be noted 

in such patients. Dacarbazine and Proleukin have been approved by the FDA for the 

treatment of metastatic melanoma; however both have response rates of approximately 

20% or less. New treatment modalities including dendritic cell (DC) vaccines are 

currently being tested for treating metastatic melanoma with greater safety and efficacy 

profiles. DC vaccines are made by obtaining a subject • s DCs, priming them with 

melanoma antigen ex vivo and then injecting them into the patient to initiate an immune 

response against melanoma tumor cells in vivo. Investigational new treatments such has 

the DC vaccine must first be tested in clinical trials on research subjects. Subject 



enrollment issues regarding such a trial can cause delays in advances of the treatment. As 

an intern with a DC vaccine clinical trial, the author assisted in screening 45 patients and 

observed many hindrances involving enrollment of subjects. Such hindrances include: 

low rates of study personnel retention, small patient pools, and competing trials. 

Recommendations to improve enrollment include: more effective advertisement 

strategies and increased patient education. 
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CHAPTER I 

INTRODUCTION 

For six months I obtained hands-on experience in tbe field of clinical research 

through an internship at Baylor Research Institute (BRI) in Dallas. Texas. The Director 

of tbe Clinical Trials Office at BRI provided a rich environment in which to thrive. 

providing access to attend clinical research related meetings, allowing interaction with 

subjects, encouraging participation in coordinator education workshops, and working 

closely with a research team conducting a phase IIII research study. More specifically. I 

was assigned to assist with a clinical trial entitled: .. Combined modality treatment for 

patients with stage IV melanoma: Cyclophosphamide and a dendritic cell vaccine loaded 

with killed allogeneic melanoma cells." This privilege afforded me the opportunity to 

take an active role in conducting a clinical research trial. Shadowing the research nurse 

as she coordinated the various aspects of a clinical trial yielded valuable experience in 

FDA regulations, IRB interaction. and study coordinating. As the trial progressed, I was 

entrusted with a growing number of responsibilities and witnessed a wide array of unique 

cases. 

Setting forth to gain knowledge in the regulatory field of clinical research, I 

utilized my resources to attain this goal at BRI. With an additional thirst for knowledge 

relating to tbe scientific community, I funher used this internship experience to learn of 

tbe intricacies of the exciting new realm of cancer vaccines and tbe grave reality 



of a propessi-ve cancer, melmoma. By exploring tbe varieties of cancer vaccines under 

iDvestiptioo aod learning about tbe treatmmt options available to melanoma patieots. I 

hoped to better understand tbe iDtricacies of the specific study protocol. The experience 

acquired and the knowledge gained bas lead to tbe compilation of this report. 
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CHAPTERD 

BACKGROUND 

Melanoma is a type of malignant tumor characterized by overproduction of the 

pigment melanin by the cells known as melanocytes. 19 Melanocytes that are located in 

the epidermal-dermal junction are the most commonly affected in melanoma rather than 

those located in other sites such as the retina and mucous membrane epithelium. 8 

Melanin functions to protect the underlying cells and tissues from the harmful side effects 

of ultraviolet radiation (UV). 9 In a normal individual, the melanocyte does not require 

high cell turnover; however, under certain conditions, such as increased UV exposure, 

melanocytes are stimulated to produce larger amounts of melanin for protective 

purposes.9 In instances of overexposure to UV radiation, the DNA of melanocytes may 

become damaged, leading to tumor formation.9 The commonly damaged gene is the 

tumor suppressor gene, which when functioning normally, could prevent uncontrolled 

growth of a cell such as the melanocyte.9 Tumor formation of melanocytes is initially 

characterized as horizontal or radial growth of a cutaneous nevus followed by vertical 

growth. 8 Thus atypical nevi, more commonly referred to as moles, act as visual markers 

that allow for insight into the proliferation of melanoma. The "ABCDE" diagnostic 

system. shown in Table 1, is helpful in examining the atypical nature of nevi for early 

detection of melanoma. This system includes the analysis of Asymmetry, Border, Color. 

Diameter, and Elevation. •s Upon inspection of an atypical nevus, the patient is further 

asessc:d via biopsy of the nevus followed by pathology tests. Designating the stage of 
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me.IMOma is based oa pria.y tumor~ regiooallymph node involvemen~ and disaant 

mdiSiais. The TNM (Tumor. ~ aod Metastasis) defmitions outlined in Table 2 are 

used to asess staging criteria and wen: created by the American Joint Committee on 

Cancer.11 

The AJCC bu established the criteria for stage assessment which is displayed in Table 

3.11 This fonn of stage assessment is based on the TNM involvement of a patient. 

Subsequent sections of this repon will focus on stage IV cases of melanoma. 

Identifying melanoma at an early stage can dramatically increase a patient's 

survival rate. In situ lesions. if detected and excised, should have nearly a 1~ survival 

rate. 13 In Stage m melanoma patients, the 5-year survival rate for the patient drops 30% 

to 35% upon diagnosis. 13 Distant metastases of melanoma. classified as stage IV 

melanoma. yield survival rates as low as 10%.13 

Melanoma treatment protocols vary in strategy and are often followed by poor 

prognosis at later stages. Excision of melanoma tissue is the favored treatment strategy 

for stage I and ll cases. If draining lymph nodes found nearby the dysplastic nevus are 

affected, elective lymph node dissection (ELND) is often performed with hopes of 

preventing future metastases. 3 Stage IV cases of melanoma present great difficulty to the 

physician because of the unfavorable results often obtained. Radiology is often 

employed in an attempt to shrink metastases that have grown to cause discomfon to the 

patient. ~motherapy is a poor treatment in terms of long term patient survival. 

Aootber treatment option includes use of Interleukin-2 (R.-2). which is a honnone of the 
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immune system. In one clinical trial. n..-2 admirusaaed to metastatic melanoma patients 

provided a complete response in 7CJ, of pllients. 17 

The shape of one half of the 
Asymmetry melanoma nevus does noc 

march the other. 

The edges of the melanoma 
Border nevus are ragged. notched, or 

blurred. 

Color 

The color of the melanoma 
nevus is uneven. Shades of 
black. brown. and tan may be 
present. Areas of white. grey. 
red. or blue also may be seen. 

Diameter 1bere is a change in size of the 
melanoma nevus. 

Evolution 
(Elevation) 

The height of the melanoma 
nevus may increase above the 
skin SIA"face. 

Soun:e text: RJ, Kopf AW. Polsky D. ABCDE---an evolving concepc 
in the early detection of melanoma. Arch Dmnatol. 2005;141:1032-1034 
Soun:e Images: Adelaide Melanoma Unit Royal Adelaide Hospital melanoma images. 
bap:llwww .rab.sa.gov .aulcancerlmelanomalfilesldiagnosis.html 

s 



TMie 2: TNM Del' ...._ 

N3 

M I a: Metastasis to skin. subcutaneous tissues. or distant lympb 
nodes 
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T .... 3:AJCCMI' 1 sSIIIeeA:n ••• 

scagemc 

Tl-4b 
Tl-4a 

Tl-4alb 
Tl-4b 

T 

NlaorN2a 
NlborN2b 

N2c 
Nib or N2b or N2c 

N3 

MO 
MO 
MO 
MO 
MO 

Melanoma of the skin. In: American Joint on Cancer: AJCC 
Canca- Staging Manual. 6• ed. New Y~ NY: Springer. 2002, pp 209-220. 

Recent immunological studies have brought hope for a new generation of 

tmatments, including potential for a melanoma vaccine. One type of vaccine. the 

Dendritic Cell (DC) vaccine bas demonstrated a safety profile in phase I clinical trials. 14 

DCs are known as the most potent antigen presenting cells, the trait which inspired this 

technique. 12 To manufacture such a vaccine, DCs are collected from a subject and tben 

primed with melanoma antigens to become sensitized ex vivo. Once sensitized. the OCs 

are injected as a vaccine into the same subject. These activared Des then present their 

antigens to naive T lymphocytes, promoting T lymphocyte maturation. The maiUie T 

lymphocytes are tben capable of evoking an immune raponse against the melanoma in 

the body. 

Ia the midst of seardling for the best treatmeot option. melanoma has assumed the 

fastest growing iDcideoce raae of all caocers.15 While only 4~ of skin cancer cases are 
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c'•t1fted • _.__..it is lbe C8tlle ol owr ~ olda«bs CIUiat by still cantUs. •~ In 

2006. _....._. ol62.190 aew Clllel ol mel.,.. .e GFOCeed to oa:ur ia lbe Uaited 

Sllla with a clallb toll of ~y 7.910 people n Aw~~a~e~~ of sucb pial 

c:im...,.IDCa ... y stiDMJWelbe dnelopmeGI of mo~e effective .ad safer trealmellt 

optioas for me1aooma .,.rieals. 
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Qslala 

0. 10 tbe pb-.e I safety IDalysis .ad tbe promisiDa efJecti~ from previous 

djnjcaJ IlDdy trials. rcsarcbers bdine tbe DC va'ldDe .....ms funber inspectioa and 

~-- to ocber trealmems. The iDtalt of this report is to provide (I) a c:ompm.ora 

of cuneal FDA approved IJ'ealmefttS for llldaSlalic melaDoma to thai of DC vacciulions: 

(2) a review of titeralW'e cooc:eming OC vaccinations; (3) analysis of issues ~ to 

subject cnrollmeot; and ( 4) evidence of clinical resean:b manaaement expa ience 

obtaiDed through shadowing the principal investigator and research nurse of a clinical 

trial evaluating the safety and effectiveness of a vaccine for melanoma. 

SipifiCIQCe 

The signifiCance of this project is twofold in thai it is intended to provide a 

detailed review of the theory and prospects of a OC vaccine for melanoma as weU as 

provide an analysis for the issues relating to subject enrollment in the implementation of 

a clinical trial. The review is intended to highlight the grave reality of melanoma mel the 

dynamic nature of DC vaccine treatment, which can eben be shared with the involwd 

staff a1 BRL Analysis of subject coroUmeot will aUow assessment of the Slrellgths mel 

\YeAknesses in the enrollment process. According to the Thomson CenterW at.ch 2003 

survey. subject recruiting delays 94,. of clinical trials.6 Another study found thai las 

tban a third of tbe trials achiewd tbeir original recruitment target and only SJffl were 

awarded an extension. 10 Addlasing such possible delays with this project is in1eoded to 

be1p tbe saaff a1 BRI in improving the race of subject enrollment. This is especially 

imponaDI for tbe DC vaccine project. which often involves implementing new proiOCOis 
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ID • ...__ill 1111 bowledp •••e &leo die .-da • die YIICC:i8e ...,,. eow.rd 

c+e i .• R>A llpplovll. 

GMII tal 2: ltrMw ,.,. obofll DC WICt'illtaliofU tlllll C'OIItpdiY lmJIIfWftU few~ 

IV ......... W. FDA llpprfiWtl ~ 10 dttll of DC~ 

Boob.IIIODOJdPbl. S1Udy IDIIaial. peer-reviewed articles aDd publicalioas weft 

idcDiified. n:viewcd aDd utilized in tbe compilllioo of this n:pon. 1bese IUieriall 

wae dilcovaed duougb dlfabase sean:bes in PubMED. tbe USFDA web si&e. 

OinicaiTrials.gov aad tbe Google seMCb eDJine. lotaviews with doctors. 

raeM:h nurses. and scientists were also used as a means of obtainiD& information. 

Goal J: Altdlyzing is.sws nllJiing to sllbj«t mrolbrtent 

Review and analyses of patient screening logs and source documents pertinent 10 

this trial were used to assess tbe issues relaced to subject enrollment. lnfOI'1Dilion 

was also ptbered tbrougb penonal notes rude durin& direct participalioo in lhe 

subject n:auitment process. 1be subject n:auitmeot population I analyzed was 

ralric::tcd to those individuals meeting die trial eligibility criteria as follows: 

• • 21-75 years 

• Kmlofsty performance SlaiUS ~ .,., 

• biopsy-proveo metastalic melanoma 

• measurable metast.bc mel.aoma lesions 

• writlal iaformed cooseal 
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• no more than 3 CNS (Central Nervous System) lesions which must 

have been resected via surgery/gamma knife at least 3 months prior 

to study entry 

• adequate marrow function 

• adequate hepatic function 

• adequate renal function 

Goal 4: Obtain an understanding of clinical research trial management. 

This goal was achieved by shadowing the principal investigator (Joseph Fay, 

M.D.) as well as the research nurses (Amy Ford, RN and Laura Ensley, RN) 

during their daily activities related to the conduct of this clinical trial. 
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Results 

Current Melanoma Treatment Options 

There are limited options approved by the Food and Drug Administration (FDA) 

for treatment of advanced malignant melanoma. 

• The only FDA approved chemotherapy treatment option for patients with 

stage IV melanoma is dacarbazine (DTIC), which achieved approval in 

1975. Clinical research in patient populations using DTIC for melanoma 

treatment has shown objective tumor response in only 5% to 20% of 

patients. 18 Further analysis of the data shows that only 5% of patients 

undergoing DTIC treatment achieve a complete tumor regression. 18 

• Intron A® is an adjuvant therapy to surgery in patients that was approved 

by the FDA in 1995 for stage III melanoma. This therapy utilizes a man

made interferon, which is based on the interferon produced by the immune 

system.12 These important components of the immune system have been 

shown to interfere with foreign invaders as a mechanism to fight off 

infections. 

• Proleukin® is a biologic that was approved for melanoma treatment by the 

FDA in 1998. This biologic is a form of immunotherapy that uses a 

genetically engineered version of the immune protein interleuk.in-2 (IL-2) 

to evoke an immune response against cancerous tumors. Response rates 
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according to the manufacturer of Proleukin® generally range from 15% to 

20%. Unfortunately, this treatment also exhibits a toxicity that has the 

potential to affect nearly every organ system of the body. 

With such scant options, the physician is left with few treatment modalities to 

offer, while the patient faces undesirable odds in treatment effectiveness and life 

longevity. 

Cancer Vaccines 

On the forefront of melanoma research is concentration in the potential for 

vaccine therapy. Vaccines developed for the use in cancer therapy can be categorized as 

either therapeutic or prophylactic use. To date, no melanoma vaccine has received 

approval from the FDA. In other realms of cancer outside of melanoma, two vaccines 

have received approval by the FDA. Both treatments are prophylactic vaccines and work 

against preventing a viral infection known to be associated with a type of cancer. The 

hepatitis B vaccine has been FDA approved for its prophylactic use against the hepatitis 

B virus which is associated with some forms of liver cancer. On June 8, 2006, 

GardasilTM was approved by the FDA for the prevention of cervical cancer. Gardasil™ 

prevents a viral infection from human papillomavirus (HPV) known to cause cervical 

cancer. At the moment, there are no therapeutic vaccines to have received approval from 

the FDA for cancer treatment. 23 

Dendritic Cell Vaccine 

Current cancer vaccine trials, including those with indications for melanoma, have 

been designed to apply a variety of approaches based on different functional theories. 

13 



One approach focuses on the use of dendritic cells (DCs) as the basis for the vaccine. 

This approach was first implemented with 4 B-celllymphoma patients in 1996. DC 

vaccine administrations in these four patients resulted in," ... one patient experiencing 

complete tumor regression, a second patient having partial tumor regression, and a third 

patient resolving all evidence of disease as detected by a sensitive tumor-specific 

molecular analysis.''7 Such desirable results and multiple reports of no side effects have 

spawned several advances in this research in the last ten years. In particular, Baylor 

Institute for Immunology Research (BIIR) has intensely studied the possibilities of 

treating malignant melanoma with this form of treatment. As this is the site of my 

internship, I shall focus particularly on DC cancer vaccines engineered against malignant 

melanoma. 

To produce such a vaccine, the research team begins by collecting precursor DCs 

from the blood. These precursor or stem cells, are more specifically named CD34+ cells 

after the surface protein located on these cells. The CD34+ cells are produced mainly by 

the bone marrow. To achieve a higher level of CD34+ cells in the blood, granulocyte 

colony-stimulating factor (GM-CSF) is administered for several days to the patient. GM

CSF is a hematopoietic growth factor which stimulates proliferation and differentiation of 

hematopoietic progenitor cells. Ultimately, this results in mobilization of large 

populations of CD34+ cells from the bone marrow into circulation. To collect these 

CD34+ cells from the blood, a technique known as apheresis is employed. The apheresis 

process involves separating the desired components of a donors blood (the CD34+ cells) 

14 



via centrifugation from the remainder of the blood which is then retransfused into the 

donor. 

The isolated stem cells can then be cultured into DCs via specific cytokines (such 

as Intron A and GM-CSF). Once the appropriate amount is cultured, the DCs are loaded 

with antigens. These antigens have included: tumor-associated major histocompatibility 

complex (MHC) restricted peptides, killed allogeneic or autogeneic melanoma tumor 

cells, antigen-antibody complexes, RNA or DNA extracted from tumor cells, and viral 

vectors coupled with tumor antigens.4 "More recently dendritic cells have been loaded 

with killed autologous or allogeneic cancer lines."4 Once loaded with antigen(s), the DCs 

are considered mature or sensitized and are now capable of initiating an immune reaction. 

The cultured DCs are manufactured into a vaccine by a proprietary process. The 

DCs from the vaccine proceed directly to the lymph nodes via the lymphatic system. 

Once within the lymph nodes, the primed DCs are capable of interacting with naive T 

cells thus exposing them to the melanoma antigen. Exposure leads to T cell maturation 

into cytotoxic T lymphocytes (CTL) or helper T lymphocytes (HTL). These mature T 

cells then navigate the body looking for melanoma cells to evoke cell death, which, if 

successful, leads to regression of melanoma tumors and a state of remission for the 

patient. 

The DCs of the vaccine were cultured from the patients CD34+ cells. This 

ensures the DCs administered will have the specific marker that allows the DCs to 

present antigens to the T lymphocytes. More specifically, this marker is the major 

histocompatibility complex (MHC) located on a specific locus. If a vaccine is made from 
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one subject's DCs and injected into another, the MHC may be incompatible with proper 

antigen presentation in activating T lymphocytes. 

As expected, many uncertainties lie within this realm of vaccine cancer treatment. 

For example, the optimal frequency of DC administration and dosage is yet to be 

established. "It is believed that optimal anti-tumor effects will be obtained with many 

vaccinations possibly over a lifelong schedule."14 As for dosage, there have been no 

major differences in clinical or immune response that correlate with DC dose. 5 As stated 

by Fay in a paper in Current Opinions in Hematology, "This may be because of lack of 

dendritic cell efficacy, problems with dendritic cell migration to lymph nodes after 

administration, or activation-induced cell death ofT cells secondary to frequent immune 

stimulation by dendritic cells."5 There is still great debate regarding what is the best route 

to deliver the vaccine. While some trials use an intravenous route, most trials are 

vaccinating with subcutaneous or intradermal routes near the tumor-draining lymph 

nodes.4 Optimal antigen binding during the sensitization of the DCs is still in question. 

Dendritic Cell Vaccine Trial at Baylor 

My internship provided me the opportunity to shadow a team at Baylor 

conducting a clinical research trial involving a DC vaccine for the treatment of stage N 

melanoma. This trial was conducted with proprietary interests. Working under such 

conditions prohibits the disclosure of study data or the sharing of detailed information 

regarding the confidential protocol; however, authorization has been given to discuss my 

collective experience and observations. 
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Before my presence amongst the researeh staff at Baylor, several steps were taken 

to initiate this trial both by the sponsor and the site. The frrst step included the 

submission of an Investigative New Drug (IND) submission to the FDA by the sponsor, 

which received a receipt date of January 23, 2006. This date indicated that human 

subjects could not receive the investigational drug until 30 days after this date. Within 

this timeframe, the protocol and the informed consent were submitted to the Institutional 

Review Board (IRB) at BRI. Approval letters were then issued by the IRB and ftled in 

the appropriate regulatory binder. These steps for approval were taken not only to abide 

by regulations, but more importantly for subject safety. An initiation visit soon followed 

from the sponsor in late March of 2006. The initiation visit was conducted to educate the 

involved staff in all areas of the research trial before actually recruiting a subject. Topics 

pertinent to the trial discussed in this pivotal meeting included: a scientific overview, a 

clinical overview, procedural information, blood product shipping, vaccine information 

and shipment procedures. The staff was also introduced to the contract research 

organization (CRO) that will provide monitoring throughout the duration of the study. 

This outside monitoring is beneficial in further demonstrating data integrity of this trial. I 

began my internship in June of 2006, which coincided with the beginning of the patient 

recruitment process. To work as a staff member of the trial, I first notified the sponsor of 

my involvement and applied for approval by the IRB as a member of the study staff. I 

also submitted an Investigator Financial Disclosure Statement to the IRB indicating I had 

no financial interests in the DC trial. Upon IRB approval, I signed the Delegation of 

Authority (DOA) document in the regulatory binder. With the addition of the PI's 
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signature, I was authorized under the DOA for CRF completion, ancillary staff duties, 

regulatory document tasks, and IRB reporting. 

Protocol Design 

The research protocol followed during the internship was entitled: "Combined 

modality treatment for patients with stage N melanoma: Cyclophosphamide and a 

dendritic cell vaccine loaded with killed allogeneic melanoma cells." This study was 

performed at one site, Baylor University Medical Center (BUMC). In accordance to 

phase I study characteristics, every subject received the same treatment. Furthermore, the 

trial was neither randomized nor blinded. The main goal of a phase I trial is to determine 

the safety, not the efficacy of the investigational drug. In terms of safety, patients are 

evaluated closely for adverse events (AEs). All AEs experienced by the subjects while 

on trial were evaluated for study medication involvement, designated a grade of 1-5 and 

recorded in a source document in the patients chart. The grade assigned was issued based 

on the Common Terminology Criteria for Adverse Events (CfCAE) system. A CfCAE 

value of 1 defines a minor adverse event while a value of 5 indicates death. Grades 3 and 

higher AEs are designated as Severe Adverse Events (SAEs) and reported to the Sponsor 

immediately and to the IRB within 10 days of occurrence. Stringent grading of AEs 

ensures that precautions are taken to ensure subject safety first and foremost. Provisions 

in the protocol called for termination of this trial if 2 of the first 10 subjects experience 

any grade 3 or 4 SAEs related to toxicity of the vaccine. If the trial proves safe after 10 

subjects, another 9 subjects will be enrolled. A clinical response in less than 1 subject 

will lead to trial termination; otherwise a total of 32 subjects are planned for accrual. 
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Eligibility for study entry included documentation of biopsy-proven metastatic 

disease with persistence of measurable metastatic melanoma lesions. In addition, 

adherence to strict criteria including adequate marrow. renal, and hepatic function 

defined by specific lab value ranges is required. Exclusions from study entry are CNS 

lesions, excessive hepatic lesions, or a history of neoplastic disease. Treatment for 

melanoma< 4 weeks prior to study entry, HN, active infections, active asthma, and 

pregnancy in females will exclude a patient from trial participation. 

Subjects that meet the inclusion/exclusion (JJE) criteria begin the trial by taking 

baseline CT scans and an MRI of the brain to establish the baseline for comparison to 

scans taken at appropriate stages after study treatment is administered. After receiving 

scans, the subject is scheduled for apheresis. Collected product from the apheresis is 

shipped to the sponsor company, who uses these collected cells to manufacture a series of 

vaccines custom tailored to the subject. The subjects return once the vaccine has been 

prepared, which is typically a few weeks. The subject initially receives a chemotherapy 

infusion, which is followed by DC vaccine injections several days thereafter. Dates are 

scheduled for further CT scans and MRis at specific intervals throughout the study. 

Indications of disease progression from these scans would disqualify the subject from 

further participation. Only subjects demonstrating a complete response (CR), a partial 

response (PR), or stable disease (SD) are allowed to continue with study treatments. 

Data points for analysis include the measurement of metastatic melanoma tumors 

in millimeters (mm) at specific stages of trial assessment. These measurements are 

compared to previous measurements to indicate if the vaccine has demonstrated any 
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regressive effects on the tumor. Depending on response to vaccine treatment, a subject 

could be enrolled in the study for as long as 96 weeks, receiving a total of ll vaccine 

treatments. 

Subject Enrollment 

Screening for the DC trial ensued after the site initiation visit, with the first 

patient recorded in the patient exclusion log on March 28, 2006. All patients were 

initially screened over the phone by the CRC. If a subject appeared eligible, the patient's 

most recent medical records were obtained. To do this, the patient must first provide 

consent to their health provider for the release of medical records. These records 

included: pathological findings, CT scans of the chest abdomen and pelvis, an MRI of the 

brain, lab results, and physical exams. At this phase, I worked closely alongside the CRC 

to assess patient eligibility by referring to the liE set forth in the protocol. Another item 

of interest at this screening phase is verification of health insurance. The DC vaccine is 

provided at no fee to the subject, in compliance with 21 CFR 312.7(d); however, other 

costly treatments under the protocol, such as certain CT scans, are not covered by the 

sponsor. Proof of payment ability is necessary to ensure protocol compliance for the 

duration of the study 

If a patient is deemed eligible, a case is presented to the PI and a consultation visit 

is scheduled. At this visit, the patient obtains informed consent and begins to have blood 

drawn for laboratory analysis. It is from this moment that the patient has a 28 day 

window designated by the protocol to be eligible for study entry. Within this time frame, 

many events which further qualify a patient for study entry occur, including CT scans, an 
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MRI of the brain, and an EKG. Provided these tests do not demonstrate any positive 

exclusion factors, a review packet is compiled and sent to the Melanoma Trials Overview 

Committee (MTOC) for an unbiased assessment of patient eligibility. Once approval is 

obtained from two physicians from the MTOC. the sponsor reviews the material and 

assigns the patient a subject number. At this point, the patient is enrolled and is 

scheduled to receive study treatments. The first visit is scheduled for the subject to 

undergo apheresis for collection of their cells. After apheresis, the lab begins to produce 

a vaccine. A vial containing the produced vaccine for the frrst DC injection will be 

delivered to the hospital pharmacy 10 days later. 

Throughout the duration of my involvement in helping with the DC trial, this 

process of enrollment constituted a full time job for both the CRC and me. A total of 38 

documented subjects failed screening from March 28, 2006 to November 1, 2006 as 

noted in Table 4. These subjects were subjected to a full medical history review for 

eligibility. Half of those excluded ( 19/38) either had non-stage N melanoma or no 

melanoma at all. The enrollment process yielded a net of 12 potential subjects that were 

scheduled consultation visits and obtained informed consent for participation in the trial. 

Ultimately, a total of 7 subjects were enrolled in the DC trial (Table 5). This coincided 

with an enrollment rate of 15.6% [(7 enrolled subjects)/(45 total screened patients)]. 
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Table 4: Esdusion Log 

Table 5: Enrolled Subjects 

Subject# Enrollment Date 
1 5/23/06 
2 6112/06 
3 6/20/06 
4 7/11106 
5 7/17/06 
6 9/25/06 
7 9/26/06 

It should be noted that enrollment does not imply that a subject will stay enrolled 

for the complete duration of the study. This was the case in the DC trial, where a total of 

3 enrolled subjects were removed from the DC trial after an enrollment number was 
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assigned. A subject retention rate of 42.9% (4 remaining subjects/7 enrolled subjects) 

was observed for the trial. Three subjects were removed from the trial under the 

authority of the PL Each subject's scenario prior to study removal was analyzed by the 

PI for IND involvement. All three cases were documented as "not related to study 

treatment" in the opinion of the PI. As of November 1, 2006 a total of 4 active subjects 

remained on the DC trial that began screening patients on March 28, 2006. This data 

coincides with 8.9% ([4 active subjects]/[(45 screened patients)]) of the patients seeking 

treatment for the DC trial becoming enrolled and remaining on trial during the reviewed 

time frame of approximately 7 months. 

23 



Discussion 

Melanoma clinical ttials such as the DC vaccine ttial are conducted by 

collaborative team efforts and under the regulations of the FDA. The future to fmding a 

cure for stage IV melanoma will rely on outcomes of such clinical ttials. Findings from 

past research have spawned innovative treatment modalities for the fight against 

melanoma. While the efforts of research have lead to the production of investigational 

treatments such as the DC vaccine, it is the outcome of subject response to the treatment 

that determines its success. Proving an investigational product's success in human 

subjects can be difficult when there is a limited availability of subjects. Estimations in 

the United States show that out of the subject pool eligible to participate in a clinical ttial 

only 10% choose to do so.2 With such odds, the recruitment process of any clinical ttial 

can be a daunting task. 

My internship at Baylor allowed me to actively assist a CRC and a research team 

in accruing subjects with stage IV melanoma for a DC vaccine trial. Such an experience 

shed light on the difficulty in accruing the goal of the sponsor for subject enrollment. 

After approximately 7 months from the date of the site initiation visit, 7 subjects were 

enrolled in the DC vaccine trial at Baylor. At this rate of 1 enrollment per month, it 

would take 25 additional months to reach the sponsor's goal of 32 subjects. Time is a 

crucial factor in this trial, as further pivotal phase n and m studies are dependent upon 

the data obtained by this current trial. In addition, there is essentially a race amongst 

other research teams to become the first to produce a melanoma vaccine approved by the 

IDA. With such proprietary interests and the growing population of diseased individuals, 
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lime is a aucial commodity. Att11ining the necessary subject pool in a timely matter for a 

cliaical trial can be the weak link in progress. 

While assessing the rate of subject accrual for the DC trial, one must keep in mind 

the OCCUJ'miCe of stage IV melanoma in the population. Approximately 2-3% of patients 

with melanoma will experience metastasis from the primary melanoma site to the lymph 

nodes as in stage m melanoma. 3 Only 4% of skin cancer cases are classified as 

melanoma 15 So inherently, recruiting subjects from a limited population for such a trial 

will face difficulties. Ufe expectancies after diagnosis of stage IV melanoma are usually 

not measured in years, but rather months. 21 When conducting a clinical trial for stage IV 

melanoma, it is very plausible that retention rates may be low since subjects may not live 

long enough to complete the trial. It was also noted that half of the subjects on the 

exclusion log of the DC vaccine trial bad either no melanoma or non-stage IV melanoma. 

This seems to indicate that there is a lack of public awareness concerning melanoma. 

To add to the difficulty in terms of subject enrollment, several clinical trials are 

underway competing for the same subjects. Competing trials were discovered on 

www.clinicaltrials.gov. This internet site is a service of the United States National 

Institute for Health (Nlli), which provides publicly viewable listings to help prospective 

subjects match with a clinical trial. A search conducted on clinicaltrials.gov using the 

keywords "stage N melanoma" resulted in I 09 matches for available clinical trials. 

Further refinement of the online keyword search by including "Dallas, Texas" resulted in 

a total of 9 matches. With the DC trial at Baylor included in this pool of sites, the DC 

trial was, therefore, competing with at least 8 stage IV melanoma clinical trials in the 
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I8JDie local ma. Ooe of the staae IV melanoma clinical trial sites in Dallas was 

pelfomled under the same sponsor. albeit different protoco~ u tbe OC trial at Baylor. 

Such competitioa will possibly lead to earlier advaoc:es in melanoma treatment modalities, 

but with a cost of decreased subject enrollment rates experienced by individual sites. 

To iDcrease subject enrollment. especially in tbe midst of competing trials. the use 

of advertisement is essential. Initially. the DC trial at Baylor was largely advertised by 

physician-to-physician letters sent to physicians belonging to a group called TOPA 

(Texas Oncology Physicians Association). In addition. this is the 6m DC trial with stage 

IV melanoma indications to be performed at this site. Such a reputation could lead to 

physicians inquiring if the site has a study for their patient. thus bypassing the need for 

advertisement. The DC trial was also publicly listed on www .clinicaltrials.gov. When a 

decrease was noted in subject enrollment. physician-to-physician letters were distributed 

to physicians belonging to the US Oncology group. In addition, a list of physicians in 

Texas outside of TOPA and US Oncology were sent physician-to-physician letters. This 

list consisted of 57 physicians identified using online search tools of clinics and hospitals 

located in Texas. with emphasis on oncologists and dermatologists, both of whom would 

potentially come in contact with melanoma patients for referral. These employed 

methods of advertisement do not require IRB approval and are essentially minimal cost 

methods. Usage of these techniques is especially vital in a clinical trial operating under a 

tight budget. 

The sponsor also decided to post a newspaper advertisement for tbe OC trial (see 

Appendix 8). The advertisement was submitted to the IRB and received approval on 
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Aupst & 2006. After approval.lbe lid was placed in lbe DtJlla.J Momilal Nrws and tbe 

QMid 011 August 10, 2006. The ad was restaled in the Star TekgrtJifl oo August 21, 2006. 

While this kdmique reacbed a larger audieace, there was a large monewy expenditure 

iDcuned by the site. Unfortunately. increased subject enrollment did not incur in the DC 

trial by this method of advertisement. 

Another factor involved in impeding subject enrollment in the DC trial directly 

related to staffing issues. One such example includes staffing of lab personnel by the 

sponsor. 1be lab personnel were responsible for producing a vaccine from the product 

received from the apheresis of each subject. The production technique required specific 

processes that occurred at specific time intervals. In addition, a limited number of batches 

could be produced at one time. Forcing employees to work seven days a week is not a 

feasible action to ensure the lab is always producing the investigational vaccine. In 

resolution, a total two days of the week were allotted by the sponsor for apheresis to be 

performed on the subjects. This ensured the staff would be capable of making the 

vaccine. Unfortunately, this puts a constraint on the CRC of the DC trial in terms of 

enrolling subjects. The CRC of this trial must work with a 28 day window to obtain an 

enrollment number for the subject and have the subject placed on the apheresis machine. 

In addition, if multiple subjects are enrolled at the same time, one subject may have to 

wait several days or even a week later to be placed on apberesis. Thus, having a limited 

number of staff could easily delay recruitment by days or weeks. Besides the risk of 

disease progression in the patient. such a factor could potentially have negative effects on 

n:ceiving eod point data in a timely matter. 
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AIMJdler llwffina issue dllll caa be cldrimeDial to a trial iDvolw:s the loss of site 

llllff. wbicb occumxl durin& the OC trial when a CRC resipecl. This is a common 

problem 111110111 sites. The CeorerWIIICb survey iD 2002 found thai 56'1> of CRCs have 

bdd tbeircurreat position for less than 3 years.22 Fortunately, tbc current site bad a CRC 

iD miDd with a training plan in place, which ultimately led to a nearly seamless transition. 

Such an event could have placed tbe clinical trial far behind schedule if more time was 

needed to find a new CRC or if a training plan was not in place. 

Another potential subject enrollment issue lies in perfonnance of personnel 

outside of the clinical trial staff. For example, cr scan images are read by trained 

radiologists and examined for, among many structures, tumor development. In the DC 

vaccine trial, measurable tumors must be present to pass the inclusion criteria. lberefo~ 

if a radiologist repons negative findings of tumor development on the cr scan repon. the 

patient is ineligible to be enrolled in the DC vaccine trial. However, it is possible that the 

radiologist made an error and the patient does in fact have measurable metastatic disease. 

Sometimes tumors may go unnoticed while examining scans. This is especially ttue if 

the radiologist is not made aware of the patient's history of melanoma and tbe~fo~ 

possible likelihood of metastatic tumor presence. While the radiologists are highly 

trained professionals, it can be difficult to locate tumors, especially iD bodily ~gioos such 

as the bowel. where bowel and tumors may be nearly indistinguishable. It is. therefore, 

highly benefiCial to have tbe PI review tbe scans and discuss any further fmdings with the 

radiologist. Human error is a oearly omnipresent factor iD daily life. Having exteosive 

cbecks and balances such as a second opinion by a physician or training the CRC to take 

28 



• iaquisitive ..,.,.._. to R¥iewiq plllieat histories could lead to iDcrealed subject 

CIIIOIImeat. 

Subject recnJiUDcat can also be hindered by tbe desip of tbe protocol. 1be 

eJiaibility criteria of a protocol are implemented to minimize possible effects of tbe 

invatiptiooa.l product experienced by tbe subjects. At times. the PI may feel a subject is 

a I"* candidate for tbe trial but there is an eligibility criterion that is not fuUy met by the 

subject. In this scenario. the PI may request that an exception be granted from tbe 

sponsor. In addition. the IRB must approve the protocol deviation for this evenL An 

example of this could be a lab value that is very minutely out of range. Another example 

could be a subject that is two years older than the upper age limit but in excellent health. 

Furthermore. an eligibility criterion may be found unnecessary in the scope of the 

trial. Removing or revising such an eligibility criterion. provided subject health and 

safety is not endangered. may open the trial to an increased patient population size. This 

was the case in the DC trial w~ an inclusion criterion was removed from the protocol. 

The criterion had stated that patients must have experienced failure of fmt line therapy 

for stage IV melanoma. To change any item on the already IRB approved protocol the 

sponsor must obtain IRB approval for the revision. This was done by sending the 

appropriate application to the IRB at BRI for expedited review. Expedited review from 

the IRB. as defmed by 45 CFR 46.110(b ). is allowed under circumstaoces wbere there is 

minimal risk to the subject associated. This process did not interrupt the patient 

n:c:ruitment process either. as the trial could continue to operate under the ~viously 

approved protocol wbile awaiting the new approval from the IRB. 
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To impro-ve die earollment of the OC lrialll Baylor, I would ~ 

.tvedililta iDa t.:pr aewspaper witb a wider .udieoce such • die New York Times. 

'Ibis llldbod was used iD pevious OC trials witb success Tbc use of a radio 

ldwrtilemenl could also potentially help subject emollmeot in tbis trial. While sliptly 

11101e expeosive than tbe newspaper advertisement. a larger audience could be targeted. 

ADodx:r option is television advertising. While this method could be very expensive, I 

would explore the use of a health segment on the local evening news. Other trials have 

used this method witb great success. One CRC from another trial at Baylor said she 

quickly attained ber subject goal as the office phone become flooded with calls following 

the days after tbe evening news on television highlighted the trial. 

Another possible way to increase subject enrollment could be through public 

awareness of the disease. Perhaps the US government and/or a collaboration of 

melanoma trial sponsors could produce public awareness campaigns. This could result in 

more people visiting their physician, being screened for melanoma. and receiving proper 

diagnosis at an early phase. 
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Sumnwy 

Mdaooma is a devastating fonn of skin cancer that is affecting the ~~~ of 

iacreasiog populations each year. Few options remain for patients diagnosed with stage 

IV melanoma. as OTIC is the only chemotherapy treatment approved by the FDA. With 

low response rates from OTIC treatment, further research and clinical trials have 

attempted to improve response outcomes for melanoma patients. One treatment, the DC 

vaccine. was highlighted. The method of OC vaccine production and its usc in a clinical 

trial was discussed. 

Serving an internship at a site conducting a DC vaccine trial provided insight into 

the operations of a clinical trial. specifically allowing the opportunity to shadow all of 

those involved in the clinical trial from the PI. the CRC. the sponsor. the research staff, 

the monitor. to the subject. Experience was gained through assisting the staff with such 

tasks of the OC vaccine clinical trial as CRF completion. AE rqM>rting. sponsor meetings. 

IRB reporting. and subject interaction. 

Subject enrollment in the OC vaccine clinical trial was addressed with discussion 

of ways that it can be modulated. A subject enrollment rate of 15.6% was achieved 

during the duration of the internship. Discussion of hindrances to the subject recruitment 

process was discussed. Adjusting eligibility criteria. foreseeing possible weak points in 

saaffing aod utilizalion of advertisement mdbods are amongst the aforcmcntioocd 

Sbllqies that could be altered to improve subject enrollment. 
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Description of Internship Site 

CHAPTER ill 

INTERNSHIP EXPERIENCE 

The site of my internship was located on the Baylor University Medical Center 

(BUMC) campus in Dallas, Texas. The majority of my time as an intern was spent 

working in the clinic found in the Collins tower of the BUMC campus assisting the CRC 

and PI with the dendritic cell (DC) vaccine trial. The CRC I assisted coordinates 

melanoma clinical trials. The PI is a bone marrow transplant physician who, in addition 

to treating bone marrow patients, performs the duties of PI for DC vaccine trials in the 

treatment of stage N melanoma. This clinic has been the site of 6 phase I, single center 

clinical trials for stage N melanoma. 

The scientists and the team behind the development and distribution of the DC 

vaccine are part of the Baylor Institute for Immunology Research (BIIR) located in the 

Zelig H. Lieberman Research Building on the BUMC campus. Cancer vaccines, 

therapeutic approaches to autoimmune diseases, infectious disease vaccines and organ 

transplantation studies are among the research conducted at BIIR. DCs are the primary 

focus of research at BIIR, "which is led by Jacques Banchereau, Ph.D. who is regarded as 

the "father" of DC technology by the international scientific community." BIIR is also 

the site of production of the DC vaccine, which is produced in a 300 ft2 GMP (Good 

Manufacturing Practice) facility. 
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The sponsor company of the DC vaccine trial currently leases offices on the Zelig 

H. Lieberman Research Building on the BUMC campus. The company was developed in 

2004 by Baylor Health Care Systems to develop, produce, and distribute customized 

cancer vaccines. With such a short geographical distance between the site, the sponsor, 

and the investigational drug development, my internship provided a unique environment 

for interaction and observation of the DC vaccine clinical trial. 

Baylor Research Institute (BRI) is located on the BUMC campus and also added 

to the enrichment of my internship experience. BRI is an administrative branch of the 

Baylor Health Care System dedicated to research, overseeing more than 650 active 

clinical studies. The Director the Clinical Trials Office at BRI, Betsy Stein, was my 

mentor and provided many shadowing opportunities. The Institutional Review Board 

(IRB) was also located at BRI. 
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Journal Summary 

As an intern, I worked primarily on a clinical trial analyzing the effects of a DC 

vaccine against stage IV melanoma. I closely shadowed the coordinator at all times, but I 

also had interactions with the PL the subjects, the monitor, the sponsor company, and the 

lab producing the vaccine. While shadowing the coordinator, I was present as she 

answered phone calls, read emails, and read letters pertaining to potential subjects. 

Together we discussed the subjects' eligibility based on medical histories and prior scans. 

Once a patient was deemed eligible, we consulted the PI. With his agreement, the 

coordinator would set up a consultation visit. At this visit, provided the patient approved, 

I would sit in on the consultation and observe the PI during initial informed consent 

administration. Afterwards I assembled a packet for review by the Melanoma Overview 

Committee. Each review packet contained recent lab values, physical exams, 

pathological findings, an MRI of the brain, and CT scans of the chest, abdomen and 

pelvis. The purpose of a review packet was to obtain review from two other physicians 

on a subject's eligibility for trial participation. The coordinator or I would personally 

deliver the review packet and wait for their approval or disproval. Upon receiving 

approval, I would work with the coordinator in scheduling the subsequent visits up to the 

101
h week, whereupon the subject is assessed for further trial involvement. To aid in this 

process, I utilized a software tool entitled Study Manager. Using this software, I was able 

to program data fields which allowed for the generation of future appointment dates after 

simply entering a few key data points. Once the schedule was determined and the 

coordinator entered the dates on the clinic's schedule, I compiled a calendar which was 
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mailed to the subject. Compiling such a calendar for the subject encouraged compliance 

by providing a means for the subject to stay organized with appointments. On study visit 

days, I would shadow the coordinator and PI as they followed protocol procedures. On 

the days scheduled for DC injections, I would prepare the room for the procedure. This 

included signing the accountability log in the pharmacy so that I could deliver the vaccine 

to the procedure room. I also set up supplies such as syringes, needles, and bandages. I 

observed the PI inject the investigational drug, a DC vaccine, into the subject. For the 

next hour I would visit with the patient and help the CRC monitor the subject's status. At 

the conclusion of each visit, I would fax documents to the sponsor and prepare blood 

samples for shipment. 

Working closely with the CRC I assisted in adverse event (AE) reporting and 

documentation. Serious Adverse Events (SAEs) required IRB notification. I assisted the 

CRC in compiling reports to the IRB for SAEs as well as protocol deviations and 

applications for revisions. I also had to opportunity to attend an IRB meeting while 

interning at Baylor. 

As an intern, I was assigned the task of data entry into the case report forms 

(CRF). A CRF was made for each subject upon the designation of an enrollment number 

from the sponsor. Each CRF used was a 3", three ring binder compiled of worksheet 

pages which capture important data and patient information necessary for the trial. Each 

page of the CRF had a carbonless copy attached. The carbonless, yellow copy remained 

in the binder at the clinical trial site, while the white copy was removed from the binder 

and sent to the sponsor. The first section of the binder was designed for baseline history 
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information. This included the subject's previous therapies, lab test results, pathology 

reports, and a complete medical history. Subsequent sections were designed to be 

completed at the end of each scheduled visit of the trial. Data fields for lab values, CT 

scan results, and physical exams. The times, and bodily locations the investigational drug 

were administered also noted, in addition to any reactions that may have occurred from 

the treatment. All the information was recorded from values or data found in source 

documents, which remained in the subject's chart. To maintain the correlation of a 

source document in the chart to the data in a CRF, I created source document worksheets. 

Having such a worksheet helps ensure all the information necessary in the CRF is 

recorded at each subject's visit. CRF entry itself can be a very tedious task. To ensure 

correct entry, a monitor from an outside clinical research organization (CRO) came 

approximately every 2 months to review the CRFs and make suggestions for 

improvement. The monitor would often find discrepancies such as a blank field or data 

that doesn't correspond to its source document. The monitor was also very well versed in 

the protocol of the DC vaccine trial and was therefore able to spot any protocol violations 

and offer advice. 

I also helped maintain the organization of the regulatory binders. This included 

filing documents such as FDA approvals, IRB approvals, sponsor communications, and 

updated versions of the protocol and informed consent. Also included in the regulatory 

binders was the delegation of authority (DOA) which the PI signed to allow me the 

authority to perform my tasks on this trial. Other documents I would make sure were 

filed included original informed consents of both enrolled subjects and those that failed 
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screening. The monitor from the CRO would thoroughly evaluate these documents as 

well and make suggestions when appropriate. 

The sponsor company held weekly meetings which I attended. At the meetings, 

the PI or the CRC would update the sponsor company on subject enrollment and enrolled 

subject status. On one occasion, with the absence of both the PI and the CRC, I had the 

opportunity to update the sponsor company on the site's status. The sponsor would 

discuss budget issues, enrollment goals, and new findings in melanoma research at these 

meetings. Throughout the week, I would interact with the sponsor company with any 

issues pertaining to subject enrollment or shipment of biological specimens. 

In addition to working on the DC trial at Baylor, I had many other opportunities 

presented to me by my mentor, Betsy Stein. As the Director of clinical research, she 

allowed me to shadow many of her meetings. By doing so I was able to observe how 

clinical research trials outside of the DC trial were operating. I also had Baylor employee 

educational opportunities offered to me. This included attending a certified clinical 

research coordinator (CCRC) exam prep course and a Clinical Research Best Practice for 

Coordinators: an Interactive Workshop course. Such offerings helped strengthen my 

knowledge of clinical research regulations. More importantly I was able to interact with 

CRCs conducting various trials and learn from their experiences. 

The opportunity to serve an internship assisting the staff of the DC vaccine trial at 

Baylor offered a unique opportunity to gain experience in the field of clinical research. 

The staff at Baylor was very accommodating in helping me gain this experience. 

Everyone was eager to share their experiences and describe their roles in a clinical 
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research trial. This truly demonstrated the dynamic nature of each individual role that is 

necessary to run a clinical trial. The appreciation I gained for all the levels of a clinical 

research trial at Baylor from the sponsor, the lab, the site and ultimately to the subject 

will surely remain etched in my mind as I continue to pursue a career in this profession. 
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AE: Adverse Event 
AJCC: American Joint Committee on Cancer 
CD: Cluster of Differentiation 
CR: Complete Response 
CRF: Case Report Form 
CT: Computed Tomography 
ClL: Cytotoxic T Lymphocytes 
CTCAE: Common Terms Criteria for Adverse Events 
DC: Dendritic Cell 
DOA: Delegation of Authority 
OTIC: Dacarbazine 
ELND: Elective Lymph Node Dissection 
HIP AA: Health Insurance Portability and Accountability Act 
HTL: Helper T Lymphocytes 
IND: Investigational New Drug 
IRB: Institutional Review Board 
FDA: Food and Drug Administration 
GM-CSF: Granulocyte Macrophage - Colony Stimulating Factor 
MHC: Major Histocompatibility Complex 
MRI: Magnetic Resonance hnaging 
MTOC: Melanoma Trials Overview Committee 
NIH: National Institute for Health 
PI: Principal Investigator 
PR: Partial Response 
SAE: Serious Adverse Event 
SD: Stable Disease 
TNM: Tumor Node Metastatsis 
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Do you have 
Stage 4 Melanoma? 
You may qualify for a clinical research study of an investigational treatment if you: 

.-. Have stage 4 melanoma 
· .-. Are between the ages of 21 and 75 years old 
Even if you have received chemotherapy, radiation or other treatments 

If selected, you will be seen by an experienced doctor for: 
.-. Physical exams and evaluations 
.-. laboratory \Wrk 
.-. Study Medication 

~BAYLoR - u..n.r.u, Medical Cenur 
atD.nu 

For more information call: 

1-800-4BAYLOR 
0 21111 BWIUJA HEALTH CARE llSTUI C'·IIIA 3Slll.lll 
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BAYLOR RESEARCH INSTITUTE 
Baylor University Medical Center 

PARTICIPATION EXPLANATION AND CONSENT FORM 

PROJECT TITLE: Combined Modality Treatment for Patients with Stage IV 
Melanoma: Cyclophosphamide and a Dendritic Cell 
Vaccine Loaded with Killed Allogeneic Melanoma Cells 

PRINCIPAL INVESTIGATOR: 

CO-INVESTIGATORS: Scientific: 
Clinical: 

lmmunomonitoring: 

[Redacted] 

[Redacted] 
[Redacted] 
[Redacted] 

TELEPHONE NUMBER OF PRINCIPAL INVESTIGATOR: [Redacted] 

INTRODUCTION: 

Before you say that you will be in this clinical trial (a kind of research study) you 
need to read this consent form. It is important that you understand all the 
information in this consent form. This consent form will tell you what the clinical 
trial is about and how it will be done. It will tell you about some problems that 
might happen during the clinical trial. It will also tell you about the good things 
that might happen to you during the clinical trial. When you read a paper like this 
to learn about a clinical trial it is called "informed consent." The people who are 
doing this clinical trial are giving you very important information about the clinical 
trial. When you give your consent for something, it is the same as giving your 
permission. This consent form may contain words that you do not understand. 
Please talk with the principal investigator, one of his associates or their staff if 
you have questions. Do not sign this consent form unless all your questions 
have been answered and you feel comfortable with the information you have 
read. You will be given a copy of the signed consent form to keep. 

You are being asked to take part in this study because you have been diagnosed 
as having melanoma (skin cancer) that has spread to one or more organs in your 
body. This is called metastatic melanoma. 

Why Is This Study Being Done? 

A new type of cancer vaccine has been developed. It is made by taking a certain 
type of normal white blood cells and "activating" them against cancer. These 
white blood cells are known as dendritic cells (or DCs). Cancer vaccines made 
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from DCs are often very effective but a percentage of patients that receive these 
types of vaccines do not respond to the treatments. In previous studies of 
melanoma treatments, the anticancer drug called cyclophosphamide (or CPA) 
has been used in combination with other treatments. These studies found that, 
when CPA is combined with other treatments, patients responded better than 
with the other treatments alone. We will test CPA in combination with DC 
vaccines to see if it improves the outcome for patients. Cyclophosphamide alone 
is not expected to have significant effectiveness. 

We will collect white blood cells from your blood to make DCs, activate them and 
make a vaccine against melanoma from them in the laboratory. This vaccine 
made with your DCs will be given to you in the clinic. Since you will have a 
series of DC vaccine injections, the portions of the vaccine that are not used 
immediately will be frozen. At the time of vaccination, the frozen DCs will be 
thawed and given as a vaccine. This means that you will not need to have white 
blood cells collected each time that you receive an injection. 

The purpose of this study is to: 

• test the safety of DC vaccines in combination with CPA. 
• detennine whether a therapy that combines a DC vaccine with CPA is 

more effective than DC vaccination alone at treating melanoma. 
• see if you experience a remission (shrinkage of melanoma tumors) after 

this combination therapy and how long you will remain that way. 

What is the Status of the Drugs and Procedures involved in this study? 

This research study has been approved and allowed to proceed by the 
Institutional Review Board of [REDACTED] and by the Food and Drug 
Administration. 

• Cyclophosphamide (CPA) is a drug that is used to treat a variety of 
cancer types. It slows or stops the progression of cancer. CPA has been 
approved by the FDA for cancer treatment. 

• Tumor necrosis factor alpha (TNFa) is a protein that is used in the 
laboratory to kill the melanoma cells. The US Food and Drug 
Administration has given its approval for TNFa to be used in this study. 
TNFa is not FDA approved for general use outside of research studies. 
The US Food and Drug Administration has given its approval for this 
protein to be used in this study. 

• Granulocyte macrophage-colony stimulating factor (GM-cSF) is 
called a "growth factor". This is used in the laboratory to activate the white 
cells needed to make the vaccinations you will receive in this study. GM-
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CSF is currently approved by the US Food and Drug Administration for 
use as an injectable drug. The US Food and Drug Administration has 
given its approval for GM-CSF to be used in this study. 

• Interferon alpha (IFN alpha) is used in the laboratory to activate the 
white cells needed to make the vaccinations you will receive in this study. 
IFN alpha is currently approved by the US Food and Drug Administration 
for use as an injectable drug. The US Food and Drug Administration has 
given its approval for IFN alpha to be used in this study. 

• Colo829 is the name of the melanoma cell line to be used in the study. 
The cell line has been tested by BioReliance Corporation and determined 
to be free of anything that could harm you. Colo829 cell line has not been 
FDA approved for general use outside of research studies. The US Food 
and Drug Administration has given its approval for this cell line to be used 
in this study. 

• The DC vaccine will be prepared and manufactured in special 
laboratories at BIIR. This investigational study has been allowed to 
proceed by the US Food and Drug Administration. The DC vaccine has 
not been approved by the FDA for use outside of research studies. They 
have, however, given approval for DC vaccines to be used in this study. 

How Many People Will Take Part In The Study? 

There wilt be approximately forty-two (42) subjects taking part in this study, 
twenty-one (21) of these individuals will participate in the study at [REDACTED] 

What Is Involved In The Study? 

This study will involve the following: 
• A screening period 
• A blood drawing period followed by a procedure to collect cells from your 

body needed to make the DC vaccination (apheresis). 
• An initial treatment period ("induction" vaccinations") 
• An initial evaluation period 
• An additional treatment period ("booster" vaccinations) 
• An additional follow-up period 
• A final treatment period 
• Long term follow-up 

Screening Period (Days -28 to -14): During the screening period you will be 
tested to see if you are eligible to take part in this research study. Information 
will be collected before the study including your age and race, and you will be 
asked questions about your past and present medical history. Your vital signs 
(temperature, pulse, respiratory rate and blood pressure) wilt be taken and you 
will be asked questions about your heaHh. You will have a physical examination 
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by the doctor. You will have blood tests to check the condition of your immune 
system. A small amount of blood (2-3 tablespoons) will be taken from you at this 
time. To determine the status of your cancer before you begin treatment, you will 
have several diagnostic procedures. These procedures consist of scans that 
may have occurred before your enrollment in the study or will need to be 
completed during the screening period. You will have a magnetic resonance 
imaging scan (MRI) of your brain. You will have an electrocardiogram (ECG) 
where electrical measurements are made of your heart's function. A computed 
tomography (CT) exam will be done where x-rays are used to make slice-like 
images of your body, possibly covering from your head to your pelvis to locate 
your cancer. It is possible that you will also have a chest x-ray serious (two x-ray 
images of your chest from the front and the side) or other types of scanning 
procedures to measure your cancer. These types of scanning procedures would 
be .used to monitor your cancer even if you were not in this study, although this 
study may or may not require more scans than you would normally have. 

Blood Drawing Period (Day 0): If the results of your screening tests allow you to 
continue taking part in the study, you will undergo a procedure to collect the cells 
that are needed to make dendritic cells. This process is called apheresis. This 
procedure lasts about 3-4 hours and will be done in the Apheresis Laboratory of 
Baylor University Medical Center. It could be necessary to repeat the process on 
a second or third day in order to collect enough cells to make your vaccine 
although it is unlikely that this will happen. 

When you undergo apheresis, a needle will be placed in the big vein over your 
elbow in both arms. If your veins are not adequate for the blood to be collected 
through a needle you may require the placement of a central venous catheter. 
The procedures for the placement of a catheter and the risks associated with its 
use are covered in a separate consent form. The place where the needles are 
inserted in your arms or the catheter itself is referred to as your vein access. 

The apheresis machine separates the blood cells needed to make DC from the 
other blood cells in your body. At the same time the machine is separating these 
cells it will give the other blood cells back to you through your vein access. Once 
your cells have been collected they will be taken to the laboratory at BIIR to 
begin the vaccine manufacturing process. 

Initial Treatment Period ("Induction" Vaccinations- Day 0 through Week 6): Your 
first four vaccinations will be given at 2-week intervals. During each vaccination 
appointment you will receive three injections of the dendritic cells in the upper 
arms and/or legs. Your DC vaccinations will be given to you as an outpatient in 
the clinic so you will not be required to spend the night in the hospital. You will 
be required to remain in the clinic, however, for one hour after your vaccination 
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so that you can be watched and your temperature, pulse, respiration rate and 
blood pressure can be taken. 

Cyclophosphamide (CPA- Week 0, Week 4, Week 11, Week 14, Week 18 and 
more if needed) Before you receive your first CPA treatment you will have 
baseline scans taken to detennine the status of your cancer. Cyclophosphamide 
will be administered intravenously on a monthly basis, three days prior to 
receiving DC vaccinations. This process takes about 2 hours and is an 
outpatient procedure. If this schedule does not prove effective, the frequency of 
CPA treatments may be increased to a biweekly schedule, three days prior to DC 
vaccination. 

Before each DC vaccination you will have blood taken from you (about 3-7 
tablespoons) for research studies. Measurements of any cancer lesions that you 
may have will be taken at each clinic visit also. Photographs of your cancer 
lesions may be taken from time to time throughout the study to help record how 
you are responding to this treatment. You may be asked to undergo a biopsy of 
a melanoma nodule or lesion at some time during your treatment so that it can be 
detennined if your cancer cells are dying in response to your DC vaccinations 
and to identify the type of cells that are in your cancer. This procedure is called a 
needle or skin biopsy. These both are standard medical procedures that can be 
done in the doctor's office. 

Initial Evaluation Period (Week 10): About four weeks after your fourth DC 
vaccination you will be tested to see if your cancer has responded to DC 
treatment. Blood tests and scans will be used to see if you have experienced a 
response. If the melanoma has not spread, you will be eligible to continue on the 
study and receive three additional vaccinations. If the melanoma has worsened 
during or after the initial four DC vaccinations then no additional DC vaccinations 
will be given to you and you will be removed from the research study. 

Additional Treatment Period ("Booster" Vaccinations" - Weeks 11-20): If you 
qualify to continue the study you will receive three more DC vaccinations, one 
each month, in the same way the first four vaccinations were given to you. 
Instead of taking a blood sample from you for research purposes like was done 
during your initial treatment period, you will undergo another apheresis procedure 
before you receive your first booster vaccination so that a larger number of blood 
cells can be taken from you for research studies in the laboratory. Thereafter, a 
smaller amount of blood will be taken from you (about 3-7 tablespoons) before 
each booster vaccination for research study. 

Cyclophosphamide (CPA - Week 17 and more if needed) Cyclophosphamide will 
again be administered intravenously on a monthly basis, three days prior to 
receiving DC vaccinations. If this schedule does not prove effective, the 
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frequency of CPA treatments may be increased to a biweekly schedule, three 
days prior to DC vaccination. 

Additional Follow-up Period (Week 24): Six weeks after your last "booster" 
vaccination, the scanning procedures that were done prior to treatment will be 
repeated to determine your response to the DC vaccinations. The scanning 
procedures will show if your cancer is stable or if you have experienced a partial 
or complete shrinkage of the melanoma cancer. The scanning procedures will 
again include an MAl of your brain and CT scans that may image your body from 
head to peMs. 

Final Treatment Period (Weeks 36-100): If the scanning procedures done after 
treatment (MAl, CT) show that your disease is stable or that you have 
experienced a partial shrinkage after DC vaccinations, you will be eligible to 
receive an additional 4 treatments with DC vaccinations at weeks 36,48, 72 and 
96. After each of these 4 treatment dates, your cancer status will again be 
evaluated by the scanning procedures (MAl, CT). In addition, about 3 to 7 
tablespoons of blood will be taken at each visit during this final treatment period. 
After you are finished with the study, there will be no additional DC vaccinations 
given by the study doctor, sponsor or the institution. 

A table outlining what tests will be done at each clinical visit will be provided to 
you during this informed consent process. 

Tissue, bodily fluids, or blood samples taken from you in this study may be used 
to establish a cell line that could be patented and licensed. In addition, the tissue 
and/or blood samples collected from you in this study may also be stored and 
used for other types of future research or development of other products. You 
will not be paid for this or any other product should this occur. 

How Long Will I Be In The Study? 

You will be in the study for one to three years. The actual amount of time you will 
be in this study will depend on how your cancer responds to the DC vaccinations 
being studied in this research. Your progress after DC vaccination therapy will 
be followed by our researchers after you have completed this research study. 

The researcher may decide to take you off the study if any of the following occur: 

• 
• 
• 
• 

He/She feels that it is in your medical best interest. 
You develop significant side effects or your condition worsens . 
Relevant new information becomes available . 
The study is stopped by the sponsor . 
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You can stop participating in this study at any time. However, if you decide to 
stop participating in the study, we encourage you to talk to the researcher and 
your regular doctor first. 

What Are The Risks of The Study? 

While on the study, you are at risk for these side effects. You should discuss 
these with the researcher and/or your regular doctor. There also may be other 
side effects that we cannot predict. Other drugs may be given to you to make 
side effects less serious and uncomfortable. Many side effects go away shortly 
after the dendritic cell vaccinations are stopped, but in some cases side effects 
can be serious or long lasting and pennanent. 

Risks and side effects related to the DC vaccinations or any related procedures 
you may have include: 

Apheresis: When your blood cells are collected, access to the large vein in both 
anns will be necessary. The short tenn side effects from the apheresis 
procedure could include tingling around your mouth, nausea, dizziness, bruising 
where the needle is located, low blood pressure, about a 1% chance of infection 
in the area where the needle is placed. 

Central Venous Catheter Placement: If your veins are not large enough for 
apheresis, you will be asked to have a central venous catheter placed before 
procedure is done. There is a 1% chance of infection or bleeding from the 
catheter and you could experience a fever of over 100° F, shortness of breath, 
increased swelling or pain in the incision site or drainage from the incision. Other 
risks that could occur, although very rare, are a collapsed lung, bleeding into your 
chest and an abnonnal heartbeat. Your surgeon will review the risks and discuss 
the procedure with you in detail prior to surgery. 

Dendritic Cell Vaccinations: Based on our past experience with DC vaccinations, 
we do not anticipate significant side effects from the vaccine. There may be, 
however, mild tenderness, swelling or redness at the injection site. Also, it is 
possible that you may have fever, chills, nausea, vomiting, diarrhea, headache, 
severe redness, tenderness and enlargement of the lymph nodes in the annpit or 
groin. It is possible that DC therapy can cause rapid regression of melanoma in 
the body. This could cause pain and discomfort from the rapid shrinkage of the 
tumor mass. It is unlikely, but possible, that you could develop a disease like 
rheumatoid arthritis or a condition where your immune system begins to try to 
attack your own body systems instead of protecting you against diseases that 
could hann you (lupus erythematosus). In addition, you could develop vitiligo, 
which is a white patchy discoloration of the skin. 
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Cyclophosphamide (CPA): There are a number of possible side effects from 
taking CPA. These include, thinned or brittle hair, darkened or thickened skin; 
skin blisters or aooe; loss of appetite; or loss of weight. You should infonn your 
doctor if you have mouth blisters or if you experience fatigue. You should 
contact your doctor immediately if you develop any of the following symptoms: 
painful or red urination; black, tarry stool; unusual bruising or bleeding; coughing; 
congestion; fever, dizziness; chills; shortness of breath; sore throat; a rash; 
swelling of the feet or ankles; nausea; or vomiting. 

Radiation Risks of Scanning Procedures: At the screening stage for this study 
you will have a chest x-ray, aCT scan of your hest, abdomen and peMs and an 
MRI scan of your head. If you stay in the study for the full two years you will 
have 1 0 CT scans. The total radiation exposure you would be exposed to as part 
of these scans would be much greater than would be allowed a radiation worker 
in one year. However, your scans will be spread out over two years and they are 
considered medically necessary to monitor the status of your cancer. Recent 
updated cancer risks from radiation exposure estimate the amount of exposure 
that you would get from 1 0 CT exams of the chest, abdomen and pelvis has a 
risk of developing cancer from this exposure of 1 in 40, assuming the exposure 
was given during a shorter time period (hours to weeks). This risk is slightly less 
for exposure spread out over the two year period. This risk is still less for older 
adults (over 50) due to the long period of time between the radiation exposure 
and the cancer development (typically 7 to 40 years depending on the type of 
cancer). Again, this level of exposure is considered significant but medically 
necessary. 

Reproductive Risks: Because the procedures in this study could harm an unborn 
baby, you should not become pregnant or father a child while on this study. If 
you are a woman participating in this study you should use any FDA approved 
oral medication or barrier device of your choice for the entire time you are 
participating in this study. In addition, you should not nurse a baby while on this 
study. If you are a man participating in this study and are involved with a woman 
of childbearing potential, you should use appropriate contraception methods such 
as condoms while you are participating in this study. 

Your doctor may be an investigator in this research study. If so, she/he is 
interested both in your medical care and in the conduct of this research. Before 
you sign up for this study or at any time during the research, you may discuss 
your care with another doctor who is not associated with this research project. 
You are not under any obligation to participate in any research study offered by 
your doctor. 
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Are There 8enefita to Taking Part in The Study? 

If you agree to take part in this study, there may not be a direct medical benefit to 
you such as improvement in your health and/or shrinkage of your melanoma 
tumor(s). The extent of the vaccine effectiveness (DC vaccine activity) will be 
determined with completion of a current trial that is ongoing and with patient 
follow-up. We hope that the information learned from this study will benefit other 
patients with melanoma in the Mure. 

What Other Options Are There? 

Instead of being in this study, you have the following options: 

• You may choose to have surgery if this is appropriate for your condition. 
• You may choose to take chemotherapy medications. 
• You may choose other therapies to activate your immune system. 
• You may choose to receive no therapy at this time. 
• You may choose not to participate in this study. 

Please talk to your regular doctor about these and other options. 

What About Confidentiality? 

You have a right to privacy. This means that only people working on the study 
can look at all the information about you from this study. The results of this study 
may be published in a scientific book or journal. If this is done, your name will 
not be used. All information about you from this research project will be kept in 
confidential, secured files. 

Sometimes other groups of people need to look at your health information to 
make sure the study is done correctly. The kinds of health information that might 
be given to these people include results from lab tests or other tests like x-rays. 
This information might also be notes written by your doctor from your medical 
record or notes written by your doctor asking for tests to be done on you. These 
groups include people who work for Baylor Research Institute, some government 
agencies like the US Food and Drug Administration, the Office for Human 
Research Protections and the Association for the Accreditation of Human 
Research Protection Programs. This also includes the following groups of people 
who are working with the sponsor of the study: [REDACTED], the [REDACTED], 
the Data Safety Monitoring Board at [REDACTED] and staff members of 
[REDACTED], a contract research organization. This also includes [REDACTED], 
a bio-tech company that is dedicated to development and commercialization of 
DC vaccines, and that will provide financial support for this clinical trial. The 
privacy law requires that [REDACTED] get your permission before giving any of 
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your health information to other people or groups. Some of these people or 
groups might need to look at or copy your information while they are examining 
the study. We usually remove your name from the information, but the people or 
groups looking at this information may not be required to follow the privacy law, 
or they may be able to figure out who you are, If that happens we cannot promise 
that your information will still be protected by this law. When you sign this form 
you are saying it is okay for the [REDACTED] to give these other people or 
groups information about your health if they need it to review the research study. 

You do not have to give your permission for us to release this information, and it 
is all right to refuse to sign this form. But if you do not sign this form, you cannot 
be in the research study. If you decide not to be in the study, your doctor will still 
treat you and your insurance company will still pay your medical bills according to 
their policy. 

If you change your mind and later want to withdraw your permission, you may do 
so. You must notify [REDACTED] in writing at [REDACTED] to the attention of 
the sponsor. If you decide to do this, it will not apply to information that was 
given before you withdrew your permission. 

You may not be allowed to look at your health information during this study. 
However, at a later time, you will be able to look at this information. This later 
time will be sometime after the study is completed. 

Unless permission is withdrawn, this permission will not expire at the end of the 
study. 
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Taking part in the study may lead to added costs to you or your insurance 
company. Please ask about any expected added costs or insurance problems. 

The apheresis procedures, blood taken from you for research purposes, biopsies 
of your melanoma cancer taken from your skin or lymph nodes, the dendritic cell 
vaccinations and any additional scans and x-rays that will be taken to evaluate 
your response to the treatment being studied in this research study will be given 
to you at no charge. However, your insurance company will be asked to pay for 
an expenses such as blood tests, x-rays and scans that are done to routinely 
evaluate your disease. 

WUII Be Paid For Participating in This Study? 

You will not be paid for being in this study. 

What If I Am Injured or Become ill While Participating in This Study? 

The people doing this research project will do everything they can to make sure 
you do not get hurt during the project. If you do get hurt, there are some rules 
about research you need to know: 

• The people doing the research project have not set funds aside to pay you 
money if you are hurt. 

• [REDACTED] has not set funds aside to pay you money if you are hurt. 
• [REDACTED] has not set funds aside to pay you money if you are hurt. 
• [REDACTED] has not set funds aside to pay you money if you are hurt. 
• [REDACTED] has not set funds aside to pay you money if you are hurt. 
• [REDACTED] has not set funds aside to pay you money if you are hurt. 

If you have an emergency illness during the project, the people working with 
you will provide emergency care. You or your insurance company may need 
to pay for the emergency care if that happens. You have not given up any of 
your legal rights by signing this form. 

What are My Rights As a Participant? 

Taking part in this study is voluntary. You may choose not to take part or may 
leave the study at any time. H you agree to take part and then decide against it, 
you can withdraw for any reason. At certain times during the treatment, it may be 
unsafe for you to withdraw, so please be sure to discuss leaving the study with 
the principal investigator or your regular physician. Deciding not to be in the 
study, or leaving the study early, will not result in any penalty or loss of benefits 
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flat you would otherwise raceive. 

We wiU ten you about any new infonnation that may affect your health, welfare. or 
wiiWtgness to stay in this study. 

Aft of the people working on the project must be careful not to carelessly harm 
you. If you are hurt during this project. you have the right to seek legal counsel. 
Nothing in this consent form takes away that right if you are hurt during this 
research. 

[REDACTED] is a bio-tech company that is dedicated to development and 
commercialization of DC vaccines. Drs. [REDACTED) and [REDACTED) who 
are co-investigators on this research trial are scientific co-founders of 
[REDACTED] and have stock options. Dr. [REDACTED] who is the principal 
investigator on this research trial has intellectual property rights with 
[REDACTED]. [REDACTED] will provide financial support for this clinical trial. 

Whom Do I Call H I have Questions or Problems? 

If you have questions about the study or have a research-related injury, contact 
[REDACTED) at [REDACTED]. For questions about your rights as a research 
subject, contact [REDACTED], lAB Chair, at [REDACTED]. 

Statement of Person Obtaining Consent: 

I have explained to the purpose of the research project, the 
procedures required and the possible risks and benefits to the best of my ability. 
They have been encouraged to ask questions related to participation. 

Signature of Person Obtaining Consent Date and Time 
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Stdlment of Principal Investigator (If PI cld not algn above) 

As Principal Investigator of this study, I confirm that to the best of my knowledge 
this subject has voluntarily agreed to participate in this study and has had an 
opportunity to ask questions and has received answers to these questions. If 
another individual was responsible for obtaining informed consent, then this 
individual has signed above. 

Signature of Principal Investigator Date and Time 

Confirmation of Consent by Research Subject: 

You are making a decision about being in this research study. You will be asked 
to give your written consent if you want to be in the study. Giving consent is like 
giving permission. You should not give your pennission to be in this study until 
you have read and understood all the pages in this form. If you cannot read, 
then someone can read the form to you. Make sure that all your questions about 
this research project have been answered before you sign this form. When you 
sign this fonn, you are giving your permission to be in the study. By signing this 
form, you have not given up any of your legal rights or released anyone from 
liability for negligence. 

------------- has explained to me the purpose of the 
research project, the study procedures that I will have, and the possible risks and 
discomforts that may happen. I have read (or have been read) this consent form. 
I have been given a chance to ask questions about the research study and the 
procedures involved. I believe that I have enough information to make my 
decision. I have also been told my other options. To the best of my knowledge, I 
am not in any other medical research. Therefore, I agree to give my consent to 
participate as a subject in this research project. 

Signature of Subject Date and Time 
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Appendix D 

Daily Internship Journal 
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.... 
l!l'.tiWI6 

I bepa my day with a briefing by Betsy Stein and a tour of the office. I continued to 

shadow Betsy and observed the great degree of multitasking needed to perfonn her job. 

Sbe demonstrated to me part of the Baylor Intranet capabilities in searching for lab 

normal ranges. I received a copy of the informed consent and protocol for the dendritic 

cell trial that I will be working on. In my idle time I read through the informed consent. 

We also met shortly with I.Aicy. the intern from last year. and she agreed to produce her 

protocol for me to observe as an example. I went with Betsy for lunch and a Research 

Staff Meeting at Baylor Irving. Here I observed a meeting with clinical research nurse 

and manager discussing employee morale techniques and current Baylor research. Betsy 

then took me to the Baylor Immunology building where we turned in my confidentiality 

agreement. set up my Baylor Learning Network account. and I was further introduced to 

the staff. We picked up a copy of the office key and from there we ventured to have my 

I.D. tag made and obtain my parking permit. We further discussed the internship at 

Betsy•s office from which I left to make a CV for homework as well as read through the 

protocol. 

5131JU6 

This morning I had a long discussion with Betsy Stein about various aspects of this trial 

and trial management at Baylor. Sbe went over some of the acronyms and defmitions I 

bad diffiCUlty with in the protocol inclusion/exclusion criteria We also discussed the role 

of ASCO (American Society of Clinical Oncology) and TOPA (Texas Oncology 
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Playlicima Auocillioo). Belsy allo showed me bow to set up lbe Baylor l...carDiDa 

Nctwcft 10 I may bepl to do my OD1iDe IRB lessons. I spent lbe remainder of my day 

llbiMiowiDg dae clinicaJ racardl nurse Amy Ford. Sbc went over many of lbe aspects of 

tbc bial ad answered a plelhora of questions I bad ~garding such issues as source 

documen~ protocol. and informed consent. We discussed the recent analysis by a 

monitor and the suggestions they made. It was interesting some of the source documents 

they recolllllleDded, including a document with provisions for ethnicity and extra 

information about the patient • s health. It seems very beneficial to employ an outside 

monitor from a CRO to make suggestions that are easy to overlook but really add validity 

to the study. As Betsy also mentioned to me. the CRO provides an added benefit over 

doing an all in-house operation in that there is more credibility in the end data. In 

addition to watching her work I read up on many of the pamphlets on dendritic cell 

research as well as had a chance to read through parts of the regulatory binder. I met 

shortly with a patient who is hoping to take part in the study. You could really detect the 

hope in his voice and hear his desire to be a part of this study. Unfortunately I was 

unable to sit in with Dr. Fay during this consult. At the end of the day I met back with 

Betsy and we discussed my day and she explained to me the White and Blue IRB system 

of Baylor. 

06101106 

I went and shadowed Amy Ford this morning. I read through some of the monitoring 

notes tbat were recently acquired and went through a ~ng log from another study 

and analyzed why so many patients were excluded and so few were accepced. I found it 
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interesting that the CRO recommended not using screening ID numbers. The reason is 

that there is extra data built up for excluded patients and then those included get a new ID 

number for the study. From there I met with Betsy Stein and went to Bryan Tower to 

observe another side of Baylor's research. I sat in on a project meeting discussing 

different database usage and compatibility. Back at Baylor I sent out correspondence and 

read through a monograph reviewing immunology leading to dendritic cell research. 

06102106 

I began my day by reviewing IRB guidelines in chapter two of the CRC Guide. I then 

went to shadow Amy Ford. At this time I obtained a copy and began reviewing the 

Investigator's Brochure. I also obtained copies of previous publications by Dr. Fay. I 

discussed study advertisement with Amy and learned that this study is relying on 

physician to physician referrals and an article from the Baylor Health Publication. Both 

have been effective, free and do not require IRB approval. I assisted in filing approved 

documents in the regulatory binder and observed Amy as she corresponded with hopeful 

new subjects. 

Week2 

06/0S/06 

This morning Betsy helped set up my internet access on the office computer. I proceeded 

to perform email correspondence and did a pubmed search with the parameters: 

"inclusion/exclusion criteria trial." I then attended a lecture by Nanette Myers entitled, 

"Developing a Recruitment Plan." She discussed the need and advantage to developing 

and implementing a recruitment plan and included an example. In the example provided, 
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we were able to gain experience using the recruitment plan spreadsheet available on the 

Baylor intranet. I then proceeded to complete fourteen of Baylor's required e-learning 

courses, including IRB and safety. 

06/06106 

Today I went to UNTHSC library and read through several CRM thesis/practicum reports 

from former students. I made outlines of a few of the theses to help aid me in structuring 

mine. Later in the afternoon I met with Dr. Gwirtz, who helped make sure I am on the 

right track with my proposal. I decided to write a review on cancer treatments focusing 

on the promise of dendritic cell research with a managerial emphasis on the patient 

recruitment process. I went back to the library on campus to work on an outline for my 

proposal. 

06/07106 

I began the day by completing four HIP AA tests. I went on to spend the morning helping 

Amy Ford organize documents. At this time we went through the study manual for one 

of the patients to help plan ahead for upcoming appointments. Though not required, I 

realized the advantage to having a study manual for each patient. Such a manual 

provides an outline for each visit to ensure that all necessary steps are performed and 

desired data is collected. I helped Mrs. Ford gather test tubes for a subject's labs. Dr. 

Fay analyzed x-rays and MRis and pointed out the locations of measurable tumors. Also, 

I observed Dr. Fay obtain informed consent from a patient. I was very impressed with 

the subject's preparedness and eagerness to participate. Interestingly, this subject 

traveled from overseas in hopes of being a part of this trial. 
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06/08106 

I completed 2 HIP AA tests this morning. Then I performed a pubmed search for my 

proposal. Last years CRM student, Lucy, met with me to share some of her experiences 

and gave me a copy of her thesis as well as presentation. I went to shadow Amy Ford, 

and assisted her in updating documents in the regulatory binder. I spent the rest of the 

afternoon reviewing Lucy's thesis and planning my proposal in the library. 

06/09/06 

I began the day translating French reports for a subject hoping to take part in this trial. 

Today we had a subject begin the chemo treatment prior to receiving the dendritic cell 

(DC) treatment. Dr. Fay had to reconsent the subject due to the recently approved 

protocol changes. After everything was in order, I went to the library to begin writing my 

proposal. 

Week3 

06/12106 

I began the day by meeting with Betsy Stein, who presented me with many helpful 

monographs from Elaine DeMeyer. I completed one HIP AA test on the Baylor Learning 

Network. I went to shadow Amy and helped her by typing and translating a new French 

x-ray report. Dr. Fay administered (DC) injection #1 in the series for the subject who 

received chemo last Friday. The subject, who lives in another state, was very excited to 

receive the treatment. 
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06/13106 

Today I observed Amy Ford give informed consent to two different subjects on a Baylor 

Institute for Immunology Research (BIIR) study. These subjects were part of the healthy 

donor trial, donating blood samples and dendritic cells via apheresis. Once all the 

paperwork was done we submitted the samples to the lab for analysis. The subject 

receiving DC #1 called and reported to have experienced no side effects thus far. I then 

attended a lecture on Clinical Trial Considerations presented by Lynn Palmer of 

MedTrials. She emphasized protocol and case report form (CRF) design. I learned a 

common mistake for protocol design from sponsors includes cutting and pasting similar 

protocol information from one study into another. While convenient and time saving, it 

can really lead to a lot of errors. I found the idea of putting forced choices instead of 

narrative data fields in a CRF to be great advice. In addition, since CRFs may take a lot 

of work to create, it is a good idea to design a CRF that is versatile. That way you don't 

have to design CRFs from scratch for each trial, saving lots of time. Lynn Palmer also 

distributed a Study Feasibility Checklist which provided useful considerations for 

deciding on accepting a study. After the lecture, I met with Betsy briefly and then went 

to the library to work on my proposal. 

06/14/06 

I started the day discussing patient recruitment issues with Renee Gale. Today she went 

to record an informative piece on her study for the channel 8 news with Dr. Winters. She 

told me about a previous study that used the same media outlet and how the response was 

overwhelming. They actually had to turn potential subjects down! She also talked to me 
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about her work and the trials she was a part of. I then went to Plano with Betsy Stein as 

she gave a brief tutorial in Study Manager to a group of volunteers assisting in data entry. 

The tutorial included adding subject information into the database. While in Plano, we 

met briefly with a spine surgeon and his staff who are part of the Baylor Research 

Institute group. Here, Betsy answered some of their questions and offered advice. I then 

went with Betsy to a budgeting meeting with a group at Baylor Institute for 

Rehabilitation. I gathered vocabulary and information at this meeting I would like to 

include in my journal. First, it is the Principal Investigator who decides what is 

considered standard of care. This ultimately affects billing, as it affects who to bill and if 

medicare will intervene. Also, according to 21 CFR 312.62c: the investigator is required 

to retain records 2 years following the date a marketing application is approved for the 

drug for which it is being investigated; or if no application is to be filed or if the 

application is not approved for such indication until 2 years after the investigation is 

discontinued and FDA is notified. This does not infer 2 years after the study completion. 

Baylor abides by 20 year retention of documents, while retention beyond the FDA limit is 

still sponsor mandated. I learned the term "shadow chart" refers to copies of patient 

records a PI may keep for records. 

06/15/06 

This morning Betsy reviewed my journal entries and we further discussed issues 

pertaining to record retention. I shadowed Amy and attended a meeting between Dr. Fay 

and a French doctor who has a patient seeking enrollment in the DC trial. I then 

constructed a source document form to be used in the DC trial. This document provides a 
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place for notes after DC injections. It includes provisions for notation of patient reactions 

to DC and vital sign measurements after DC injection at set times. Also of benefit is a 

diagram of a human body which allows for illustration of chosen injection sites. Later in 

the afternoon I had the privilege of attending a BRI Board of Trustees Meeting. Much to 

my interest was a presentation by Dr. Palucka about cancer vaccine research in breast 

cancer. I was very interested in her discoveries of CD4 helper cells actually helping 

breast cancer grow. This results in a helper cell actually harming the human. Also 

discussed were elevated levels of IL-13 in breast cancer patients, in association with IgE 

produced by this very cytokine. Data is being collected worldwide in her study to 

correlate any links. Other agenda topics included the rapid expansion BRI will undergo 

in the year to come. 

06/16/06 

I began the morning taking a tour of the new office space for BRI employees. I met with 

Doris and Amy and assisted in updating a publication list for Dr. Fay's CV. We also 

spent much of the morning seeking an additional physician's approval for adding a 

subject to our trial. The rest of the day was spent shadowing Betsy as she helped the 

bone marrow transplant office prepare for an upcoming audit. I learned some of the 

intricacies as well as confusion that years of patient charts can provide. 

Week4 

06/19/06 

Today I shadowed Amy as she went about her busy day. I had the opportunity to visit 

with patients taking part in another study. Amy consented a subject for a healthy donor 
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study which involves blood draw and apheresis. We also reviewed a few monitor notes 

and discovered a recommendation for another source document, which I went on to 

produce. The source document became entitled: "Overall Response to Treatment," and 

allows for a documented, graded analysis of response. 

06/20/06 

I briefly met with Amy and Doris and assisted in preparing study samples for shipment. 

Afterwards we went to the CRC meeting, where Betsy Stein spoke on her topic, 

Fundamentals of Leadership: From a Manager to a Leader in the Clinical Research 

Environment. She had lots of advice on communication in various situations in the 

workplace. Here I realized that email may be an effective means of communication, but 

sometimes situations are better handled over the phone. I left to go to Fort Worth to 

obtain signatures from Dr. Gwirtz and Dr. Oglesby for my research proposal. They 

offered their comments and advice. I then went to make the noted changes to my 

proposal. 

06/21/06 

This morning Betsy presented to me revisions for my proposal. I made the revisions and 

sent a copy to my major professor. I went to shadow Amy. A patient that was referred to 

our study by an outside physician came in for a consult. Dr. Fay and the patient allowed 

me to sit in the room to observe. We then went through the informed consent document, 

having the subject initial each page and provide a signature at the end. Afterwards Dr. 

Fay pulled me to the side and discussed the process I had just witnessed. He expressed 

the importance of speaking at a level the patient understands. For example, the last 
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consult I listened in on was with a subject who had a scientific background. Today, the 

patient had limited knowledge of science. I was able to compare the words he chose 

today to that of the other consult. The patient today received a much simpler explanation 

ofthe trial. However, it was still an accurate portrayal of the trial. So it is very important 

to convey your message in a form the audience will understand. Also of importance is to 

mention other available treatments, risks, and benefits. 

06/22/06 

I began today taking care of email correspondence and then went over to shadow Amy. 

We discussed possible subjects to enroll and compared their data to the 

inclusion/exclusion list. We ordered slides for a patient and spent most of the day taking 

care of paperwork. I also had a chance to read through several melanoma articles in 

recently published journals. 

06/23/06 

I went to check on my patient in apheresis. He is a healthy donor volunteer who received 

5 days of neupogen injections prior to apheresis. I went to visit with him and to assess 

his experience. He denied any complaints of pain. Nurse Jack took time out of his 

schedule to educate me about the apheresis process. To simplify, the apheresis machine 

takes the patients blood from circulation, adds a coagulant, and pulls it through a tube 

wrapped around a blood warmer. From there it goes to a centrifuge, which separates the 

different components of blood. These four layers include the plasma, platelets, 

progenitor cells, and red blood cells. The layer containing the progenitor cells is 

essentially sucked out and goes into a collection bag. The remainder of blood goes back 
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into the patient's body. The whole process takes nearly four hours. Mter that I 

shadowed Betsy as she reviewed the monthly principal investigator financial reports. I 

went on to complete two HIP AA tests. 

WeekS 

06/26/06 

Today I observed the process of removing a co-investigator from a protocol due to 

conflict of interest. I went on to help in organizing documents in the regulatory binder. I 

also assembled two study binders which contain forms that aid the study nurse with each 

study visit. I helped Amy go through a list to find prospective subjects for a study trial. 

From this group Amy was able to recruit one subject over the phone, which will come in 

for informed consent at the subject's convenience. I also observed two of our DC trial 

patients. One received her second DC injection, while the other received a chemotherapy 

transfusion. 

06/27/06 

I began the day completing a HIP AA educational module and test required by Baylor. I 

then had an opportunity to attend a Study Manager training session. Study Manager is a 

clinical trial management system that contains spreadsheets and many convenient 

methods for tracking study trial information. Afterwards I discussed with Amy and Doris 

the advantages of using such a program on our current DC trial. 

06/28/06 

This morning I began to practice filling out case report forms (CRFs) for the DC trial. As 

I am not yet authorized to fill in the official CRFs, I gathered the necessary information 
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on note paper. Filling in the patients information from reviewing all the documents in the 

patients chart can be very tricky. All the information in the CRF needs to be documented 

by a source such as in the patient's chart. After practicing on the CRFs, I went to Alcon 

Laboratories to meet with LaChelle Arredondo to obtain a signature for my proposal. 

She took time to give me a tour of Alcon as well as introducing me to a CRM student of 

years past. Afterwards I went to UNTHSC to tum in my signed and completed proposal. 

06/29/06 

My day began by reading an informative Study Manager follow-up I received from 

Gordon via email. I then proceeded to complete the process of locating the CRF 

information I needed. I shadowed Amy as she checked on her patients for a healthy 

donor trial. This was the first time I saw a patient with a portacath, which is a device that 

allows for an intravenous route for patients who frequently need IV access. Afterwards, 

we reviewed information on a prospective subject and I set up a review packet for this 

subject. The review packet is presented to an outside clinical monitor, which in our case 

consists of two oncologists outside of the DC trial. The packet includes subject records 

which support the inclusion/exclusion criteria. 

06/30/06 

Today I shadowed Amy as she saw subjects participating in a healthy donor study. I sat 

in on the informed consent process as well. We had an adverse event (AE) happen to a 

subject, so Amy taught me the proper way to document the event. Amy introduced me to 

the Common Term Criteria for Adverse Events (CTCAE) book which is used to define an 
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AE as well as assign it a grade. Afterwards I reviewed a subject's CRF to make sure the 

documented information is complete and correct. 

Week6 

07105/06 

I received approval by the IRB to fill out CRFs, so I transcribed all the information into 

one of the subjects CRF. I also had a chance to meet with Susan Burkholder from the 

dendritic cell lab at BIIR. We discussed the process of making the DC vaccine and I 

received an invitation to observe the process of handling a healthy volunteer subject's 

blood after the apheresis process. 

07106/06 

To prepare for the upcoming monitor visit, I went through all of our study documents to 

check them for thoroughness. This included all regulatory binders and CRFs. I also 

made a source document to document subject disease staging. I also worked with Amy to 

design an AE log for the subject's chart. 

07107106 

One of the DC vaccine subjects came in for a cyclophosphamide (CPA) infusion and to 

discuss the experienced adverse event, which appears unrelated to the vaccine. A new 

patient received approval by the sponsor for study enrollment today, so I assembled and 

updated the subject's CRF notebook. 
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Week7 

07/10/06 

First thing this morning I made a Delegation of Authority worksheet to be used with the 

DC trial. Mterwards I attended a DC meeting where Dr. Fay discussed proprietary 

information regarding the DC trial as well as presented a progress report of the enrolled 

subjects. I updated CRF information after receiving more needed information. Then I 

went to observe a patient receiving a third DC vaccine injection. Afterwards I assembled 

and updated a CRF binder for a subject just approved by the sponsor for study enrollment 

today. 

07111106 

Today a monitor began the first of her two day visit at our site. She read through our 

regulatory binders as well as the CRFs to ensure they were accurate and complete. Amy 

and I offered our clarifications when needed. I checked on one of the DC subjects who 

received apheresis today and discussed scheduling with him. I made a calendar with 

future study appointments Amy has set for this patient. As the monitor completed the 

monitor notes on a CRF, Amy and I would begin to review them and make any necessary 

changes. 

07112/06 

Amy and I reviewed new monitor notes on a CRF and made the necessary changes. We 

checked on a healthy donor volunteer undergoing apheresis. I then made a calendar for 

another newly enrolled subject. 
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(ff/13106 

I assisted Amy in organizing DC trial material and looking for prospective subjects for a 

healthy donor study trial. In the afternoon I went over to help Betsy pack for the move to 

her new office. 

07114/06 

I was allowed to observe my first DC injection in a subject. The process of injection 

requires a long needle fully inserted subcutaneously. The subject seemed to have no pain 

or discomfort. The subject even stated with amazement that such a promising cure came 

with no pain or hardship, such as that which was endured during former chemotherapy. I 

helped Amy set up an appointment for apheresis next Monday. Afterwards I helped 

Betsy and other BRI staff as they moved their offices to a new location. 

WeekS 

07117106 

Today we had a healthy donor subject receive a neupogen injection. We also had an 

incident of a subject being dropped from our DC trial. Last week the patient received 

approval from the sponsor, but last Friday the subject experienced weakness at home 

unrelated to the DC trial and went to the hospital. She was found to have increased heart 

complications which now make her ineligible for trial participation. This subject 

therefore missed her apheresis appointment, and in doing so, never completed day 0 of 

the DC trial. I assisted Amy in completing the subject's CRF. This included filling out 

the appropriate adverse event and end of study forms. I also observed the process of the 

PI reporting this to the IRB and requesting subject withdrawal. 
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07/18106 

I updated the CRFs today as I received the appropriate dictated notes to use as sources. 

07/19/06 

Today I completed the remainder of my Baylor learning network tutorial modules and 

their respective tests. 

07/20/06 

There were no patients today and all the regulatory documents are up to date, so I spent 

the day studying in the library. 

07/21/06 

There were no patients today and all the regulatory documents are up to date, so I spent 

the day studying in the library. 

Week9 

07/24/06 

This morning I attended a DC meeting where those involved in the trial discussed subject 

progress and proprietary information. Afterwards two DC subjects had their 

appointments. I helped gather supplies for the injection and afterwards entered the 

subject's visit information into the CRFs. We also collected blood samples from two 

healthy subjects for another trial. I faxed and shipped the appropriate paper work and 

samples to BIIR. 

07/25/06 

I shadowed Amy and Dr. Fay as they treated a DC trial subject. Afterwards I updated the 

subjects CRF with the appropriate data from today's visit. In the afternoon Amy and I 

74 



discussed how to assign AEs for our patients utilizing the Common Terminology Criteria 

for Adverse Events (CTCAE) system. The CTCAE has lists of events such as bruising 

that can be graded on a severity scale of 1-5. A 1 indicates a minimal AE in which the 

event has little impact or pain on the subject's Activities of Daily Living (ADL). The use 

of a 5 in some instances could indicate death. 

07/26/2006 

I shadowed Amy as she screened two healthy volunteers for a blood draw study. I 

observed the process of informed consent and helped ship the obtained blood samples. I 

attended a luncheon held by a pharmaceutical company. I observed the interaction of the 

pharmaceutical company representative with the doctors and nurses. The drug had 

indications in the field of bone marrow transplants. 

07/27/2006 

I had an opportunity to revise an FDA form 1572 for the principal investigator to sign. 

The revision was necessary due to a change in the IRB' s address. I also shadowed Amy 

as she set up appointments and consented healthy subjects for another clinical trial. 

07/28/2006 

Today I met with Betsy and she initialed my most recent journal entries. We discussed 

my internship experience and set up a day for me to observe an IRB meeting. Two 

subjects on the DC trial came in for vaccinations. I was able to observe both injections. I 

updated the two subject's CRFs after packaging and shipping their blood samples. 
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Week tO 

(Y1 131/2006 

I began this morning by donating blood at the Baylor Blood drive. This provided me an 

opportunity to sign a consent form. Afterwards I went to the weekly DC meeting to 

listen to a group involved in the trial discuss DC trial progress and proprietary 

information. When I made it back to the office, I called the help desk to have Study 

Manager installed on my computer. 

08/01/2006 

I shadowed Betsy as she had a meeting to discuss an upcoming research presentation to 

an oncology patient support group. Afterward I followed her to the Baylor's Cardiac 

Rehabilitation area for a quick tour and to meet with a new employee. I came back to my 

office space and shadowed Amy as she consented two patients for a healthy donor study. 

08/02/2006 

This morning I shadowed Amy as we met with a DC patient who stopped by for lab work 

and to discuss his condition. Once I got back to my office space I received patient notes 

dictated by Dr. Fay. I transcribed these patient notes into the appropriate CRFs and made 

sure they were all complete and up to date. 

08/03/2006 

Today we had no DC patients, so I used this time to set up the DC trial on Study Manager. 

I am very impressed with the wide range of functions the software has and I am looking 

forward to see if it helps in the organization of the trial. 
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This morning I met with Betsy and she helped me with various aspects of Study Manager. 

I then went back to my office space and installed the recommended update to Study 

Manager. I then adjusted the parameters on the scheduling feature for my trial on Study 

Manager. 

Week 11 

08/07106 

Today I helped Doris organize and do inventory on CT images and X-ray slides for 

subjects on trials. We reviewed a newspaper ad depicting the DC trial which will be 

published soon. Afterwards I spent time double checking the Study Manager data I 

inputted. Since I had data to work with, I spent time familiarizing myself with the 

software's features. This included the generation of reports, including a progress report 

of all subjects. I hope this type of report becomes beneficial in future DC meetings. 

08/08/06 

The research nurse was sick today, so I made sure the protocol was followed for today' s 

subject. I informed the nurse of the required protocol procedures and spoke with my 

patient. Afterwards I shipped the subject's appropriate labs for analysis. 

08/09/06 

This morning I added information I received into the appropriate CRF. Afterwards I 

received the tragic news of our first subject's recent passing. The tragic news reinforced 

the severity of metastatic melanoma in my mind. I hope I am always inspired by the 

bravery of these subjects and the degree of hope they exude at each visit. I spent the rest 
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of the day conducting an online search for oncologists with an interest in melanoma to 

whom we could send a physician to physician letter discussing the DC trial. This in tum 

could help with our patient recruitment. 

08110106 

A DC trial subject came in for chemotherapy administration. I visited with the patient 

and sent the collected lab tubes out for research. 

08/11/06 

Today I assisted Amy in following the protocol for two subjects receiving DC injections. 

I filled in the appropriate data in the CRFs. Mterwards I packaged and shipped the 

collected labs out for analysis. 

Week 12 

08/14/06 

I read through all of the CRFs and regulatory binders in search of errors and deviations 

before our upcoming monitor visit tomorrow. In addition, I received the dictated patient 

notes from last weeks visits and was therefore able to enter the physical exam data into 

the appropriate CRFs. 

08/15/06 

Today I was away from Baylor handling my living situation. 

08/16/06 

Today I began to make the changes the monitor recommended and discussed many of 

them with Amy and the monitor. Later in the afternoon I began part 1 of 2 test-prep 

courses for the upcoming Certified Clinical Research Coordinator (CCRC) exam. To be 
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eligible to take the exam you must have completed at least 2 years full-time related 

experience. I am fortunate to be able to sit in on this course which will help reemphasize 

the material I learned in the classroom and its application in my internship. 

08117106 

Most of the day was spent reviewing monitor notes and making the appropriate 

corrections in the CRFs. Also, a potential subject came for a consultation. I assisted the 

patient in finding his way through the hospital for his MRI, which is a pre-study 

requirement outlined in the protocol. Using Study Manager, I was able to quickly 

generate the dates of the potential subject's future appointments. I used this data to make 

a study calendar. I also had the opportunity to attend an IRB meeting. At the IRB 

meeting I saw multiple studies up for review and seeking approval. 

08/18/06 

Today I reviewed the upcoming weekly schedule with Amy before she leaves on her 

week long vacation. We walked over to the lab, clinic, and pharmacy to make sure 

everything was set for the upcoming visits and the staff was aware of my responsibilities. 

I also made calendars for subjects completing their first series of DC injections. 

Week13 

08/21/06 

This morning I accompanied Doris to the weekly Bone Marrow Transplant (BMT) 

meeting. Here all the physicians, nurses, and staff involved in BMT discuss patient needs 

and track their progress. Afterwards I attended the weekly DC meeting where all those 

involved in the melanoma trial discussed proprietary information. I tracked down a 
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patient's chart for Doris. I read through a former DC trial protocol to assist the team in 

assessing further studies on a former subject. 

08122106 

I spent the morning preparing for a subjects visit. This included tracking down the 

patients chart and doctor's orders. Since Amy is on vacation, I had to discuss with the 

subject's nurse the necessary research tubes I needed drawn. I shipped the research tubes 

out for further analysis. I periodically checked on the subject during the chemotherapy 

infusion process. I also sat in on the subject's visit with Dr. Fay. Later in the afternoon I 

helped Doris collect copies of Amy's protocols for our new coordinator to study 

08123/06 

Today I studied for the CCRC exam prep course in between assisting Doris. 

08124/06 

I began the day checking to make sure all the lab and physician orders were completed 

for tomorrow's appointments. I completed part two of the test prep course for the CCRC 

exam in the afternoon. 

08125/06 

Today we had two patients receive DC vaccinations. I made sure all labs were 

appropriately sent out for analysis. In addition I made sure the room was stocked with 

the needed supplies in order for Dr. Fay to complete the DC injection procedure. Today I 

signed off on the accountability log in the pharmacy for the study vaccine. I am 

authorized to do this according to the Delegation of Authority sheet in the regulatory 

binder which is signed by the Pl. 
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Weekl4 

Olf2&I06 

Today Amy and I tracked down patient histories for two prospective patients. Amy 

called their physicians for updated medical records. After we received the needed 

records via facsimile, I began to review them under the guidance of the protocol 

inclusion/exclusion criteria. Unfortunately, one subject had brain lesions and the other 

had excessively out of range lab values. One of these subjects also had a noted history of 

non-compliance which would be a large subject safety risk. 

08/29/06 

Today I met with a patient with a strong interest in participating in the DC trial. She was 

consulted by Dr. Fay and appeared qualified for the trial. She signed the informed 

consent. Afterwards I spent the afternoon combing through her charts looking for any 

conditions that could disqualify her. Depending on the values of her upcoming lab draw, 

she seems a likely candidate. If her lab values are out of range, but not alarmingly so, we 

may propose an exception be granted by the sponsor. 

08130/06 

Since there were no patients today, I went through CRFs and patients charts to make sure 

all the information was correct and up to date. I found a few documents awaiting 

approval from the PI as well as progress notes that had not yet been inserted into the 

patient charts. 
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CJ&I31106 

Today Amy and I reviewed the DC trial CRFs for adverse event reporting. It was 

recommended by our monitor to write all of the AEs and medications associated with the 

subject while hospitalized. Although the hospitalization was not due to study medication, 

nor was the death associated, it is still appropriate to enter this data. Such attention to 

detail should further please the FDA in the event of an audit. 

09101106 

I began today discussing with Amy the upcoming week of training her replacement 

coordinator. In the afternoon I drove to UNTHSC to schedule my thesis defense date and 

acquire the necessary signatures. I also met with my major professor, LaChelle 

Arredondo at Alcon labs to obtain a signature for my intent to graduate. We discussed 

my internship and the clinical research aspects of her job. 

Week 15 

09/04/06 

Observation of Labor Day Holiday. 

09/05/06 

Today Amy began to train the new DC trial coordinator Laura. I shadowed the process to 

help ensure a smooth transition in Amy's absence. Our focus today was on the healthy 

donor trials that Amy has been responsible for. 

09106/06 

The patient that consented last week came by for labs and an EKG. Since this patient has 

a history of cancer therapies, it was very difficult to access her veins to draw blood. This 
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made it a challenge for the phlebotomist to draw the multitude of research tubes needed 

in addition to the standard tests ordered. Despite the discomfort and inconvenience, the 

patient was excited to be part of the trial. Afterwards we sent her for an MRI and cr 

scan. I demonstrated to the new coordinator the protocol of shipping labs. 

O'JICY1106 

We began this morning by visiting with a subject receiving apheresis. We made sure the 

subject was aware of the cr scans scheduled for later that same day. These scans are 

important in that at this phase of the trial we are measuring tumors for any signs of 

progression which would exclude the subject from further participation in the trial. 

Afterwards, Amy gave the new coordinator tips on how to do her assigned study 

protocols. I sat in on this process to add input and ensure thoroughness. 

09/08/06 

This morning I followed the consent process of a prospective subject. Although the 

subject was a great candidate, the metastasis appears to be removable via surgical 

resection. Dr. Fay felt that though we could enroll the subject for our trial, it would be in 

the subject's best interest to consult with a surgeon first. At noon I took a break to attend 

a lecture by Dr. Wenru Song about DC research. Afterwards we had a subject receive a 

DC injection. I assisted in the preparation of the visit and the appropriate shipping of the 

labs that were drawn. In addition, I observed Dr. Fay perform a thorocentesis on a 

subject who had severe edema in the lower extremities and abdomen. This procedure 

helped drain over 500mL of fluid from the patient's swollen body. 
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Weet16 

09111106 

'l'he day started with some planning for our busy day followed by the weekly DC meeting. 

Here we discussed all of the progress and efforts involved in the DC trial. Afterwards we 

met with a prospective subject who gave consent to participate in the DC trial. This was 

followed by a blood draw for the extensive laboratory tests that will help to further assess 

the subject's eligibility. Another subject had an appointment for a chemotherapy infusion, 

so I visited momentarily with the patient and made sure the nurse collected the necessary 

research times prior to infusion. Yet another subject already participating in the DC trial 

came to the clinic for issues involving his tumor progression. After shadowing and 

assisting with these patients, I went back to the office and shipped off the collected 

research tubes to BIIR. I then stayed with Laura to make sure we had completed all of 

the necessary procedures of this busy day. 

09/11106 

Today I worked with the new coordinator, Laura, on various aspects of the DC trial. I 

listened as she answered calls to ensure that all information was provided to the 

prospective subjects over the phone. We reviewed the medical history of a patient and 

came to the conclusion that the patient was not eligible for the trial based on MRI results 

and lab values. Afterwards I organized Amy's computer files and transferred them to 

Laura's computer. Later in the afternoon I met with Betsy to review my journal entries 

and discuss my internship. 
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I discussed with Laura issues involved with recruiting our newest subject within the 28 

day window of screening to day 0. Afterwards I shadowed Betsy Stein as she met with a 

radiation oncologist in the Radiosurgery Center. She described to the physician the 

necessary fonns needed to submit a new study to the IRB. I then went back to the office 

to work on CRFs and AE reporting. Since one of our patients will be removed due to 

tumor progression, I began the process of SAE reporting and study withdrawal. 

09n4106 

I reviewed received information on a patient with metastatic melanoma whom upon 

further investigation was not a candidate for the trial. I also worked on updated CRFs for 

lab results, treatments and unscheduled visit information. 

09/15/06 

Today I helped assemble a packet for the melanoma oversight committee's review of a 

prospective subject. This included generating a coversheet and compiling all documents 

that prove inclusion/exclusion criteria are met. In the late afternoon a patient came by the 

office for baseline labs and an EKG. 

Week 17 

09/18106 

Amy returned to the office today to continue helping in the training of our new 

coordinator Laura. I assisted in the process. We attended the weekly DC meeting to 

discuss trial progress, news, and proprietary information. Afterwards, we had two 

healthy donor subjects of which I sat in on the informed consent process. I completed a 
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specific IRB form designated for SAEs in order to inform the IRB of a subject that 

experienced an SAE and is going off trial. After obtaining the Pis signature and sending 

the form to the IRB, I began to help form a review packet on a potential subject for 

review by the Melanoma Trial Oversight Committee. 

09/19106 

This morning I worked in the office transferring archived email documents from Amy's 

computer to Laura's. Later on I attended the Clinical Research Coordinator's Meeting at 

BRI which offered campus news and clinical trial advice to CRCs. The recruitment 

retention tip of the month offered at this meeting provided recommendations for subject 

retention at the pre-screening phase. Such advice included providing a packet to patients 

including a map, frequently asked questions sheet. and site contact information. Taking 

time out to assemble such a packet shows the patient your staff cares and provides 

comfort for the new patient. However, it is important to note that any patient education 

material such as brochures depicting the trial needs IRB approval. I later attended a 

Focus on Research luncheon where Dr. Song spoke about dendritic cell research. He 

spoke about the science behind manufacturing a vaccine and clinical results obtained in 

trials. Dr. Song also mentioned data from animal research pertaining to melanoma and 

vaccines. 

09120106 

I came in this morning to fax information to the sponsor regarding a potential subject. 

This included approval letters from the melanoma overview committee and documents 

displaying that all of the inclusion/exclusion criteria are met. Unfortunately one of the 
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cfocumeals regarding tumor measurement was not available. I spent the rest of the day 

workina at tbe library on my thesis. 

09121106 

Today I set up scheduling for subjects following the protocol guidelines. I proceeded to 

make subject calendars which will be used as a tool to guide our subjects and aid the 

research nurse. I continued to help with issues related to enrolling a new subject. I 

assisted in answering several queries from the sponsor to help verify subject eligibility. 

09/22106 

I attended Dr. Fay's lecture this morning on the topic of DC vaccines in the treatment of 

melanoma. Afterwards I met with a subject in the apheresis lab. While he underwent the 

apheresis process to collect DC progenitor cells, I discussed how the equipment collected 

his cells. We also discussed his upcoming schedule and I made sure he knew his way to 

the clinic for his cr scans scheduled for later today. I went back to the office and edited 

worksheets used for the DC trial and re-stocked a folder containing frequently used trial 

worksheets. I continued to help Laura with queries from our sponsor, which ultimately 

resulted in an approval and subject number from our sponsor for the newly recruited 

subject by the end of the day. 

Weekl8 

09/2S/06 

While in the office today I created a packet of information for a subject receiving 

chemotherapy tomorrow morning. Later in the morning I attended the weekly DC 

meeting to discuss proprietary information and subject progress with the involved staff. 
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Afterwards I assisted Doris in locating charts of subjects from previous trials. We 

worbd together to type letters and compile lab kits for a new blood study in selected 

subjects from this pool. Laura and I also analyzed prospective subjects for the DC trial. 

89/26M6 

I began today meeting with Betsy to review my journal entries. She helped me with the 

compilation of my resume and offered advice in terms of my theses work. Afterwards I 

shadowed Dr. Fay as he reviewed a subject's cr scans. It was an exciting moment as we 

were looking for tumor progression or regression in a patient that has been administered a 

regimen of DC vaccines on our trial. Mterwards I met with a subject receiving 

chemotherapy on our study. I answered some of his questions regarding scheduling as 

well as study information. Mterwards I gathered information on a subject that had 

participated in a former DC vaccine trial. I also went with Laura to meet with a new 

subject undergoing apheresis. We discussed scheduling and answered his questions 

about the protocol. 

09127106 

Today I traveled to University of Texas Southwestern Medical School to utilize the 

references in the library for my thesis. 

09/28106 

I shadowed Laura as she met with a healthy volunteer undergoing a treatment. 

Afterwards, a former subject came by the clinic for a consultation with Dr. Fay which I 

sat in on. 
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IJIJtll6 

I bepn tbe morning helping Kita Cathey of BRI with a PowerPoint slide show for an 

upcoming praentation. I took notes on the ideas she bad for ber presentation and 

decided to meet again next week when I bad my laptop available to perform the functions 

she raJUeSted. Afterwards I went over to the clinic to observe a subject receiving a OC 

injection. I helped set up the room for the procedure and shipped the specimens collected 

to BRI for analysis. I also had the opportunity to visit with tbc subject and ease his 

worrisome mind. I went back to the office and entered the obtained information into the 

subject's CRF. 

Week 19 

10102106 

A healthy donor subject was in the clinic on the apheresis machine early this morning, so 

I stopped by to make sure he was doing well and asked if he had any questions. Then I 

proceeded to the weekly DC meeting. Since Dr. Fay and Laura were not present, I gave 

the report of our DC trial's subject status and enrollment info to the group. I walked over 

to tum in recently signed IRB forms to the IRB. These IRB forms contained information 

regarding the addition of Laura to several trials which she will be working on. Although 

study closeout has passed for many of these studies, it is still important to have staff such 

as a coordinator to handle follow-up visits and maintain subject communication. I 

proceeded to the clinic to check on a subject receiving chemotherapy. I made sure the 

infusion nurse drew the research tubes we needed and I proceeded to package them for 
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sbipmevt and notify BRI that they were ready. Once the subject•s lab values were 

available I entered abe information into the CRF. 

1M3186 

I spent most of the morning with Kita Cathey from BRI to help her construct a 

presentation in PowerPoint. I assisted in adding animation. sound clips and uploading 

images. In the afternoon I went back to the clinic to observe a subject who had a visit 

with Dr. Fay. Afterwards I helped Laura review a patient's chart interested in 

participating in the DC trial. 

10J04106 

I began the morning creating a few PowerPoint slides for Dr. Fay's upcoming 

presentation to the Data Safety Monitoring Board. The slides depicted information 

regarding subject status for the current DC trial. Afterwards I entered subject information 

into the CRFs and made sure the subject's charts were up to date. I also prepared the 

supplies and organized the paperwork necessary for tomorrow's DC injection. 

10105106 

I attended part 1 of the .. Clinical Research Best Practice for Coordinators: an Interactive 

Workshop" course. This offering from BRI with instructors from MedTrials was an 

invaluable opportunity for my internship. Our class was divided into groups. upon which 

I had the opportunity to interact with fellow employees with varying ranges of raearch 

experience in assorted trials. It was great to hear their experiences shine through as we 

analyzed a protocol of a mock trial. After the workshop I went back to the offtce and 

answered inquiries Laura had concerning CRF entry. 
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..... 
laualded part 2 of the ""CliDical Rcsean:b Best Practice for Coordiaalors: an IDteractive 

Worbbop" course. One of the most beneficial topics for me was oa AE reportinJ. By 

wortinB in a group and classifying AEs for a subject on a mock trial, I was able to gain 

further understanding of this task. The nurses in my group helped me in understanding 

the assessment of AEs in a clinical situation I was not well versed. We learned about the 

Form FDA 3500, referred to as the MedWatch form. The version 3500A is the form that 

the sponsor must send to the FDA upon reports of an SAE within a trial. The version 

3500 is a voluntary form that is used by health professionals and consumers. I was also 

interested in the Corrective and Preventative Action (CAPA) module where our group 

created a CAPA plan for a mock trial. Such measures of internal auditing or quality 

assurance can really help prepare a site for a future FDA audiL At the conclusion of the 

course, I went to further discuss the upcoming monitor visit with Laura. I did some last 

minute review of subject charts and told Laura what to expect for her first monitor visit. 

Week20 

10109106 

I met with the monitor from MedTrials early this morning to hand over the CRFs. subject 

charts and Regulatory Binders for review. I met with the monitor throughout the day to 

clarify queries and to discuss appropriate methods of CRF documentation. I broke briefly 

for the weekly DC meeting to discuss trial progress with the involved staff. Afterwards I 

made corrections to CRFs as the monitor finished reviewing the material and made her 

suggestions. On the subject of CRF documentation of AE's. I learned that the standard 
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clomn....UO. procedun= for all AEs upoo dealb of a subject. It is appropriate to label 

eadl AE as aaolved with the death date constituting the date of n:solutioll for eech AE. I 

also met with a subject starting his first cbemotbenpy infusion for tbe OC trial today. He 

received baseliDe scans today which I reviewed with Laura IDd Dr. Fay. 

1WIMJ6 

I helped the monitor retrieve the subject's charts and CRFs she needed for ber continuing 

monitor visit early this morning. I was able to completely resolve ber queries on several 

of the CRFs. The CRF pages contain a carbonless copy. the yellow copy. underneath the 

white copy upon which data is directly transcribed. With several of the pages completely 

reviewed and deemed complete. the monitor proceeded to separate the two copies. She 

left the yellow copy in our CRFs and removed the white copy to be sent to our sponsor. 

Laura and I were then instructed not to make any corrections on the yellow copies, but 

rather make revisions on a form recently provided by our sponsor. I also visited with a 

subject and set up a room in the clinic for his appointment. Afterwards I helped Laura flll 

out an IRB form to submit for the event of a protocol deviation for the inclusion of a 

subject on our trial. This form was also accompanied by a copy of the signed approval of 

the protocol deviation from the PI and sponsor. 

1W11J86 

Today I traveled to University of Texas Southwestern Medical School to utilize the 

references in the library and spend time working on my thesis. 
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ltmll6 

I bepD tbe day wortiD& with Laura in the office addlasina plllieol scbeduliq. I weat 

oa to prepare the ~ room for a DC injection visit. A subject came to receive tbcir 

first DC injection treatment. I sat in the room with the subject throughout the ~ 

aad visited with the patient during the one hour of monitoring that is required after the 

injection. The subject shared with me his experiences thus far in struggling with 

melanoma. Afterwards I assisted Laura with CRF reporting, faxing documents and 

shipping labs pertinent to this subject • s visit. 

1011:w6 

I met with Kita Cathey Ibis morning to help her work on a PowerPoint presentation. 

Afterwards I focused on reviewing the notes made by the monitor concerning the CRFs. 

I made the appropriate changes to the CRFs and resolved inquiries generated by the 

monitor. 

Week21 

10116106 

This morning I went to work in the office assisting Doris with patient tracking. I left the 

office to help Kita Cathey practice her presentation and to fmalize changes to the 

PowerPoint presentation I have helped her prepare. Afterwards I went back to the off~ee 

to help Laura work on CRFs and subject scheduling issues. 

1M7/06 

I met early this morning with Kita Cathey to help her with the final touches to ber 

PowerPoint presentation. I stayed to assist in preparing the room for the Coordinators 
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....,. ... wbic:b iDcluded Kita's preaciDiioa eadded: -c.bey's ADatomy ... of a protocol". 

Slle did a pat job of teepina lbe coordiDalor' s aaeotioo witb a ftm presentation while 

discnssiD& lbe intricacies of a protocol. Included in tbe presentalioD was a section 

coverina intanal audits and what to expect when they occur. 

IW11106 

This morning I came to the office to wort on CRFs that had been reviewed by the 

monitor. I read through the suggestions from the monitor and made corrections 

according to her suggestions. I also reviewed the work Laura did to a CRF on a subject 

and filled in fields sbe bad queries on. 

IW19106 - ll/16106 

1be remainder of my internship was spent focusing on my thesis and oral defense 

presentation. However, I would periodically meet with the CRC or operate over tbe 

pbone with the staff to assist with the operations of the OC vaccine trial. 
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