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				§
COUNT OF HIDALGO	§


MEMORANDUM OF AGREEMENT BETWEEN
HIDALGO COUNTY AND THE UNIVERSITY OF TEXAS
HEALTH SCIENCE CENTER AT SAN ANTONIO


This Memorandum of Agreement is made on this 		 day of 	_______ 2012 by and
between HIDALGO COUNTY by and through its Department of Health and Human Services
hereinafter referred to as “COUNTY”, with administrative offices located at 1304 S 25th, 
Edinburg, TX 78539, and THE UNIVERSITY OF TEXAS HEALTH SCIENCE CENTER AT SAN ANTONIO, a component institution of The University of Texas System, by and through the Department of Medicine/Division of Infectious Diseases herein referred to as “UTHSCSA”, located at 7703 Floyd Curl Drive, Mail Code 7828, San Antonio, Texas 78229-3900.
 
The aim of this Agreement is to establish an agreement for the exchange of information
and for cooperative research between both institutions in the field of reportable communicable
diseases. 

I. PROVISIONS OF SERVICES

The COUNTY coordinates directly for health services to patients with reportable communicable diseases from Hidalgo County, and therefore has information of the characteristics of the patient and access to data on the strain(s) of infectious agents that has infected them.  The faculty at UTHSCSA has developed a comprehensive research program in tuberculosis, latent tuberculosis infection and other infectious diseases.

Through this Agreement the parties shall develop by a cooperative agreement the following:

1. Evaluation of standard and new tests to detect early infection.  The aim of this
collaboration is to evaluate treatment regimens for tuberculosis (TB) and latent tuberculosis infection (LTBI) and laboratory assays that can help predict if an individual is in the early stages of active disease or how effective the treatment has been.  The results will benefit the Mexican-American community that is vulnerable to contracting infectious diseases by:
A. Developing and implementing new treatments for TB and LTBI that are effective, safe and tolerable;

B. Providing diagnostic tools that can detect early infection, before the infection is
spread to other individuals in the community; and

C. Providing an additional tool to complement the current standard methods of
detection for infectious diseases.

Studies on the nature of the association between reportable communicable diseases environmental, behavioral and health factors.  These studies will benefit all patients with reportable diseases on the U.S.-Mexico border by providing information to the COUNTY, the public, and health providers.  For each study, the UTHSCSA Principal Investigator will forward a written narrative describing the study to the COUNTY Health Administrator.  An APPENDIX OF CURRENT TBTC STUDIES is attached to this Memorandum of Agreement.  The COUNTY, through the Health Administrator, may refuse to participate in a particular new study upon written notice to UTHSCSA. 

The participation of COUNTY in this initiative shall consist of the following:
1. Provide UTHSCSA researchers with information on the patients thought to be infected with a reportable communicable disease, as well as individuals at high risk of contracting the infection.  

2. Thereafter the Texas Department of State Health Services physician, Richard Wing, MD, will inform the patient about the study, and request his/her authorization to have the UTHSCSA researchers provide further details.  

3. Facilitate the administration of new treatments for TB and LTBI provided by UTHSCSA researchers to enrolled patients. 

4. Provide UTHSCSA researchers with retrospective and prospective data for analysis and publication on infectious disease trends in COUNTY.

The participation of UTHSCSA in this initiative shall consist of the following:
1.  UTHSCSA researchers will explain the study to the patient and invite him/her to participate.  If the patient voluntarily decides to do so, he/she will sign the informed consent document and HIPPA authorization form approved by the Department of State Health Services (DSHS) Committee for the Protection of Human Subjects.

2.  Specimen collection will be taken from the Consenting Patient based upon the nature of the disease at a scheduled time and place agreed to between the Consenting Patient and the UTHSCSA researcher.

None of the studies will put the Consenting Patient at any unnecessary risk.  Potential risks to the patient associated with the research study are described in detail in the study Informed Consent Document and will be explained to the patient prior to asking him/her to agree to participation in the study.


II. TERM OR AGREEMENT

The term of this Agreement will begin on the April 01, 2012 and end on March 31, 2013.


III. COMPENSATION

COUNTY will receive no reimbursement from UTHSCSA for any services provided.  UTHSCSA will receive no reimbursement from COUNTY for any services provided.


IV. CONFIDENTIALITY

This collaborative work requires the mutual sharing of certain information made confidential by the statute at Texas Health and Safety Code §81.046, specifically, reports, records, and information relating to cases or suspected cases of diseases. This information is disclosed by COUNTY only to assist UTHSCSA researchers; in compliance with statutory duties under Chapter 81 of the Health and Safety Code.  These are the control of communicable disease (§81.081), investigation of the causes of communicable disease and methods of prevention (§81.061), and to prevent the introduction of communicable disease into this state (§81.021).
	 
COUNTY requires that any individual who will view or handle the confidential information to comply with this confidentiality agreement.  Therefore, COUNTY and UTHSCSA; agree that: 
1. The confidential information shall be disclosed only for the purpose for which it was received.

2. The information shall be labeled as confidential. 

3. The confidential information shall be kept securely.

4. The number of copies made of the confidential information or the notes taken from the confidential information that implicate the confidential nature of the information shall be controlled and all copies or notes that are not destroyed shall remain confidential and subject to the confidentiality agreement. 

5. The confidential information shall not be re-disclosed to any other party or individual (other than the parties and individuals who have signed this agreement) for any purposes whatsoever.

None of these studies will result in extra cost for the COUNTY.  None of the studies will put the Consenting Patient at any unnecessary risk.  Potential risks to the patient associated with the research study are described in detail in the study Informed Consent Document and will be explained to the patient prior to asking him/her to agree to participation in the study.


V. NOTICES

All notices or other writing required under this Agreement shall be deemed to have been made when sent by certified or registered mail, return receipt request, to the following address:

	TO UTHSCSA:
Department of Medicine/Division of Infectious Diseases
Attn:  Marc Weiner, MD
7703 Floyd Curl Drive, Mail Code 7881
San Antonio, Texas 78229-3900


With a copy to:
Chris G.  Green, CPA
UTHSCSA
Office of Sponsored Programs
7703 Floyd Curl Drive, MSC 7828
San Antonio, Texas 78229-3900
	TO COUNTY:
Hidalgo County Health Department
Attn:  Mr. Eduardo Olivarez
1304 S 25th 
Edinburg, TX 78539






V. TERMINATION

This Agreement may be terminated by either party by giving thirty (30) days written notice via certified mail, return receipt requested to the other party hereto of the intention to terminate.


VI. LAW GOVERNING VENUE

This Agreement shall be governed by and construed in accordance with the laws of the State of Texas, and, obligations and undertakings of each of the parties to this Agreement shall be performable in Hidalgo County, Texas.


WITNESS THE HANDS OF THE PARTIES	effective as of the day and year first written above.

THE UNIVERSITY OF TEXAS HEALTH 
SCIENCE CENTER AT SAN ANTONIO



   							Chris G. Green, CPA
							Director, Sponsored Programs


	
		   	Marc Weiner, MD
			TB Study Principal Investigator

HIDALGO COUNTY TEXAS



Ramon Garcia, Hidalgo County Judge


ATTEST:



Arturo Guajardo, JR. Hidalgo County Clerk


APPROVED AS TO FORM:



By:  Josephine Ramirez Solis 

Hidalgo County Assistant District Attorney County Affairs         
APPENDIX OF CURRENT TBTC STUDIES: 

1. STUDY 26 – “The Effectiveness and Tolerability of Weekly Isoniazid and Rifapentine 
for Three Months vs. Daily Isoniazid for Nine Months for the Treatment 
of Latent Tuberculosis Infection”.

Sponsored by: CDC/Tuberculosis Trials Consortium (TBTC)
Initiated: 1/1/2003 
Enrollment of new subjects was closed on 12/17/2010.
Currently enrolled subjects remain in study therapy phase and follow-up phase. 

This study is the largest TBTC study conducted to date with enrollment of approximately 8,600 subjects, including adults and children 2 years of age and older.  Young children are the highest priority in the contact investigation following diagnosis of pulmonary TB in an adult as they have an increased risk of progressing to severe forms of TB, such as meningitis or miliary disease, following exposure.

The standard treatment regimen for latent TB infection is a 9 month course of isoniazid at 300 mg taken daily by self-administration (total of 270 doses).  The experimental treatment regimen was a 3 month course of rifapentine at 15 mg/kg/dose plus isoniazid at 15 mg/kg/dose taken by direct observed therapy once weekly (total of 12 doses).  Over 4000 adults and children with latent TB infection received the rifapentine arm in TBTC Study 26, with a lower rate of discontinuation and lower rate of hepatotoxicity than in the standard regimen.

It is estimated that approximately one-third of the world’s population (2 billion people),
are infected with Mycobacterium tuberculosis, 7-8 million new cases of active tuberculosis (TB) occur each year, and that approximately 1.5 million people die of TB each year, making it the second most common infectious cause of death in the world.  Most cases of active TB result from activation of M. tuberculosis infection among latently infected persons.  While INH preventive therapy (nine months of daily INH) is highly efficacious and inexpensive, its use is limited by poor adherence with the long duration of therapy.  Due to this key limitation, the development of alternative, shorter regimens has become a priority.

2. STUDY 29 – “Evaluation of a Rifapentine-Containing Regimen for Intensive Phase 
Treatment of Pulmonary Tuberculosis”.

Sponsored by: CDC/Tuberculosis Trials Consortium (TBTC)
Initiated: MAIN study 12/8/2008; EXTENDED study 11/3/2011
Enrollment of patients in the MAIN study was initiated 12/8/2008 and closed on 11/9/2010.
Enrollment of patients in the EXTENDED study remains open.

The MAIN Study 29 protocol compared the standard treatment regimen of rifampin at 10 mg/kg/dose to an experimental treatment regimen of rifapentine at 10 mg/kg/dose and each treatment arm included isoniazid, ethambutol, and pyrazinamide.  Study medications were taken 5 of 7 days per week during the first 2 months of treatment in adults with AFB smear positive, suspected pulmonary M. tuberculosis.  All study medications are provided by the CDC and are U.S. Food and Drug Administration (FDA) approved.  Study 29 was reviewed by the DSMB for safety six times and the study was allowed to proceed.

An amendment of the MAIN Study 29 protocol, Study 29 EXTENDED (29X), evaluates three investigational treatment regimens with higher doses of rifapentine at 10 mg/kg/dose, 15 mg/kg/dose, or 20 mg/kg/dose compared to a standard control treatment regimen with rifampin at 10 mg/kg/dose.  Each treatment regimen also includes isoniazid, pyrazinamide, and ethambutol.  All treatment regimens are taken once daily, 7 of 7 days per week, during the first 2 months of treatment in adults with AFB smear positive, suspected pulmonary M. tuberculosis.  The scientific rationale for selection of regimens and rifapentine dosing is to find the highest rifapentine dose that has an acceptable safety and tolerability profile in human subjects.  Preclinical work with the mouse model of TB has shown a clear dose-response relationship between rifapentine dose and anti-tuberculosis activity at doses higher than 10 mg/kg/dose.  The overall study goal, design, population, and eligibility criteria are unchanged from the MAIN Study 29 protocol. Enrollment in Study 29X was initiated in November 2011.    

New TB treatment regimens are needed to shorten and/or simplify treatment of drug 
susceptible tuberculosis.  Current 6-month duration TB treatment regimens are 
associated with unacceptably high rates of treatment default under program conditions, 
contributing to individual morbidity and mortality, disease transmission, and drug 
resistance.  Highly potent regimens of shorter duration may facilitate treatment 
completion and direct observation of treatment, thereby improving individual and public 
health.

3. STUDY 29X PK – “TBTC Study 29X PK intensive sampling [7 samples over 24 hours] or sparse sampling [3 samples over 9 hours] Pharmacokinetic and pharmacodynamic studies of efficacy, tolerability and safety of higher dosage rifapentine for treatment of tuberculosis”.

Sponsored by: CDC/Tuberculosis Trials Consortium (TBTC)
Initiated: 12/7/2011
Enrollment is pending.

This is a one-period, non-blinded, multi-center pharmacokinetic sub-study of rifapentine and rifampin in patients with tuberculosis enrolled in Tuberculosis Trials Consortium (TBTC) Study 29 EXTENSION (29X).The study aims to characterize the pharmacokinetic parameters of rifapentine and the rifapentine metabolite (25-desacetyl rifapentine) in patients being treated for TB with 10, 15 or 20 mg/kg of rifapentine. The study includes two sampling groups, one that will collect 7 (intensive) timed blood samples and one that will collect 3 (sparse) timed blood samples. At the Edinburg Pulmonary Clinic of Hidalgo County Health Department patients will participate in the sparse sampling (3 timed blood samples) arm only.  

While developmental pharmacokinetic (PK) and pharmacodynamic (PD) studies are routinely performed for new drugs, there are few clinical PK and PD studies of currently licensed tuberculosis (TB) drugs.  Notably, detailed knowledge of PK/PD relationships can markedly accelerate drug development for antimicrobial agents.  A better understanding of PD relationships of antimycobacterial drugs could accelerate the difficult task of going from many possible combinations of drugs, doses, and drug combinations to the few that can be evaluated in large Phase 3 studies.

4. ePAT – “Expression in Pneumonia and Tuberculosis (ePAT): A Longitudinal Study of 
Host gene Expression During Treatment of Latent and Active Tuberculosis”.

Sponsored by: Colorado Clinical and Translational Sciences Institute - funding from the Clinical and Translational Science Award (CTSA) initiative of the National Institutes of Health (NIH).
Initiated: 3/25/2011
Enrollment remains open.

The e-PAT study focuses on identifying “expression profiles” or markers from whole blood and extraction of peripheral blood mononuclear cells (PBMC) for diagnosis of TB and LTBI and risk of progression of LTBI to disease.

The inadequacy of currently-available diagnostic tests is a critical barrier to controlling TB, which remains an ongoing, world-wide public health crisis.  Analysis of gene expression may identify profiles or “molecular signatures” that mark disease state or risk.  Discovery of TB and LTBI-specific expression profiles and characterization of how these expression profiles change during the course of treatment would have important implications for understanding TB epidemiology and pathogenesis.

5. NAA STUDY – “A Pilot Study to Evaluate Nucleic Acid Amplification Tests to Predict 
Relapse of Tuberculosis and to Monitor the Effectiveness of Treatment”. 

Sponsored by: CDC/Tuberculosis Trials Consortium (TBTC)
Initiated: 1/2001 
Co-enrollment of patients in TBTC treatment studies is currently on hold but may resume in the future.

The NAA Study is a blinded, retrospective evaluation of specimens and clinical, radiographic and microbiologic data obtained from patients with suspected or culture-confirmed pulmonary TB who are co-enrolled and have started on treatment for tuberculosis in a TBTC treatment study.

There are currently no surrogate markers which accurately predict which patients are more likely to relapse following curative treatment.  The medical and economic benefits would be significant if accurate prediction of relapse of TB were possible.  Identification of prognostic criteria to stratify relapse risk would also be invaluable to the design of future therapy trials.  A surrogate marker of treatment success might also permit more rapid and efficient conduct of therapy trials, shortening significantly the total duration of these long and costly studies.

6. Study 34 – “A5295 - Evaluation of Xpert MTB/RIF Assay for the Rapid Identification of TB and TB Rifampin Resistance in HIV-Infected and HIV-Uninfected Pulmonary TB Suspects”.

Sponsored by: The National Institute of Allergy and Infectious Diseases
Initiated: 4/2012
Enrollment is pending.

This observational MTB diagnostics evaluation study is a longitudinal study of pulmonary TB suspects, both HIV-infected and HIV-uninfected. Mycobacterial culture is currently the gold standard for tuberculosis diagnosis. However, TB culture is an imperfect standard that can fail to capture true cases of pulmonary TB due to killing of mycobacteria during the decontamination process or imperfect culture methods. All study participants will have two sputum samples evaluated by conventional acid-fast bacillus (AFB) smear with fluorescent staining and two TB cultures (each with both solid and liquid media). Also as part of study evaluations, two contemporaneous sputum samples will be submitted for Xpert MTB/RIF testing. When results from all of the above-mentioned tests are available (at or about week 12), review of the results will be conducted at the site level. Participants will not be required to return to the clinic as part of this review. No treatment is provided through this study. Any TB treatment the participant receives will be administered by the local TB control facilities or per a co-enrolled clinical trial.

Early detection of TB and drug resistant TB is essential to global TB control. One of the most promising rapid TB diagnostic platforms under development is the Cepheid Xpert MTB/RIF assay, a fully automated molecular test which permits simultaneous identification of TB infection and rifampin (RIF) resistance and which has the European Union’s CE mark. The Xpert MTB/RIF is run on direct patient samples, thereby avoiding the delay, cost, and potential risk to laboratory workers associated with mycobacterial culture. Advantages of this system are the rapidity of results, simultaneous provision of TB diagnosis and evaluation for RIF resistance, little to no technical expertise required to run the assay, and a self-contained, non-aerosol-generating system that greatly reduces the likelihood of cross contamination or exposure of laboratory personnel. RIF resistance is highly associated with the presence of INH resistance and therefore serves as a marker or indication of MDR tuberculosis.

There are limited data on the performance of the Xpert MTB/RIF in low prevalence TB setting, where rifampin resistance is lower and the use will be targeted more for exclusion of TB, highlighting the need for robust specificity and negative predictive value.  To evaluate the Xpert test characteristics in a low TB prevalence setting, the majority of study enrollment (70%) will be US study participants.
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