CDC
Request for Continuing Review of Protocol
	Date Received in HSA:     
	Protocol No. : 2174

	Instructions:   SEQ CHAPTER \h \r 1Use this form when submitting protocols for continuing IRB review.  Review is required AT LEAST annually; however, the IRB may have determined that your protocol will need to be reviewed more often.  To facilitate rapid processing, please submit this form electronically along with supporting documents to your CIO Human Subjects Contact (HSC).  However, if submitting hard copies, please send the original and two copies of all documents to HSA through your HSC.  Consecutively number ALL pages, beginning with the protocol title page (if applicable), followed by consent form(s) and any applicable ancillary documents.  Complete all applicable items or the form will be returned. SEQ CHAPTER \h \r 1

	Protocol Title:   SEQ CHAPTER \h \r 1Treatment of HIV-related tuberculosis using a rifabutin-based regimen -- 




TB Trials Consortium Study 23  SEQ CHAPTER \h \r 1

	Proposed Project Dates
	Begin: 02/99
	End:
 02/06    

	Name of Primary CDC Contact (P.I.):  Andrew Vernon
 FORMCHECKBOX 
Check if P.I. has changed
	Degrees: MD, MHS

	Scientific Ethics Verification No.: 0108
	CDC User ID: anv3    

	CIO: NCHSTP    
	Division: OD  
	MS: E-07    

	Telephone: 404-639-8123 
	FAX: 404-639-8961 

	List all CDC Co-investigators  (use supplemental page if necessary):

	1. SEQ CHAPTER \h \r 1M. Elsa Villarino, MD, MPH     
	Scientific Ethics Verification No.:1823

	2. Lorna Bozeman, MS  SEQ CHAPTER \h \r 1
	Scientific Ethics Verification No.: 17908

	1.  Current Status:     

	xxx FORMCHECKBOX 
 SEQ CHAPTER \h \r 1Active research with subjects completed; study activities involve only data analysis and/or report                      writing (complete items 2,4,5,6,7,8, & 10).

	2.  Study Population

	__0___  Enrolled this past year
	For individuals who were enrolled this year:

	__180_  Total number of subjects to date
	Gender distribution:

	___0__  Declined enrollment this past year
	__22___ % Female

	__0__  Withdrawn from project this past year
	__78___ % Male

	 SEQ CHAPTER \h \r 1Race/Ethnicity Distribution of enrolled subjects for Domestic Studies:  (If an international study, provide race/ethnicity of subjects by estimated percentages): SEQ CHAPTER \h \r 1

	 SEQ CHAPTER \h \r 1     2      % American Indian or Alaskan Native
	 SEQ CHAPTER \h \r 1   33         % Hispanic

	      3     % Asian or Pacific Islander
	   11_      % White,  not of Hispanic Origin

	 50 % Black or African American, not of Hisp. Origin
	

	 SEQ CHAPTER \h \r 13.   SEQ CHAPTER \h \r 1Funding Mechanisms & Collaborating Institutions

	See attached listings of sites, assurance numbers and contract numbers:  sites # 12, 13, 14, 15, 16, 17, 20, 21, 22, 24, 26, 27, 28, 53, 54, 59, 61, 62, 63, 66, 68, 70 enrolled patients in Study 23 (2174).



	4.  Summary of research activities to date – briefly summarize study progress and preliminary findings.  (Use additional sheets as necessary):  SEQ CHAPTER \h \r 1Study enrollment was closed in March 2002 after several rifamycin-resistant failure/relapses occurred.  These events, beginning with a DSMB review and concluding with an MMWR Notice to Readers and recommendation of an alternative regimen for high-risk study patients, were communicated to the IRB in a timely manner.  Overall, a total of 8 rifamycin-resistant events have been reported.  The overall failure/relapse rate remains approximately 5%.  


	5.  Summary of study modifications reviewed & approved this past year. (Use additional sheets as necessary): xx None




	6.  Summary of any new literature, findings, or other relevant information. (Use additional sheets as necessary):  The first study manuscript is still seeking a journal; it has been rejected by three so far.  Several secondary reports are being prepared.  


	7.  Summary of unanticipated problems affecting study progress to date. (Use additional sheets as necessary):  No new problems; see item #4 above.



	8.  Summary of anticipated adverse events (AAE).  Description of AAE, including date of event, date reported to investigator, & outcome (CDC 0.1257 form not required unless requested by the IRB.  Use additional sheets as necessary): 

                                           xx  None


	9.  Consent documents (attach a copy of each current consent/assent  form, oral script, and/or consent letter):  

                                  xx None (subject enrollment is complete)



	 Summary of remaining activities (use additional sheets as necessary):   SEQ CHAPTER \h \r 1Enrollment closed at 180 patients.  It is expected that follow-up will continue through 2004.  A first manuscript has been submitted, and work is underway on manuscripts dealing with adherence to HIV medications, and with paradoxical reactions.



	Triage Checklist  SEQ CHAPTER \h \r 1Completed by: AAV    
	 SEQ CHAPTER \h \r 1Date: Sep 20, 2004

	 SEQ CHAPTER \h \r 1Required Items
	 SEQ CHAPTER \h \r 1YES or not applicable (N/A)

	 SEQ CHAPTER \h \r 11. Scientific Ethics Verification (SEV)#s for all CDC investigators?
	xx SEQ CHAPTER \h \r 1YES      

	2.  Current status of protocol checked (still enrolling, data analysis, etc.)?
	xx SEQ CHAPTER \h \r 1YES      

	3.  History of participant enrollment provided?
	xx SEQ CHAPTER \h \r 1YES    

	4.  Summary of activities to date provided?
	xx SEQ CHAPTER \h \r 1YES      

	5.  Summary of remaining activities provided?
	xx SEQ CHAPTER \h \r 1YES      

	6.  Consent form included (required if still enrolling subjects)?
	xx Not required SEQ CHAPTER \h \r 1     

	7.  If any changes to Conflict of Interest (COI) 0.1258 form, please complete new form.
	 SEQ CHAPTER \h \r 1xx N/A

	 SEQ CHAPTER \h \r 1Approvals/Signatures
	 SEQ CHAPTER \h \r 1Date     
	Remarks

	As principal CDC investigator,  SEQ CHAPTER \h \r 1I hereby accept responsibility for conducting this CDC-sponsored research project in an ethical manner, consistent with the policies and procedures contained in CDC's "Procedures for Protection of Human Research Participants" and to abide by the principles outlined in 45 CFR 46, "Protection of Human Subjects."

	Investigator:  Andrew Vernon

	09/20/2004
	

	Branch Chief:  --SAME--

	09/20/2004
	

	Division Director:


	
	

	CIO HS Contact:


	
	


List of Participating TBTC Sites and OPRR Assurance Numbers#

SITE NUMBER, NAME & LOCATION


OPRR Assurance No.

Federal Wide Assurance No.  
          Contract Number 






(if FWA exists at site)
                        or VA site/subsite*
      12 New York University School of Medicine, NY NY
     -----  



FWA #00004952    

200-1999-00105


13 New Jersey School of Medicine, Newark NJ

-----


FWA #00000036


200-1999-00097


14 Johns Hopkins University, Baltimore MD


M-1011




-----

200-1999-00104









15 Emory Univ. School of Medicine


M-1426




-----



200-2002-00676









16 Univ. of Calif. at San Diego



-----


          FWA #00004495

200-2002-00677









17 Los Angeles County/USC Med. Center, LA CA

M-1372



-----



200-1999-00096

20 Univ.of N.TX Health Science Center, Ft Worth TX
M-1536



-----



200-1999-00095


21 University of Manitoba, Manitoba CANADA

-----


FWA #00002049


200-1999-00107


22 Denver Department of Public Health, Denver CO


-----


         FWA #00004689

 
200-1999-00136


23 Boston University Med. Center, Boston MA

-----


FWA #00000301


200-1999-00099


24 Columbia University, New York NY



-----



FWA #00002636


200-1999-00103



New York City Dept. of Health



M-1541


         
-----




----

25 Montreal Chest Institute, Montreal CANADA

-----


FWA #00000840


200-1999-00106


26 Seattle-King County HD, Seattle WA



----



FWA #00000028


200-1999-00100


27 University of British Columbia, Vancouver CANADA
-----


FWA #00000668


200-1999-00102


28 Univ. of California at San Francisco, San Francisco CA
-----


FWA #00000068


200-1999-00098


29 Rio de Janiero Brazil, Inst Infec Dis San Sebastain, Hosp Munc. Infantil Darcy Vargas
 
FWA#00003052, FWA#00003053  200-2002-00675


       Hosp Universitario Clemention Fraga Filho,




FWA #00000377


200-2002-00675


30 Case Western Reserve Univ, School of Med, Cleveland OH
-----  



FWA #00004428



-----  


Makere Medical School, Kampala Uganda

-----


FWA #00001293



Pending


31 Barcelona





-----


Pending




Pending
SITE NUMBER, NAME & LOCATION


OPRR Assurance No.

Federal Wide Assurance No.  
          Contract Number 






(if FWA exists at site)
                        or VA site/subsite*












40 South Texas subsites (Texas Dept. of Health)

-----



FWA #00000694



VA*











     53 Washington DC VAMC, Washington DC


-----



FWA #00002475



VA*














Maryland Dept Hlth & Mental Hyg


-----



FWA #00001222 (Montgomery County)
-----













54 Durham, NC VAMC




-----



FWA #000001600


VA*



Duke University, Durham NC



M-1106



-----




-----


58 Little Rock VAMC, Little Rock AR


-----



FWA #00001119 


VA*


Univ of AR for Med. Sciences


-----


FWA #00001119



-----


Arkansas Dept of Health



-----


FWA #00002961



VA*


59 Hines VAMC, Hines IL




-----



FWA #00001478



VA*


61 Chicago-Lakeside VAMC, Chicago IL


-----



FWA #00001565



VA*


62 Houston VAMC, Houston TX



-----



FWA #00001471



VA*


Baylor Medical School



-----


FWA #00000286



-----
      63 Audie L. Murphy Memorial VAMC, San Antonio
-----




FWA #00001220



VA*










Texas Department of Health

-----



FWA #00000694



-----









66 Harlem Hospital, Columbia University, New York NY
-----


FWA #00000119



VA*












68 Carolinas Medical Center, Charlotte, NC


-----
FWA #00000387



VA*


70 Nashville VAMC, Nashville TN (Vanderbilt Univ)

-----  



FWA #00003772



VA*


Metro Health Dept., Nashville TN


----
FWA#00000474



-----

Westat Inc., Rockville MD




M-1531



-----




Not a site

#Indented entries are sub-sites or affiliated universities                                  *Funded through VA side of consortium, via Memorandum of Agreement
Appendix K - Sample informed consent


Patient Informed Consent


January 1999 


 Rifabutin for the treatment of active tuberculosis
INTRODUCTION.  You are being asked to take part  in this research study because you have HIV infection and your doctors believe you have  tuberculosis (TB). The ___________ (name of study site)  and the Centers for Disease Control and Prevention (or CDC, a part of the U.S. government) are the sponsors of this study.   About  20  TB clinics in the United States and Canada will enroll patients in this study.

PURPOSE   .  Treatment for TB usually includes a drug named rifampin given with three other drugs, isoniazid (INH), pyrazinamide (PZA), and ethambutol.   Rifampin is a very strong medicine for  treatment of TB.  However, we cannot use rifampin  with a powerful class of  HIV medications known as the protease inhibitors.  The protease inhibitors and some other HIV medicines will not work if given with  rifampin   A medicine called  rifabutin is in the same group of medicines as rifampin.  Rifabutin decreases the protease inhibitors, but not as much as rifampin.  Therefore, by using rifabutin we can treat both HIV and TB at the same time.  We are asking you to take part in this study to see if rifabutin works for  TB treatment in people with HIV infection. Rifabutin is approved to prevent another HIV-related infection, but rifabutin has not been approved for TB treatment.  Therefore, rifabutin is an experimental drug for TB treatment.  

HOW THE STUDY WORKS   About 215   persons with TB and HIV infection be  in this study. We will take you out of the study if the first cultures for TB are negative.  We will also take you out of the study if the TB causing your infection is resistant to rifampin. 

The treatment of TB will take from 6 to 9 months. After the  TB treatment, you will have study visits  for 2 years to see if the TB comes back.  Therefore, you will be  in this study for about  2½ years.  We will stop the  study before then  if we learn the answers  early or if there are  problems we do not expect . A group of outside experts will look at the study results every 6 to 12 months.  If there are  important findings or changes, we will tell you. 

If you agree to take part in this study, your treatment for TB will be different from routine treatment in these ways:

1. You will take  rifabutin instead of rifampin.

2. If you take a protease inhibitors during TB treatment, your doctor may need to increase the dose of the protease inhibitor

3.  We will ask questions about how you take  HIV medicines . 

4.   The TB treatment will last 3 months longer (a total of 9 months) if any of the following happens:

· your TB symptoms are not better after 2 months of treatment

· your sputum cultures are still positive after 2 months of treatment

· you have a kind of TB that is resistant to the TB medicines INH or PZA

· you are unable to take INH or PZA

5. You will have study visits for 2 years after finishing TB treatment

Enrollment procedures: Before enrolling in this study we will take about 6 teaspoons of blood to test your liver, kidney, blood counts, T-cell count and viral load.  If you have  TB  of the lungs, you will have a chest x-ray and a sputum (material coughed up from the lungs and windpipes) test.    We will also ask you a few questions about TB treatment in the past, your education, job , use of alcohol, and other health problems  Answering these questions will take about 30 minutes. You do not have to answer these question if you do not want to.

Only people with HIV infection can take part in this study.  You may have already had an HIV test .   However, if we cannot find a written copy of the HIV test, we will do  another HIV blood test. 

Treatment procedures:   You will  see by a doctor or study nurse at least once a month during TB treatment.  . The doctor or study nurse will check  to make sure that your treatment is working and that the medicines  are not harming you.  We will take about 2 teaspoons of blood for tests of your liver, and blood counts.  Patients with TB of the lungs will have sputum tests every month during treatment.  Everyone in the study will have a sputum test after 2 months of treatment.  At the end of treatment, we take blood to recheck your T-cell count and viral load, and you will have a chest x-ray (if you had TB in the lungs).  If at any time your TB treatment is not working or the TB medicines are hurting  you, your doctor will stop the study medicines and give you a different treatment. 

Follow-up procedures:  You will have study visits  for 2 years after you finish treatment, 4  times in the first year and 2  more times in the second year.  At these visits, we will ask you about your HIV disease, your medications and how you took them, and any TB symptoms.  If you had TB of the lungs, we will collect a sputum test . We will take about 4 teaspoons of blood for tests (T-cell count and viral load) every 6 months.   If the TB comes back,  your doctor or clinic  will treat you.  

 If we need  a sputum specimen  but you cannot  cough up anything, we will have you breathe in a mist of moist air with salt water.  This may help loosen any sputum in your lungs so you can cough it up.  This procedure is not painful and takes about 10 minutes.

RISKS OR DISCOMFORTS.  The side effects of rifabutin are like  the side effects of rifampin.   Rifabutin, INH , and PZA  can cause itching, skin rash, , blood in the urine, and  kidney problems .  These medicines can also cause heartburn, loss of appetite, nausea, vomiting, and diarrhea.  Other possible side effects are fever, headache, drowsiness, fatigue, trouble thinking  weakness,  trouble sleeping, dizziness, joint pains, and low blood counts .  In some patients, these TB medicines  cause liver damage and jaundice (yellow skin and/or eyes)  Liver damage from the medicines is unusual.   We expect these side effects to occur in less than 5% of people who take the study medicines .  

Rifabutin usually causes  tears, sweat, and urine to turn orange.  The orange tears can stain  contact lenses.  

Rifabutin can decrease  other medicines (including hormone pills), making them not work properly.  Before you start any new medicine during your TB treatment,  call the study nurse or doctor.    

In earlier studies  rifabutin had  no more side effects than rifampin.   There may be side effects of rifabutin we do not know about .

Ethambutol can cause decreased vision.  Eye damage from ethambutol usually improves after the drug is stopped.  If you need to take ethambutol more than 2 months, we will test your vision every month. 

The risks of blood drawing include pain  from the needle stick, bruising, feeling faint , and, rarely, infection where the needle enters the vein.

INFORMATION FOR WOMEN:     We do not know enough about the  safety of  rifabutin and pyrazinamide during pregnancy.  For this reason, you should not take part in this study if you are pregnant, or if you think you may be pregnant.  If you are a woman who can become pregnant, we will do  a pregnancy test before starting this study.  

Rifabutin can make birth control pills, hormone injections or implants not work .  Therefore, to prevent pregnancy while taking rifabutin you need to use a different method of birth control.  Rifabutin does not change the following methods of birth control:  condoms, diaphragms, sponges, cervical caps, or intrauterine devices (IUDs).  If you can become pregnant, you should use one  or more of these methods  instead of in place of birth control pills or with birth control pills, injections, or implants.  If you  become pregnant during the study, you should tell  your doctor right away   For example, we would avoid doing x-rays if you are pregnant.

BENEFITS.  
A. Possible benefits to you: 
Treatment with rifabutin may o cause fewer problems  for your HIV treatment.   If our study finds  important information about your health, we will tell  you and your  HIV doctor. 

B. Possible benefits to science and mankind: 
All patients who take part in the study will be helping to find out whether rifabutin will be a good treatment for TB in people with HIV infection 

PRIVATE RECORDS  We will check your medical records  to get information for  the study.  We will not send your  name  to the study’s data center (CDC).  We will not use your name in any speech or paper about  the study results.   The Food and Drug Administration (FDA) and  study monitors from the CDC or the VA medical centers may check the study records.  We will keep the information from your medical records private as much as  possible.

7. COST OF THE STUDY   You will not have  to pay for any medicines or tests that are  part of this study.  [Individual site compensation information should be listed here].  

IN CASE OF INJURY. If you have an injury that requires medical attention because of this study ,  CDC  and the (name of institution) have made no arrangement for that medical care   You might have to pay for the medical treatment yourself.

RIGHT TO REFUSE OR QUIT    This study is voluntary.  If you choose not to be in the study , it will not change  your medical care.  Your doctor can treat you with rifampin, rifabutin or other medications for TB.  If you choose to be  in the study, you may change your mind and quit the study at any time.  If you quit  the study during TB treatment, your doctor will  continue some kind of  TB treatment.

PERSONS TO CONTACT.  If you have questions about this research study,  contact Dr. ______________ at _______________ by calling _______________.  If you have questions about your rights as a research subject, contact (human subjects contact) at  (name of institution).by calling ____________.   If you think you may be having a problem from any of the medicines given in this study,  contact ___________ at ____________ by calling ___________________.   

CONSENT STATEMENT.  My signature shows that I understand the  information in this consent form.  The study nurse of doctor answered my questions .  I agree to be  in the study. 

Signature of Participant:________________________Date:_____

Signature of Witness    :_______________________Date:_____

Signature of Interpreter:_______________________Date:_____

                              Not Applicable

=====================================================

** If important information is learned about my health send it to:

           me

           my doctor at the following address

======================================================

Using language that is understandable and appropriate, I have explained this research study with the patient.

Signature of Investigator:_______________________Date:_____

Original to Principal Investigator, 1 copy to study participant 

�
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