Sample Protocols from ClinicalTrials.gov

W3C Semantic Web: Clinical Interoperability Group

Clinical Trials Eligibility Screening Project

Scope and Requirements of selected protocols: 

10 protocols from ClinicalTrials.gov that are limited to the following types of eligibility criteria (most preferable criteria for our project listed first). Protocols with time-sensitive enrollment are preferred, since they will make our demonstration more compelling.

Lab data

Patient Measurements (e.g., vital signs)

Underlying diagnosis

Symptoms 

Family History findings

Microbiology test results

Drug susceptibility findings

Note: Most selected protocols below also include medication or procedure information as well; I found it hard to find protocols without some mention of these constructs.

Sample Protocol #1:
Effectiveness of Combining Beta-Blocker Therapy and a Pacemaker Following a Heart Attack (The PACE-MI Trial)

http://www.clinicaltrials.gov/ct/show/NCT00430612?order=1
Purpose 
Beta-blockers are recommended to individuals who have recently had a heart attack. They are contraindicated for individuals with abnormally slow heart rates or significant conduction system disease; however, the addition of a pacemaker may make beta-blocker therapy safe for these individuals. This study will evaluate the effectiveness of a pacemaker combined with beta-blocker therapy at improving survival rates and preventing subsequent heart attacks in individuals with abnormally slow heart rates who have recently experienced a heart attack. 

	Condition 
	Intervention

	Myocardial Infarction
Bradycardia
Heart Block
	 Device: Implantable Pacemaker
 Drug: Metoprolol (Beta-Blocker Medication)


MedlinePlus related topics:  Arrhythmia;   Heart Attack
Genetics Home Reference related topics:  Arrhythmia
Study Type: Interventional
Study Design: Treatment, Randomized, Open Label, Placebo Control, Parallel Assignment, Efficacy Study 

Official Title: The PACE-MI Trial: PACEmaker and Beta-Blocker Therapy After Myocardial Infarction

Further study details as provided by National Heart, Lung, and Blood Institute (NHLBI):

Primary Outcome Measures:  

· Total mortality 

· Non-fatal subsequent heart attack (both measured at Year 2 and during follow-up telephone calls for the duration of the study) 


Secondary Outcome Measures:  

· Total and cardiac mortality (sudden or non-sudden) 

· Re-hospitalization due to subsequent heart attack, unstable angina, congestive heart failure, stroke, new onset atrial fibrillation, or sustained ventricular arrhythmias 

· Quality of life 

· Economics measures (all measured at Year 2 and during follow-up telephone calls for the duration of the study) 


Total Enrollment:  1124 

Study start: April 2007;  Expected completion: April 2010

Individuals who have had a heart attack are often prescribed beta-blocker medications, which decrease the heart's workload and help to regulate heart rate. Beta-blockers are considered very effective at improving survival and reducing the occurrence of future heart attacks. Currently, however, it is recommended that individuals with abnormally slow heart rates, known as bradycardia, not receive beta-blocker therapy because of the risk of developing a dangerously low heart rate. Pacemakers, which are small, implanted devices that help the heart to beat regularly and at an appropriate rate, provide heart rate support to make beta-blocker therapy safe for individuals with bradycardia. The purpose of this study is to evaluate the effectiveness of a pacemaker combined with beta-blocker therapy at improving the survival rate and preventing subsequent heart attacks in individuals with bradycardia who have recently experienced a heart attack. 

Participants will include individuals who have had a recent heart attack and who have been withdrawn from beta-blocker therapy due to bradycardia symptoms or for whom beta-blocker therapy is contraindicated. Participants will be randomly assigned to either a usual care control group or a study treatment group. The treatment group will receive standard medical therapy, implantation of a pacemaker, and beta-blocker therapy. The control group will receive only standard medical therapy with no beta-blockers. Study visits for both groups will occur every 6 months for 2 years, and telephone follow-up calls will occur every 3 months until the end of the study. Participants' medical history, including medications and symptoms, as well as quality of life and economic factors will be assessed during the study visits and phone calls. 

Individuals who meet the eligibility criteria and have relative contraindications to beta-blocker therapy will be enrolled in an observational group that will receive beta-blocker treatment. This group will be assessed during telephone calls every 3 months for the duration of the study. 
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Eligibility 
Ages Eligible for Study:  30 Years and above,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· History of a heart attack in the 30 days prior to study entry, as documented by both of the following criteria:

1. Cardiac enzymes (creatine phosphokinase [CPK] elevation greater than two times the upper limit of normal or troponin elevation greater than three times the upper limit of normal) 

2. Electrocardiographic changes and/or symptoms consistent with a heart attack (i.e., chest pain, shortness of breath) 

(Note: Individuals with a left ventricular ejection fraction less than 35% peri-myocardial infarction whose ejection fraction reevaluated greater than 40 days following a heart attack is greater than 35% and still meet the rhythm enrollment criteria for PACE-MI may be enrolled up to 90 days following a heart attack) 

· History of at least one of the following criteria:

1. Bradycardia or heart block that makes beta-blocker therapy medically unsafe, as defined by one of the following criteria:

1. Resting (awake) heart rate less than or equal to 55 beats per minute on 2 consecutive days in the absence of treatment with rate-slowing medications (i.e., diltiazem, verapamil) 

2. Sinus pauses (greater than 2 seconds) during the day 

3. PR interval of at least 260 msec in the absence of medications that prolong atrioventricular (AV) nodal conduction time (e.g., digoxin, diltiazem, verapamil) 

4. Type I second-degree AV block at rest and while awake 

2. Documented symptomatic bradycardia due to beta-blocker therapy 

· Must provide written informed consent to participate in the study 

Exclusion Criteria

· Unstable or class IV angina 

· Unable to medically tolerate beta-blocker medications (i.e., severe bronchospastic disease, systolic blood pressure less than 90 mm Hg) 

· Requires either a pacemaker or implantable defibrillator or will require an implantable defibrillator in the future 

· Medically unable to receive a transvenous pacemaker (i.e., inadequate venous access, bleeding disorder) 

· Class IV New York Heart Association (NYHA) heart failure 

· Scheduled for coronary artery bypass surgery within 3 months of study entry 

· Undergone coronary artery bypass surgery within 2 weeks of study entry 

· Marked valvular heart disease (i.e., greater than 3+ aortic or mitral insufficiency, aortic stenosis with valve area less than 1 cm^2) 

· Current alcohol or drug abuse 

· Any medical condition that, in the investigators' judgment, would seriously limit life expectancy (poor 6-month survival) 

· Unavailable for follow-up for the duration of the study 

· Currently participating in other clinical trials with an active treatment arm (individuals who are participating in trials of diagnostic techniques or approved therapies are permitted to enroll) 

· Unwilling or unable to provide informed consent 

Sample Protocol #2:

Asthma Patient Education in the Emergency Room
http://www.clinicaltrials.gov/ct/show/NCT00110409?order=26
Purpose 
The objective of this randomized trial is to assess the effectiveness of an intervention involving education, self-efficacy, and social support in improving quality of life outcomes among 296 adult asthma patients treated in the emergency room. The main outcome will be a comparison of within-patient change in quality of life between enrollment and 8 weeks. Secondary objectives will be to assess the effectiveness of the intervention in decreasing the need for rescue inhaled beta agonists, in improving peak flow meter rates, and in decreasing the number of days lost from work or school due to asthma. These outcomes will be measured again at 16 weeks to determine if benefits are sustained. Additional outcomes at 16 weeks and 1 year will be to assess the effectiveness of the intervention in decreasing urgent resource utilization for asthma and cost effectiveness. 

	Condition 
	Intervention

	Asthma
	 Behavioral: Asthma Education in Adults


MedlinePlus related topics:  Asthma
Study Type: Interventional
Study Design: Treatment, Randomized, Single Blind 

Official Title: Trial of Asthma Patient Education in the Emergency Room

Further study details as provided by National Heart, Lung, and Blood Institute (NHLBI):

Primary Outcome Measures:  

· Effectiveness of the intervention 

· Quality of life (measured at Week 8) 


Secondary Outcome Measures:  

· Rescue inhaled beta agonists usage 

· Peak flow meter rates 

· Number of days lost from work or school due to asthma 

· Decreasing urgent resource utilization for asthma 

· Cost effectiveness (measured at Week 16 and Year 1) 


Total Enrollment:  296 

Study start: January 2005

BACKGROUND:

Many urban asthma emergency room patients lack effective self-management. Most current training programs are administered in outpatient settings and have low attendance rates for emergency room patients. There is a great need to develop effective programs that can be easily administered in the emergency room for patients who, in many cases, are not present in other settings to receive education. This proposal builds on preliminary studies and is tailored to provide emergency room patients with basic education during "a teachable moment" when they may be most receptive to asthma information. 

DESIGN NARRATIVE:

Patients will be recruited from two New York City urban emergency rooms or inpatient settings and randomized to the intervention or control groups. Intervention patients will receive a protocol focusing on asthma self-management, education, self-efficacy, and social support, with telephone reinforcement for 8 weeks. Control patients will receive standard emergency room education about asthma. 
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Eligibility 
Ages Eligible for Study:  18 Years   -   95 Years,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· Patients will be eligible if they are 18 years of age or older 

· Fluent in English 

· Have a known diagnosis of asthma 

· Will receive treatment for asthma during the current hospitalization or emergency room visit. 

Exclusion Criteria:

· Cognitive deficits 

· Other pulmonary diseases or severe comorbidity 

· Do not have out-patient access to a telephone 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00110409 

Sample Protocol #3:

Infections Caused by ESbL-Producing Enterobacteriaceae in Italy

http://www.clinicaltrials.gov/ct/show/NCT00404625?order=20
Purpose 
To assess the molecular epidemiology, clinical impact, treatment outcome and risk factors for infections caused by Enterobacteriaceae producing ESBLs in Italy in a large multicenter observational survey. 

SPECIFIC OBJECTIVES

1. To collect consecutive nonreplicate isolates of Enterobacteriaceae resistant to expanded-spectrum cephalosporins from clinical specimens from inpatients and outpatients. 

2. To characterize the isolates for resistance phenotypes and for β-lactam resistance mechanisms. 

3. To investigate the clonality of isolates. 

4. To analyse the epidemiology of various resistance mechanisms/resistant clones. 

5. To collect clinical and epidemiological data for patients with infections caused by the ESBL producers. 

6. To analyse the epidemiology, risk factors and outcome for infections caused by ESBL producers. 

	Condition 
	Intervention

	Enterobacteriaceae Infections
Bacteremia
Pneumonia
Skin Diseases
Urinary Tract Infections
	 Behavioral: Risk factors for infections due to ESBL+ Enterobacteriaceae
 Behavioral: Risk factors for inadequate initial antimicrobial therapy
 Behavioral: Overall and 30-day mortality in bad first antibiotic therapy


MedlinePlus related topics:  Bacterial Infections;   Pneumonia;   Sepsis;   Skin Conditions;   Urinary Tract Infections
Genetics Home Reference related topics:  Skin Conditions
Study Type: Observational
Study Design: Screening, Cross-Sectional, Case Control, Prospective Study 

Official Title: Infections Caused by Enterobacteriaceae Producing Extended-Spectrum β-Lactamases in Italy: Molecular Epidemiology, Clinical Impact, Treatment Outcome and Risk Factors 

Further study details as provided by University of Siena:


Total Enrollment:  813 

Study start: October 2006;  Expected completion: November 2006

RESEARCH PLAN AND METHODOLOGY

Population 
All patients with infections (i.e. bacteremia, pneumonia, abdomen infections, skin infections, and urinary tract infections) caused by ESBL-producing Enterobacteriaceae. 

Exclusion criteria Children < 16 years

Trial design Multicenter prospective cohort study. Patients corresponding to the study definition will be detected by daily inspection of microbiological databases by one dedicated physician. Epidemiological variables will be detected for all patients at study admission. To identify the risk factors for infections (i.e. bacteremia, pneumonia, abdomen infections, skin infections, and urinary tract infections) caused by ESBL-producing Enterobacteriaceae a case-control  16(study will be performed. A case patient will be defined as adult patient ( years of age) who has an infection caused by ESBL-producing Enterobacteriaceae according to the definitions of the Center for Diseases Control and Prevention in Atlanta (CDC). In the Clinical Microbiology Laboratories, definition of ESBL production by the Clinical Microbiology Laboratories will be according to the CLSI guidelines (3), or to the BSAC guidelines (http://www.bsac.org.uk) for species other than Klebsiella spp., E. coli and Proteus mirabilis. One control will be selected for each case. Control will be chosen among all adult patients admitted to the same hospital during the same period (within 30 days) and in whom ESBL-producing Enterobacteriaceae were not isolated during their hospital stay. If more than one control will be available per case, patients with the date and time of admission closest to the case will be chosen. 

To identify the risk factors for mortality a second case-control study will be performed comparing infected patients who died to infected patients who survived (evaluable in patients with bacteremia, wound infections, pneumonia, and meningitis, only). This analysis will be performed adjusting the results for inadequate empiric antimicrobial therapy and site of infection (see following definitions). 

Data collection Medical records of in-patient admissions and microbiology and pharmacy databases will be reviewed. Data collected at the study enrollment will include: patient demographics, transfer from another hospital, resident of a long term facility or nursing home, previous hospitalization within one year, ambulatory status, requirement for chronic hemodialysis, presence of a central venous catheter (CVC), and ICU stay and surgical procedures in the 30 days prior to study inclusion. A composite score of co-morbid illnesses will be derived using the Charlson score. The severity of illness at presentation will be quantified using the criteria of McCabe and Jackson. Antibiotics administered during a 30-day period prior to study enrollment and for at least 48 hours will be recorded. For the risk factors analysis, oral and intravenous antibiotic exposure will be analysed by individual antibiotics and by classes, and will include penicillins, vancomycin, cephalosporins, antibiotics with predominantly anaerobic activity (metronidazole and clindamycin), aminoglycosides, quinolones, and carbapenems. Length of stay (LOS) after infection diagnosis, management of infections, timing and type of antimicrobial therapy, results of follow-up clinical cultures (if any), hematogenous complications and death will be also extracted from medical records. Microbiology records will be also reviewed for recovery of vancomycin resistant enterococci (VRE) or methicillin-resistant S. aureus (MRSA) in the 12 months prior to the study enrollment. All patients with infections caused by ESBL-producing Enterobacteriaceae will be followed up to hospital discharge or death. 

Mortality will be defined as death occurring during the study hospitalization. Appropriate antimicrobial therapy will be defined as the initiation of therapy with activity against the ESBL-producing Enterobacteriaceae (according to the results of the antimicrobial susceptibility pattern of the isolate) from the day before to 2 days after the initial positive clinical culture result. 

Outcomes Primary outcomes

1. Risk factors for the development of infections caused by ESBL producers bacteria; 

2. Risk factors for inadequate initial antimicrobial therapy; 

3. Overall mortality and 30-day mortality among patients receiving inadequate initial antimicrobial therapy (evaluable in patients with bacteremia, abdominal infections and pneumonia, only); 

4. Variability by site of infection of overall mortality and 30-day mortality among patients receiving inadequate initial antimicrobial therapy (evaluable in patients with bacteremia, abdominal infections and pneumonia, only). 

Secondary outcomes

1. Lenght of hospitalization; 

2. Costs of inadequate initial therapy; 

3. Days of defervescence. 

Statistical analysis At the end of the study two different analysis will be performed: the first one will consider patients with bacteremia, abdominal infections and pneumonia, and it will be focused on mortality; the second analysis will consider all infected patients and it will be focused on risk factor analysis and secondary outcomes. 

Sample size justification Assumptions

Patients with bacteremia, pneumonia, abdomen infections, skin infections and urinary tract infections (first analysis):

Mortality among patients with inadequate initial therapy: 25% Mortality among patients with appropriate initial therapy: 13%

All included patients:

Percentage of bacteremia: 20% Percentage of pneumonia: 10% Percentage of abdomen infections: 15% Percentage of skin infections: 3% Percentage of urinary tract infections: 52% 

Primary outcomes Risk factors for mortality Difference of mortality between controls (inappropriate therapy) and cases (appropriate therapy): we anticipated a reduction from 25% to 13%. 

Secondary outcomes Difference of length of hospitalization between cases (appropriate therapy) and controls (inappropriate therapy): we anticipated a decrease from 80% (length of hospitalization < 15 days) to 40%. 

Difference of defervescence between cases (appropriate therapy) and controls (inappropriate therapy): we anticipated a decrease from 85% (defervescence < 3 days) to 30%. 

Assuming that p1=p2, where p1 is the proportion in population 1 and p2 is the proportion in population 2 and that alpha=0.05 (two-sided), power=0.80. 

Required sample size for analysis of risk factors for mortality: 366 patients with bacteremia, wound infections, pneumonia, and meningitis. To include 366 patients with the above reported infections the total sample size is likely to be 813 patients infected with ESBL-producing Enterobacteriaceae. 

Microbiological analysis of bacterial strains

All ESBL-producing isolates obtained from patients included in the study at the Clinical Microbiology Laboratories of each Clinical Center will be collected and subjected to further investigation including: 

· confirmation of the identification at the species level; 

· determination of the antimicrobial resistance profile against a standard set of drugs; 

· analysis of the ESBL determinants; 

· analysis of clonal relationship between bacterial isolates of the same species. Results of microbiological analysis will be used for correlation with clinical data to assess the epidemiological and clinical impact of the ESBL-producing strains. 

Experimental methodology

Confirmation of identification of the bacterial isolates at the species level will be carried out by standard phenotypic methods (10). In case of ambiguity of results, identification will be confirmed by 16S rDNA sequencing (16). 

Antimicrobial susceptibility testing will be carried out by broth microdilution as recommended by the CLSI (3), and categorical assignment will be carried out using the CLSI breakpoints (3). The following agents will be included: ertapenem, imipenem, meropenem, cefepime, ceftazidime, cefotaxime, piperacillin/tazobactam, amoxicillin/clavulanate, ciprofloxacin, levofloxacin, gentamicin, amikacin. 

The nature of the ESBL determinants will be investigated by molecular analysis using PCR and sequencing, as described previously (9, 15). The presence of ESBL determinants of the TEM-, SHV, CTX-M- and PER-type (i. e. those known to be circulating in Italy (9, 15)) will be investigated. In case of negative results with the available probes, the ESBL phenotype will be reconfirmed and, -lactamase deerminants will be studied by means of:(if positive, the nature of  (i) analytical isoelectric focusing (IEF) on crude extracts using previously described methods (14); (ii) DNA microarray technology, using a microarray for β-lactamase genes that has been developed in our laboratory, which includes probes for uncommon ESBL genes such as VEB, GES, BES, SFO, and TLA enzymes. In case of new ESBL genes undetected by the above methods (an unlikely occurrence), In the case of production of ESBL but unaccounted for by the presence of known resistance determinants, the resistance determinants will be studied by means of a shotgun-cloning approach followed by mapping and sequencing. 

Clonal relatedness among isolates of the same species will be investigated by high-throughput genotyping techniques such as RAPD (Random Amplified Polymorphic DNA) and/or by AFLP (Amplified Fragment Length Polymorphism) analysis and/or REP PCR (19-21). In selected isolates, the clonal relationships will be performed by macrorestriction analysis of genomic DNA by pulsed-field gel electrophoresis (PFGE). 

Plasmid analysis and investigation of resistance determinants to non β-lactam agents (by molecular techniques) will be considered in selected cases, should these information be relevant for correlation with clinical and epidemiological data. 
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Eligibility 
Ages Eligible for Study:  16 Years and above,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· All patients with infections (i.e. bacteremia, pneumonia, abdomen infections, skin infections, and urinary tract infections) caused by ESBL-producing Enterobacteriaceae 

Exclusion Criteria:

· Children < 16 years 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00404625 

Sample Protocol #4:

Isotonic Versus Hypotonic Fluid for Maintenance IV Therapy

http://www.clinicaltrials.gov/ct/show/NCT00457873?order=22
Purpose 
Hyponatremia associated with administration of hypotonic intravenous (IV) fluids may have serious complications. It has recently been suggested that isotonic saline may be a more appropriate choice of maintenance IV fluid. This pilot and feasibility study aims to compare isotonic saline to 0.45% saline in hospitalized children requiring parenteral fluid support in order to: 

Aim 1: To determine the feasibility of conducting a double-blind, randomized controlled trial comparing these solutions.

Aim 2a: To compare the rate of change in serum Na (mmol/L/hr) and the incidence of hyponatremia (Na <136 mmol/L) between patients receiving isotonic and hypotonic intravenous fluids at at least 50% of the traditional maintenance rate for an interval of at least 8 hours. 

Aim 2b: To compare the incidence of adverse events between the two IV fluid treatment groups.

	Condition 
	Intervention
	Phase

	Gastroenteritis
Bronchiolitis
Sepsis
Urinary Tract Infection
	 Drug: 0.9% saline in 5% dextrose (intravenous)
 Drug: 0.45% saline in 5% dextrose (intravenous)
	Phase III


MedlinePlus related topics:  Bronchitis;   Gastroenteritis;   Respiratory Syncytial Virus Infections;   Sepsis;   Urinary Tract Infections
Study Type: Interventional
Study Design: Treatment, Randomized, Double-Blind, Active Control, Parallel Assignment, Safety/Efficacy Study 

Official Title: Isotonic Versus Hypotonic Saline for Maintenance Intravenous Fluid Therapy: A Pilot Randomized Trial

Further study details as provided by McGill University Health Center:

Primary Outcome Measures:  

· rate of change in serum sodium 

· hypertension 

· congestive heart failure 


Total Enrollment:  50 

Study start: January 2007;  Expected completion: July 2007
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Eligibility 
Ages Eligible for Study:  1 Month   -   18 Years,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· 1 month to 18 years of age 

· Require IV fluids for at least 8 hr. 

· Baseline serum sodium >=136 mmol/L & <=145 mmol/L 

Exclusion Criteria:

· Baseline serum sodium concentration less than 136 mmol/L or greater than 145 mmol/L 

· Renal disease, a history of cardiac dysfunction or evidence of cardiac dysfunction, pre-existing hypertension, diuretic use, edema, or known adrenal dysfunction 

· Acute neurological illness such as meningitis or encephalitis 

· Severe chronic neurological illnesses (uncontrolled seizure disorders, severe developmental delay) 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00457873 

Sample Protocol #5:

A Comparison of Two Target Mean Arterial Pressures in the Resuscitation of Hypotensive Trauma Patients
http://www.clinicaltrials.gov/ct/show/NCT00459160?order=29
Purpose 
The goal of this study will be to determine if a lower than normal blood pressure during surgery for bleeding in the abdomen or chest will result in decreased bleeding and decreased chance of death. 

	Condition 
	Intervention

	Hemorrhagic Shock
Trauma
Wounds, Penetrating
Shock, Traumatic
Multiple Trauma
	 Procedure: Intraoperative Hypotensive Resuscitation


MedlinePlus related topics:  First Aid
Study Type: Interventional
Study Design: Treatment, Randomized, Open Label, Placebo Control, Parallel Assignment, Safety/Efficacy Study
Number of arms in study:  2 

Official Title: A Comparison of Two Target Mean Arterial Pressures in the Resuscitation of Hypotensive Trauma Patients Undergoing Laparotomy or Thoracotomy for Trauma: A Prospective Randomized Controlled Clinical Trial 

Further study details as provided by Baylor College of Medicine:

Primary Outcome Measures:  

· 30 day survival 


Secondary Outcome Measures:  

· Sequential Organ Failure Assessment (SOFA) score 

· APACHE II 

· ARDS 

· ICU length of stay 

· Ventilator-free days 

· Myocardial ischemia 

· Stroke 

· Acidosis (pH and BE) 

· Coagulopathy by conventional labs and thromboelastogram 

· Estimated blood loss 

· Transfusion requirements 

· Glasgow Outcome Score 

· Quantification of leukocyte apoptosis 

· Rate of infectious complications (VAP, UTI, wound infections). 


Total Enrollment:  271 

Study start: July 2007

For the proposed study, all trauma patients undergoing laparotomy or thoracotomy for trauma that had a systolic blood pressure < 90 mmHg prior to going to the operating room will be randomized to one of two groups. The randomization will take place at the operating room door. The first group will have a target minimum mean arterial pressure of 50 mm Hg (LMAP) and the second group will have a target minimum mean arterial pressure of 65 mmHg (HMAP). Before the operating room and in all other aspects of their care the patients will be treated as per standard of care. Patients will then be followed to determine if there is a difference in 30 day survival between the two groups. Secondary outcome measures will be Sequential Organ Failure Assessment (SOFA) score, APACHE II, ARDS, ICU length of stay, myocardial ischemia, stroke, acidosis, coagulopathy by conventional labs and thromboelastogram, estimated blood loss, transfusion requirements, Glasgow Outcome Score, the presence of leukocyte apoptosis, the serum level of the pro-inflammatory cytokines, IL-6 and G-CSF, and the rate of infectious complications (VAP, UTI, Wound infections). Blood samples (20 ml each) will be taken at three time points: prior to randomization, immediately after the end of resuscitation protocol, and 24 hrs after randomization. Blood will be examined for the presence of leukocyte apoptosis and levels of IL-6 and G-CSF. 
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Eligibility 
Ages Eligible for Study:  12 Years   -   45 Years,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· All adult patients seen in the Ben Taub emergency center that have suffered a trauma, have a systolic blood pressure less than 90mm Hg, and are going to the operating room for a laparotomy or thoracotomy 

Exclusion Criteria:

· Known or suspected head injury 

· Age > 45 years old, <= 12 years old 

· Incarcerated individuals 

· Pregnant women 

· Patients with an advanced directive that refuse resuscitation 

· Patients with "opt-out" bracelets that signify their refusal of participation in the project 

[image: image9.png]


Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00459160 

Sample Protocol #6:

Antibiotic Resistant Community-Acquired E. Coli

http://www.clinicaltrials.gov/ct/show/NCT00298103?order=31
Purpose 
The purpose of this study is to review patients with E. coli infections at UPMC from January 1, 2004 to December 31, 2005 to determine if these infections have arisen in the community rather than in hospitals or nursing homes. The occurrence of such resistant isolates could be devastating if they were associated with bloodstream infection, such as sometimes accompanies urinary tract infection, since antibiotic resistant E. coli is not suspected in isolates coming from the community. 

	Condition 

	E Coli Infection
Antibiotic Resistant


MedlinePlus related topics:  E. Coli Infections
Study Type: Observational
Study Design: Natural History, Longitudinal, Defined Population, Retrospective/Prospective Study 

Official Title: Antibiotic Resistant Community-Acquired E. Coli

Further study details as provided by University of Pittsburgh:


Total Enrollment:  1000 

Study start: February 2006

The following variables will be followed: age, sex, hospital location at the time of positive culture (ER, medical ward, ICU etc), prior hospitalization or nursing home admission, receipt of outpatient dialysis or other regular medical care (eg, outpatient chemotherapy), presence of invasive devices, receipt of antibiotics, including their type and whether they were adequate for the resistance profile of the organism, prior positive microbiologic cultures. 
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Eligibility 
Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

- ll patients with E. coli infections during the time period of the study will be reviewed. A community-associated E. coli isolate will be defined as one which was recovered from a clinical culture from a patient at UPMC-P who had no established risk factors for infection with an antibiotic resistant organism.Established risk factors are defined as: Isolation of the organism two or more days after admission for hospitalization OR A history of hospitalization, surgery, dialysis, or residence in a long-term care facility within one year before the culture date OR The presence of an indwelling catheter or percutaneous medical device (eg, tracheostomy tube, gastrostomy tube, or Foley catheter) at the time of the culture OR Previous isolation of an antibiotic resistant organism 

Exclusion Criteria:None 

-
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00298103

Sample Protocol #7:

A Study of Clofarabine for Older Patients With Newly Diagnosed Acute Myelogenous Leukemia (AML) (CLASSIC II)

http://www.clinicaltrials.gov/ct/show/NCT00373529?order=7
Purpose 
Clolar (clofarabine injection) is approved by the Food and Drug Administration (FDA) for the treatment of pediatric patients 1 to 21 years old with relapsed acute lymphoblastic leukemia (ALL) who have had at least 2 prior treatment regimens. 

This study will evaluate the efficacy of clofarabine in elderly patients with AML who may not benefit from or tolerate treatment with other chemotherapy drugs used in younger patients with AML (cytarabine and anthracyclines) 

	Condition 
	Intervention
	Phase

	Acute Myelogenous Leukemia
Acute Myeloid Leukemia
	 Drug: clofarabine (IV formulation)
	Phase II


MedlinePlus related topics:  Immune System and Disorders;   Leukemia, Adult Acute;   Leukemia, Adult Chronic;   Leukemia, Childhood;   Lymphatic Diseases
Genetics Home Reference related topics:  Immune System and Disorders
Study Type: Interventional
Study Design: Treatment, Non-Randomized, Open Label, Uncontrolled, Single Group Assignment, Safety/Efficacy Study
Number of arms in study:  1 

Official Title: A Phase II Study of Single Agent Clofarabine in Previously Untreated Older Adult Patients With Acute Myelogenous Leukemia (AML) for Whom Standard Induction Chemotherapy is Unlikely to be of Benefit 

Further study details as provided by Genzyme:

Primary Outcome Measures:  

· Overall Remission Rate [Time Frame: CR within 2 cycles] 


Secondary Outcome Measures:  

· Duration of Remission [Time Frame: Duration of study] 

· Disease-free Survival [Time Frame: Duration of study] 

· Overall survival [Time Frame: Duration of study] 

· Safety and Tolerability [Time Frame: Duration of study] 

· 30-day Mortality Rate [Time Frame: Duration of study] 


Total Enrollment:  109 

Study start: October 2006;  Expected completion: January 2010
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Eligibility 
Ages Eligible for Study:  60 Years and above, Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· Diagnosis of AML (de novo, secondary or with an antecedent hematologic disorder (AHD)) 

· Age ≥ 60 years 

· ECOG performance status 0-2 

· Presence of at least one adverse prognostic factor:

· Age ≥ 70 years; or 

· AHD; or 

· ECOG performance status of 2; or 

· Intermediate or unfavorable (ie, adverse) karyotype defined as any cytogenetic profile except the presence of any of the following:

· t(8;21)(q22;q22). 

· inv(16)(p13;q22)or t(16;16)(p13;q22). 

· t(15;17)(q22;q12) and variants. 

· Adequate renal and hepatic function

· Total bilirubin ≤ 1.5 x ULN 

· Aspartate aminotransferase (AST) and alanine aminotransferase (ALT) ≤ 2.5 x ULN; and 

· Serum creatinine ≤ 1.0 mg/dL; if serum creatinine > 1.0 mg/dL, then the estimated glomerular filtration rate (GFR) must be > 60 mL/min/1.73 m2 as calculated by the Modification of Diet in Renal Disease (MDRD) equation 

· Adequate cardiac function: LVEF ≥ 40% or Left ventricular fractional shortening ≥ 22% 

Exclusion Criteria:

· Diagnosis of acute promyelocytic leukemia 

· Prior treatment with clofarabine 

· Prior treatment for AML or an antecedent hematologic disorder 

· Prior HSCT 

· Prior radiation therapy to the pelvis 

· Investigational agent received within 30 days prior to the first dose of study drug 

· Ongoing uncontrolled systemic infection 

· Diagnosis of another malignancy, unless the patient has been disease-free for at least 5 years following the completion of curative intent therapy with the following exceptions: 

· Patients with treated non-melanoma skin cancer, in-situ carcinoma or cervical intraepithelial neoplasia regardless of disease-free duration are eligible for this study if definitive treatment for the condition has been completed 

· Patients with organ-confined prostate cancer with no evidence of recurrent or progressive disease based on PSA value are eligible for this study if hormonal therapy has been initiated or a radical prostatectomy has been performed 

· Clinical evidence of CNS involvement 

· Severe concurrent medical condition or psychiatric disorder that would preclude study participation 

· Positive HIV test 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00373529

Sample Protocol #8:

Levetiracetam in Treating Patients With Seizures Caused by Brain Metastases
http://www.clinicaltrials.gov/ct/show/NCT00415376?order=4
Purpose 
RATIONALE: Anticonvulsant drugs, such as levetiracetam, may help control seizures caused by brain metastases.

PURPOSE: This clinical trial is studying the side effects and how well levetiracetam works in treating patients with seizures caused by brain metastases. 

	Condition 
	Intervention

	Brain and Central Nervous System Tumors
Seizure
Unspecified Adult Solid Tumor, Protocol Specific
	 Drug: levetiracetam
 Procedure: anticonvulsant therapy
 Procedure: quality-of-life assessment
 Procedure: supportive care/therapy


MedlinePlus related topics:  Cancer;   Seizures
Genetics Home Reference related topics:  Cancer
Study Type: Interventional
Study Design: Supportive Care 

Official Title: A Pilot Study of the Efficacy of Levetiracetam in Patients With Seizures From Brain Metastases

Further study details as provided by National Cancer Institute (NCI):

Primary Outcome Measures:  

· Seizure control (lack of seizure activity) 


Total Enrollment:  30 

OBJECTIVES:

· Determine the optimal dose of levetiracetam required to control seizures from brain metastases in patients with solid tumors. 

· Determine the frequency of side effects and tolerability of this drug when used to control seizures in these patients. 

· Determine any improvement in antiepileptic drug-associated symptoms in these patients. 

OUTLINE: This is a pilot study. Patients are stratified according to baseline seizures (yes vs no) and/or baseline antiepileptic drugs (AEDs) (yes vs no). Patients are assigned to 1 of 3 treatment groups. 

· Group I (patients with no active baseline seizures): Patients receive oral levetiracetam twice daily beginning on day 1. 

· Group II (patients requiring IV AEDs for baseline seizure control): Patients receive oral levetiracetam (instead of their current anticonvulsant therapy) twice daily beginning on day 1, after their presenting condition has stabilized. 

· Group III (patients with active seizures controlled by other concurrent anticonvulsant monotherapy): Patients receive oral levetiracetam (instead of their current anticonvulsant therapy) twice daily beginning on day 1. Treatment with the other anticonvulsant drug is tapered beginning on day 3 as directed by the treating physician. 

In all groups, treatment continues for up to 6 months in the absence of uncontrolled seizures or unacceptable toxicities.

During study therapy, patients maintain a seizure log that tracks frequency and type of seizures. Any patient who experiences a breakthrough seizure or multiple auras receives increasing doses of oral levetiracetam until the maximum dose is reached. Patients who continue to have seizures at the maximum dose level receive a second antiseizure medication at the discretion of the treating physician. 

Quality of life is assessed by the Fundamental Assessment of Cancer Treatment-Brain questionnaire at baseline and at 2 months.

PROJECTED ACCRUAL: A total of 30 patients will be accrued for this study.
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Eligibility 
Ages Eligible for Study:  18 Years and above,  Genders Eligible for Study:  Both 

Criteria

DISEASE CHARACTERISTICS:

· Histologically confirmed solid tumor

· Pathological confirmation of brain metastasis is not required provided the clinical and neuroradiographic picture is typical 

· Has had at least one prior seizure due to brain metastasis 

· PATIENT CHARACTERISTICS:

· Life expectancy ≥ 12 weeks 

· Not pregnant or nursing 

· Negative pregnancy test 

· Fertile patients must use effective contraception 

· Absolute neutrophil count ≥ 1,500/mm³ 

· Platelet count ≥ 100,000/mm³ 

· Hemoglobin ≥ 10 g/dL 

· BUN < 5 times upper limit of normal (ULN) 

· Creatinine < 5 times ULN 

· Bilirubin < 1.5 times ULN 

· AST and ALT ≤ 3 times ULN 

· Alkaline phosphatase ≤ 2 times ULN 

· No allergy to levetiracetam 

PRIOR CONCURRENT THERAPY:

· Prior levetiracetam allowed provided it was initiated within the past 14 days 

· Other concurrent anticonvulsant monotherapy allowed provided therapy was initiated within the past 30 days 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00415376 

Sample Protocol #8:

Targeting INflammation Using SALsalate in Type 2 Diabetes (TINSAL-T2D)

http://www.clinicaltrials.gov/ct/show/NCT00392678?order=5
Purpose 
Growing evidence over recent years supports a potential role for low grade chronic inflammation in the pathogenesis of insulin resistance and type 2 diabetes. In this study we will determine whether salsalate, a member of the commonly used Non-Steroidal Anti-Inflammatory Drug (NSAID) class, is effective in lowering sugars in patients with type 2 diabetes. The study will determine whether salicylates represent a new pharmacological option for diabetes management. The study is conducted in two stages. The primary objective of the first stage is to select a dose of salsalate that is both well-tolerated and demonstrates a trend toward improvement in glycemic control. The primary objective of Stage 2 of the study is to evaluate the effects of salsalate on blood sugar control in diabetes; the tolerability of salsalate use in patients with type 2 diabetes (T2D); and the effects of salsalate on measures of inflammation, the metabolic syndrome, and cardiac risk. 

	Condition 
	Intervention
	Phase

	Type 2 Diabetes
	 Drug: Salsalate
	Phase II
Phase III


MedlinePlus related topics:  Diabetes
Study Type: Interventional
Study Design: Treatment, Randomized, Double-Blind, Placebo Control, Parallel Assignment, Safety/Efficacy Study 

Official Title: Targeting Inflammation in Type 2 Diabetes: Clinical Trial Using Salsalate

Further study details as provided by Joslin Diabetes Center:

Primary Outcome Measures:  

· The primary outcome for the TINSAL-T2D study is change in HbA1c level from baseline to week 26 in the intent-to-treat (ITT) population with last observation carried forward. 


Secondary Outcome Measures:  

· Change from baseline to either 26 weeks or last HbA1c measurement prior to rescue therapy 

· Trends in HbA1c over time 

· Change from baseline and trends in fasting glucose over time 

· Response rates for reduction in fasting glucose of ≥20 mg/dl, a reduction in HbA1c of ≥0.5%, and a reduction in HbA1c of ≥0.8% 

· Change in lipids (low-density lipoprotein cholesterol [LDL-C], non-high-density lipoprotein cholesterol [non-HDL-C], triglycerides [TG], total cholesterol [TC], high-density lipoprotein cholesterol [HDL C], TC/HDL-C ratio, and LDL-C/HDL-C ratio) 

· Change in insulin sensitivity (insulin, C-peptide, homeostasis model [HOMA] index) 

· Response rates for exceeding hyperglycemic targets between active and placebo treated groups 

· Need for rescue therapy 

· Need for discontinuation of study medication 

· Response rates in patients initially treated with lifestyle modification, insulin secretagogue, metformin or combination therapy 

· Response rates for a reduction in HbA1c for obese vs non-obese participants 

· Safety and tolerability of salsalate compared to placebo 


Total Enrollment:  402 

Study start: October 2006
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Eligibility 
Ages Eligible for Study:  18 Years   -   75 Years,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

1. Type 2 diabetes on diet and exercise therapy or monotherapy with metformin, insulin secretagogue, or alpha-glucosidase inhibitors, or a low-dose combination of these at ≤ 50% maximal dose (see Appendix). Dosing is stable for 8 weeks prior to randomization. 

2. FPG ≤ 225 mg/dL and HbA1c>7% and ≤9.5% at screening 

3. Age ≥18 and <75 

4. Women of childbearing potential agree to use an appropriate contraceptive method (hormonal, IUD, or diaphragm) 

Exclusion Criteria:

1. Type 1 diabetes and/or history of ketoacidosis determined by medical history 

2. History of severe diabetic neuropathy including autonomic neuropathy, gastroporesis or lower limb ulceration or amputation 

3. History of long-term therapy with insulin (>30 days) within the last year 

4. Therapy with rosiglitazone (Avandia) or pioglitazone (Actos), or extendin-4 (Byetta), alone or in combination in the previous 6 months 

5. Pregnancy or lactation 

6. Patients requiring corticosteroids within 3 months or recurrent continuous oral corticosteroid treatment (more than 2 weeks) 

7. Use of weight loss drugs [e.g., Xenical (orlistat), Meridia (sibutramine), Acutrim (phenylpropanol-amine), or similar over-the-counter medications] within 3 months of screening or intentional weight loss of ≥ 10 lbs in the previous 6 months 

8. Surgery within 30 days prior to screening 

9. Serum creatinine >1.4 for women and >1.5 for men or eGFR <60 [possible chronic kidney disease stage 3 or greater calculated using the Modification of Diet in Renal Disease (MDRD) equation. 

10. History of chronic liver disease including hepatitis B or C 

11. History of peptic ulcer or endoscopy demonstrated gastritis 

12. History of acquired immune deficiency syndrome or human immunodeficiency virus (HIV) 

13. History of malignancy, except participants who have been disease-free for greater than 10 years, or whose only malignancy has been basal or squamous cell skin carcinoma 

14. New York Heart Association Class III or IV cardiac status or hospitalization for congestive heart failure 

15. History of unstable angina, myocardial infarction, cerebrovascular accident, transient ischemic attack or any revascularization within 6 months 

16. Uncontrolled hypertension (defined as systolic blood pressure >150 mmHg or diastolic blood pressure >95 mmHg on three or more assessments on more than one day) 

17. History of drug or alcohol abuse, or current weekly alcohol consumption >10 units/week (1 unit = 1 beer, 1 glass of wine, 1 mixed cocktail containing 1 ounce of alcohol) 

18. Hemoglobin <12 g/dL (males), <10 g/dL (females) at screening 

19. Platelets <100,000 cu mm at screening. 

20. AST (SGOT) >2.50 x ULN or ALT (SGPT) >2.50 x ULN at screening 

21. Total Bilirubin >1.50 x ULN at screening 

22. Triglycerides (TG) >500 mg/dL at screening 

23. Poor mental function or any other reason to expect patient difficulty in complying with the requirements of the study 

24. Previous allergy to aspirin 

25. Chronic or continuous use (daily for more than 7 days) of nonsteroidal anti-inflammatory drugs within the preceding 2 months 

26. Use of warfarin (Coumadin), clopidogrel (Plavix) or other anticoagulants 

27. Use of probenecid (Benemid, Probalan), sulfinpyrazone (Anturane) or other uricosuric agents 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00392678

Sample Protocol #9:
T Cell Validation Study Using Blood Samples From Subjects With Recent Onset Type 1 Diabetes Mellitus
http://www.clinicaltrials.gov/ct/show/NCT00212329?order=12
Purpose 
Type 1 diabetes is a condition that is caused in part by an abnormality of the immune system which occurs when T cells, which are part of the immune system, damage the insulin secreting cells (islet cells) in the pancreas. Although it is known that T cells are important mediators of the disease, progress in the development of reliable T cell assays has been modest. The purpose of this study is to learn which T cell assays are most reliable and reproducible so that the investigators can improve their understanding about how type 1 diabetes occurs. 

	Condition 
	Intervention

	Type 1 Diabetes Mellitus
	 Procedure: T Cell Proliferation and Autoreactivity Assays
 Procedure: Cellular Immunoblot Assays
 Procedure: Tetramer Studies
 Procedure: Cytokine ELISPOT


MedlinePlus related topics:  Diabetes Type 1
Study Type: Observational
Study Design: Screening, Cross-Sectional, Case Control, Prospective Study 

Official Title: A Comparative Study Between the Cytokine Elispot, Tetramer, Immunoblot, and T Cell Proliferation Assays Using Fresh Blood Samples From Subjects With Recent Onset Type 1 Diabetes Mellitus 

Further study details as provided by National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK):


Total Enrollment:  100 

Study start: September 2005;  Expected completion: September 2006

The T Cell Validation Study is designed to determine the ability of T cell assays to identify differences in responses from participants with type 1 diabetes compared to normal control subjects, and to compare four different laboratory tests which examine T cells to determine whether the measurements are quantitatively reproducible. 

Antibody assays that confirm the presence of type 1 diabetes will be evaluated including: Diabetes Biochemical Autoantibody Assay (anti-GAD65, anti-ICA512, anti-insulin) and Islet Cell Autoantibody testing; genetic testing (deoxyribonucleic acid [DNA] and human leukocyte antigen [HLA]) will also be done to learn more about the T cell assays. 

The following T Cell Assays will be conducted in individuals with type 1 diabetes, as well as those without type 1 diabetes:

· Cellular Immunoblot Testing 

· T Cell Proliferation Assay 

· Tetramer Assay 

· Cytokine ELISpot Assay 
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Eligibility 
Ages Eligible for Study:  8 Years   -   35 Years,  Genders Eligible for Study:  Both 

Accepts Healthy Volunteers

Criteria

Inclusion Criteria:

To be eligible, individuals with type 1 diabetes must be:

· Diagnosed with type 1 diabetes within one year of first study visit 

· 8-35 years of age at time of first visit 

· Weigh > 40 kg (88 lbs) at time of first visit 

· Individuals who will serve as control subjects who do not have type 1 diabetes cannot have a first degree or second degree relative with type 1 diabetes. 

Exclusion Criteria:

Individuals must not:

· Have any major illness 

· Be taking any steroid medications 

· If female, should not be pregnant or breastfeeding. 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00212329 

Sample Protocol #10: 
Treatment of Hypersensitivity Syndrome (DRESS) With Tegeline® (Human Immunoglobulin) (DRESS2)
http://www.clinicaltrials.gov/ct/show/NCT00505648?order=2
Purpose 
Efficacy and tolerance of tegeline treatment in hypersensitivity syndrome. Immunological study of the T cell index phenotype and functionality in hypersensitivity syndrome. 

	Condition 
	Intervention
	Phase

	Drug Hypersensitivity
	 Drug: Tegeline®
	Phase III


MedlinePlus related topics:  Allergy
Study Type: Interventional
Study Design: Treatment, Open Label, Active Control, Single Group Assignment, Efficacy Study
Number of arms in study:  1 

Official Title: Treatment of DRESS (Drug Reaction With Eosinophilia and Systemic Symptoms) With Tegeline®

Further study details as provided by University Hospital, Rouen:

Primary Outcome Measures:  

· express healing of visceral attacks, healing of polyadenopathy and body temperature, biological abnormal values normalisation, express healing of cutaneous and mucous diseases immunological study of the T cell index phenotype [Time Frame: 1 year] 


Total Enrollment:  10 

Study start: September 2007;  Expected completion: September 2009
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Eligibility 
Ages Eligible for Study:  18 Years   -   80 Years,  Genders Eligible for Study:  Both 

Criteria

Inclusion Criteria:

· Age >= 18 

· Cutaneous and/or mucous eruption 

· Polyadenopathy 

· Body temperature > 38°C 

· Hematology disorders : Hypereosinophily > 1.5 G/l, lymphocytosis > 5G/l, atypical blood lymphocytes 

· Consent obtained from patient 

Exclusion Criteria:

· Age < 18 

· No consent obtained from patient 

· IgV allergy 

· Dress with very sérious visceral attack and vital diagnostic (sharp cardiac insufficiency, sharp respiratory insufficiency, hepatic insufficiency, sharp renal insufficiency) 

· Oral therapy or immunosuppressive therapy (Methotrexate, cyclosporine, cyclophosphamide, etc.) 

· IgA deficiency, 

· MCI >=35 

· Sharp renal insufficiency before Dress with creatinaemia < 60 ml/min (Cockroft) 
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Location and Contact Information 
Please refer to this study by ClinicalTrials.gov identifier  NCT00505648

10-07-2007

p. 1 of 4

