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SPECIFIC GOALS



The specific goal of the LTRC is to identify patients with COPD, idiopathic or connective tissue associated interstitial pneumonia and tissue donors who are scheduled to undergo diagnostic or therapeutic lung resection. Following informed consent the appropriate specimens, CT Images, and clinical information are obtained for de-identified delivery to the Tissue Core Laboratory, Radiology Core Laboratory and Data Coordinating Center respectively. It is the LTRC Investigators’ goal to collect between 800-1600 tissue samples. 

Study Design

There are three primary patient donor groups: (1) patients with COPD who undergo lung volume reduction surgery, lung transplantation, or resection for malignancy; (2) patients with an idiopathic interstitial pneumonia or one associated with a connective tissue disease who require a video assisted or open lung biopsy for diagnoses or a lung transplant for therapy and; (3) tissue donors undergoing resection for lung nodules or masses for unrelated diagnoses.  
OVERVIEW OF THE APPROVAL PROCESS FOR REQUESTS AND PUBLICATION OF RESULTS

All proposals for acquisition of specimens and clinical data are initially reviewed by the LTRC Data Coordinating Center (DCC). The proposal is discussed with the investigator to resolve any questions or missing information and the statistical plans and power analysis are reviewed. Once the proposal is finalized, it is sent to the Protocol Review Committee (PRC).  The PRC reviews each proposal for merit and feasibility and forwards their comments and recommendations to the NHLBI.  It is important that any request does not propose to take more than 10% of a particular fixative/disease combination.  Upon approving a request based on the PRC recommendations, the NHLBI instructs the DCC to release the appropriate specimens for shipment.  The DCC also provides the LTRC clinical data for the specimens.  These will be provided as SAS datasets – one dataset per LTRC data collection form.



To begin a specimen/data request, please submit a concept sheet using the format in Appendix I and completed Appendices II-IV and DCC staff will contact you to schedule a call to review the application.  Shortly thereafter, your application will be sent to the PRC for review.  

CONCEPT SHEETS

An investigator wishing to use LTRC data or LTRC specimens to investigate hypotheses which are directly associated to patients with lung disease should submit a written proposal.  The written proposal should be drafted using the LTRC Concept Sheet Outline (Appendix I).  The Concept Sheet should include such information as the title, investigators, rationale and hypotheses to be tested, identification of variables and their role, statistical approaches, power calculations, specimens desired, and proposed timetable for completion of milestones. Use the headings listed in Appendix I for the Concept Sheet.  Prospective investigators are encouraged to attach letters of support from sponsors, collaborators, etc., who will support or contribute to the project.  The Concept Sheet must be submitted to the DCC.  The Concept Sheet will be reviewed, discussed with the investigator and submitted to the PRC.   The PRC will evaluate the request, taking into account the scientific merit of the research, the quantity of specimens available for distribution, and the availability of support (including funding) for the proposed work.


The Concept Sheet should be concise (1 to 3 pages) and include all of the elements in Appendix I.
RESPONSIBILITIES OF INVESTIGATORS

The investigator is responsible for completion of the analyses and preparation of the publication.  The investigator should contact the DCC staff upon Concept Sheet submission if DCC assistance will be needed for statistical analyses.  

Investigators must fulfill the following requirements:


a)
Certify the investigators willingness to adhere to LTRC/NHLBI guidelines for confidentiality, use of specimens, biosafety and indemnification.  (Appendix IV).

b)
Before receiving LTRC samples or data, the investigator must indicate that the samples and data will be used only as agreed upon in the collaboration and will document this at completion of the study. (Appendix IV).   

c)
Provide an annual progress report (Appendix V).  [Even if a study does not result in a publication or presentation, all studies from investigators should be summarized and presented to the DCC in written form.] 
CREDIT AND AUTHORSHIP


All presentations and manuscripts shall acknowledge that the data were collected through the Lung Tissue Research Consortium (Appendix IV).  If the investigator only uses the standard resources of the LTRC, no LTRC authorship is expected.  However, if there is collaboration with LTRC researchers, authorship would be expected.    The "right" to authorship is determined by substantive intellectual contribution of an individual to at least 2 of 3 areas: study question concept; data collection and analyses; and manuscript preparation.
APPENDIX I
LTRC CONCEPT SHEET OUTLINE
1. [Title]
2. [Investigator]
3. [Institution]
4. [Abstract]
5. [Prior Research] 

Briefly describe prior research that highlights the importance of the proposed research topic.
6. [Major Goals of the Research]

Describe the major goals of the research.  List specific hypotheses and how these relate to the research questions. 
7. [Subjects] 

Describe inclusion/exclusion criteria, comparison groups, etc.

8. [Analysis Variables] 

List analysis variables: outcome dependent variables, independent variables of primary interest, and other variables to control in the analysis. 

9. [Statistical Methods/Approaches] 
Statistical methods/approaches anticipated for the paper (investigators are encouraged to consult with statisticians as needed).  The investigator should justify the number of specimens required for the concept by presenting appropriate power calculations if the number of specimens being requested is large, or using arguments about the precision of the resulting study estimates if the number of specimens is low.  

10. [Feasibility]

Insert a paragraph indicating whether the tissue analysis methods are already established or will have to be developed (and if so, the timeframe to test the system). It is important to convey a timeline for completion of the work.

ATTACHMENTS
1. [Resource Utilization Tool]

Complete a Resource Utilization Tool (RUT) (Appendix II).
2.  [Specimens]

Complete the Specimen/CT Scan Request Form (Appendix III) to define the 



patient groups and scans/specimens required.  

3.
[Institutional Certification Document] 

Complete the Investigator and Institutional Certification Document (Appendix IV).

4.
[Biographical Sketch] 


Include your biographical sketch.  
APPENDIX II
LTRC RESOURCE UTILIZATION TOOL
INSTRUCTIONS:
The top section is to be completed by the proposing investigator for a Concept Sheet. 

Please indicate a response of Yes, No, or Not Applicable as applies to your proposal.

	CONCEPT SHEET TITLE:
	     

	INVESTIGATOR’S NAME:
	     

	INSTITUTION:
	     



	TOTAL ANTICIPATED TIME FOR THIS PROJECT
	     

	
	
	

	TOTAL ANTICIPATED COST FOR THIS PROJECT 
	$
	     


(The LTRC does not accept requests for funding of research projects)
FUNDING FOR THIS PROJECT IS:





Pending
 FORMCHECKBOX 











Available
 FORMCHECKBOX 

FUNDING SUPPORT FOR THIS PROJECT:
	SOURCE
	GRANT/CONTRACT
	PERIOD OF FUNDING

	     
	     
	     
	to
	     

	     
	     
	     
	to
	     


INSTITUTIONAL FUNDS?
 FORMCHECKBOX 
  YES  Attach letter of support from institutional/departmental person.  





 FORMCHECKBOX 
  NO
ARE STAFF CURRENTLY IN PLACE FOR THIS WORK?   FORMCHECKBOX 
  YES
 FORMCHECKBOX 
  NO

(If yes, list key staff, position and responsibility)

	Name
	Position
	Responsibility in this Project

	     
	     
	     

	     
	     
	     


	     
	     
	     

	     
	     
	     


MATERIALS BEING REQUESTED:
	
	Yes
	No*

	Shipments from the Tissue Core Lab
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Shipments from the Radiology Core Lab
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Comments:

	     

	

	


*Note: If this is a project that will re-utilize tissue specimens already received from previously approved concepts please note this in the comments section along with the original concept sheet tracking number, and any annual progress reports submitted related to those tissue specimens.

APPENDIX III

LTRC SPECIMEN/CT SCAN REQUEST FORM

Selection of Patient Groups

Use only one of the following three tables to define your patient sample:

FINAL CLINICAL DIAGNOSIS (FORM 62)
	Patient

Group
	Diagnosis

Numbers
	Gold

Stage
	Number of 

Patients
	Additional Inclusion/Exclusion Criteria

	 FORMCHECKBOX 
  ILD
	2-10, 16-23
   FORMCHECKBOX 

Other,
   FORMCHECKBOX 

Specify:

_____________


	
	     
	     

	 FORMCHECKBOX 
  COPD
	1, 11, 12 
   FORMCHECKBOX 

Other,
   FORMCHECKBOX 

Specify:

_____________


	1 FORMCHECKBOX 

	     
	     
     
     
     

	
	
	2 FORMCHECKBOX 

	     
	

	
	
	3 FORMCHECKBOX 

	     
	

	
	
	4 FORMCHECKBOX 

	     
	

	
	
	Any or Unknown    FORMCHECKBOX 


	
	

	 FORMCHECKBOX 
  CONTROL
	36, 11, 12
   FORMCHECKBOX 

Other,
   FORMCHECKBOX 

Specify:

_____________


	0 FORMCHECKBOX 

	
	

	
	
	Any or Unknown    FORMCHECKBOX 

	     
	     

	 FORMCHECKBOX 
  OTHER
	
	
	     
	     


PATHOLOGIC DIAGNOSIS (FORM 60)
	Patient

Group
	Diagnosis

Numbers
	Gold

Stage
	Number of 

Patients
	Additional Inclusion/Exclusion Criteria

	 FORMCHECKBOX 
  ILD
	4-11, 13, 21-22  FORMCHECKBOX 

Other,
    FORMCHECKBOX 

Specify:

_____________


	
	     
	     

	 FORMCHECKBOX 
  COPD
	1-3
   FORMCHECKBOX 

Other,
   FORMCHECKBOX 

Specify:

_____________


	1 FORMCHECKBOX 

	
	     
     
     
     

	
	
	2 FORMCHECKBOX 

	     
	

	
	
	3 FORMCHECKBOX 

	     
	

	
	
	4 FORMCHECKBOX 

	     
	

	
	
	Any or Unknown    FORMCHECKBOX 


	     
	

	 FORMCHECKBOX 
  CONTROL
	35                     FORMCHECKBOX 

Other,
  FORMCHECKBOX 

Specify:

_____________


	0 FORMCHECKBOX 

	     
	     

	
	
	Any or Unknown     FORMCHECKBOX 

	
	

	 FORMCHECKBOX 
  OTHER
	
	
	     
	     


RADIOGRAPHIC DIAGNOSIS (FORM 51)

	DIAGNOSIS 

NUMBER(S)
	NUMBER OF 

PATIENTS
	ADDITIONAL INCLUSION/EXCLUSION CRITERIA

	     
	     
	     
     
     
     


	     
	     
	

	     
	     
	

	     
	     
	


 Appendix III (Continued)

Specimen/Image Request for Each Group

	CT Scan Images

	TYPE OF IMAGE (Check Appropriate Type)

	 FORMCHECKBOX 

CT Scan – LTRC Full Three Phase


 FORMCHECKBOX 
-- With Object Map Files


 FORMCHECKBOX 
-- With Quantitative Measures


	 FORMCHECKBOX 

CT Scan – Basic LTRC High-Resolution

 FORMCHECKBOX 

CT Scan – Other Retrospective Chest CT

	Blood Specimens 

	 FORMCHECKBOX 
   Serum
	 FORMCHECKBOX 
   Plasma
	 FORMCHECKBOX 
   DNA

	Volume Per Aliquot 0.5 ml 

	Volume Per Aliquot 0.5 ml 
	Volume Per Aliquot 20 μg


	Aliquots Per Subject Requested      
	Aliquots Per Subject Requested       
	Aliquots Per Subject Requested       

	Total Volume Per Subject          ml
	Total Volume Per Subject        ml
	Total amount Per Subject          μg

	Tissue Specimens

	Type of Tissue:
	Lobes:
	Type of Specimens Requested Per Patient*:

	 FORMCHECKBOX 
  Any
	 FORMCHECKBOX 
  Any
	
	Number Requested

	 FORMCHECKBOX 
  Lung explant, single
	 FORMCHECKBOX 
  Left Upper
	Slides:
	

	 FORMCHECKBOX 
  Lung explant, bilateral
	 FORMCHECKBOX 
  Lingula
	 FORMCHECKBOX 
  Formalin-fixed 
	     

	 FORMCHECKBOX 
  Lung lobectomy/wedge resection
	 FORMCHECKBOX 
  Left Lower
	 FORMCHECKBOX 
  HOPE-fixed
	     

	 FORMCHECKBOX 
  Lung biopsy
	 FORMCHECKBOX 
  Right Upper
	Slices: ***
	

	 FORMCHECKBOX 
  LVRS
	 FORMCHECKBOX 
  Right Middle
	 FORMCHECKBOX 
  HOPE-fixed
	     

	
	 FORMCHECKBOX 
  Right Lower
	Blocks**:
	

	
	
	 FORMCHECKBOX 
  Formalin-fixed 
	     

	
	
	 FORMCHECKBOX 
  HOPE-fixed
	     

	
	
	Aliquots:
	

	
	
	 FORMCHECKBOX 
  RNAlater (30-100 mg)
	     

	
	
	 FORMCHECKBOX 
  Flash frozen†
	     

	
	
	 FORMCHECKBOX 
  Glutaraldehyde (1mm3)
	     

	Data:
	
	
	

	 FORMCHECKBOX 
  Gene Expression Data
	The Agilent single color 4*44K Gene Expression Arrays Data (N=40,000 probes) are available for request.  The gene expression arrays data are standardized using Gene Spring.  For the subjects that meet your selection criteria, all available gene expression arrays data will be issued.

	A limited number of HOPE fixed broncho-vascular bundles is available for distribution. Enter Number Requested      
Comments:      


* 
Please refer to Table 1 of the “User’s guide to the LTRC” for more details on the types of specimens available

** 
A block should be requested if more than 20 slides are required.  A block can provide approximately 100 
slides. 
***   Please click on the link to HOPE Preservative Method on www.ltrcpublic.com Home Page; before checking Hope-fixed Slices to make sure these specimens are appropriate for your research.
†
Aliquots come in two sizes, 30-100 mg and 100-1000 mg.  If you request biopsy tissue you will get an aliquot 
estimated to be between 30-100 mg.  If you request explant tissue, you will get an aliquot estimated to be 
between 100-1000 mg.  

	Ship to Address:
	
	

	
	     
	

	
	     
	

	
	     
	

	
	
	


APPENDIX IV

Investigator and Institutional Certifications

Title of Study:       
Concept Sheet Number:  ____________________  (DCC Use Only)

1.  Human Subjects (Check One)

 FORMCHECKBOX 

The proposed study does not involve Human Subjects.

 FORMCHECKBOX 

The proposed research study involves Human Subjects and is exempt from 45 CFR 46 


Exemption No.      .

 FORMCHECKBOX 

The proposed research study involves Human Subjects and has been reviewed and 
approved by the Recipient’s Institutional Review Board (IRB) in accordance with the 
Common Rule and any other governing regulations.  Research performed using LTRC 
resources will comply with all conditions imposed by the IRB.


Human Subjects Assurance No.:      .  


Protocol No.:       
IRB Approval Date:      .

Guidance at http://www.hhs.gov/ohrp/humansubjects/guidance/decisioncharts.htm#c1.
2.  Confidentiality and Privacy of Tissue Donor Subjects

I certify that all specimens and data obtained from the Lung Tissue Research Consortium (LTRC) will be used in a manner that protects the privacy and confidentiality of the tissue donor subjects.  No attempt will be made to identify subjects, to link specimens or data to personal information that is readily identifiable, or to contact LTRC tissue donors in relation to the specimens or data.

3.  Restricted Use of Biological Specimens and Data

I certify that all specimens, images and data obtained from the LTRC, and any materials derived from said specimens, will be used for research purposes only, in my laboratory only, at this institution only, and only for the experiments described in this request (see Appendix II).  Also, the specimens or material derived from them and the individual-level data will not be allowed to come into the possession of any other persons except those engaged in research under my direct supervision who accept these restrictions.

4.  Acknowledgement of LTRC Support

I agree to acknowledge the LTRC in all publications and presentations of studies utilizing specimens or data from the LTRC.  Suggested wording is, “This study utilized biological specimens and data provided by the Lung Tissue Research Consortium (LTRC) supported by the National Heart, Lung, and Blood Institute (NHLBI).”

APPENDIX IV (Continued)

5.  Reporting of Publications

I agree to provide the Data Coordinating Center of the LTRC with copies of all publications and abstracts from my laboratory which report studies that involve the use LTRC specimens or data.  Copies of research reports and abstracts will be provided within 30 days of publication.

6.  Biosafety

I am aware that all specimens distributed by the NHLBI Biologic Specimen Repository may be infectious and potentially biohazardous.  I understand that the requested specimens may pose health risks to persons handling or in the vicinity of the specimens, the environment, and the community.  I certify that I am cognizant of and will employ the appropriate biosafety standards including special practices, equipment, and facilities and will comply with all applicable institution policies and state and federal government health and safety regulations.  I will also directly supervise all users of the specimens and will assure that those users are cognizant of and comply with safety standards and good laboratory practices.
7.  Indemnification (Check One)
	 FORMCHECKBOX 

	As a Recipient of biological specimens from the Lung Tissue Research Consortium the institution named below agrees to indemnify and hold harmless the United States, the LTRC contractors, and their suppliers and contributors from any claims, costs, damages, or expenses resulting from any injury (including death), damage, or loss that may arise from the possession and use of the specimens or any derivative thereof by the Recipient Institution. The individual executing this agreement on behalf of the Recipient Institution warrants that the individual has full authority to do so, and to thereby bind the Recipient Institution.  (Standard Indemnification Agreement)



	 FORMCHECKBOX 

	As a Recipient of biological specimens from the Lung Tissue Research Consortium the institution named below agrees to be responsible for any claims, costs, damages, or expenses resulting from any injury (including death), damage, or loss that may arise from the possession and use of the specimens or any derivative thereof by the Recipient Institution to the extent permitted under the laws of this State. The individual executing this agreement on behalf of the Recipient Institution warrants that the individual has full 
authority to do so, and to thereby bind the Recipient Institution.  (State Institution Compliance Agreement)



	Institution:
	     


APPENDIX IV (Continued)

8.  Termination of Access, Disqualification, and Enforcement

We agree that the NHLBI may terminate all rights to the use of LTRC biological specimens and data if the Recipient defaults on any of the conditions described herein.  If given written notice by the NHLBI of default that has not or cannot be remedied to the satisfaction of the NHLBI, we agree to immediately cease research activities involving LTRC resources and to destroy all electronic and written copies of LTRC data and all remaining biological specimens obtained from the LTRC.  Failure to comply with any of the terms specified herein may also result in disqualification of the Recipient from receiving additional specimens and data from the LTRC.  

The Government shall have the right to institute and prosecute appropriate proceedings at law or in equity against the Recipient for violating or threatening to violate the confidentiality of LTRC subjects, the restrictions on the use of data or materials provided, or both.  Proceedings may be initiated against the violating party, legal representatives, and assigns, for a restraining injunction, compensatory and punitive damages, mandamus, and/or any other appropriate proceeding in law or equity, including obtaining the proceeds from any intellectual property or other rights that are derived in whole or in part from the breach of confidentiality requirements or restrictions on the use of data or materials.

9.  Destruction of Specimens
I certify that all specimens obtained from the LTRC, and any materials derived from said specimens, will be destroyed after the experiments described in this request have been completed and no additional studies utilizing the same tissues will be performed without review of the new study by the LTRC PRC.  

	Requesting Investigator
	Institutional Official

	Signature by the Requesting Investigator is documentation of agreement with Items 1, 2, 3, 4, 5, 6, 8, and 9, above.
	Signature by the Institutional Official certifies Items 1, 7, 8 and 9, above, on behalf of the Recipient Institution.

	Signature:
	Date:     
	Signature:
	Date:     


	Printed Name:     

	Printed Name:     

	Title:     

	Title:     

	Telephone:     

	Telephone:     


	E-mail address:     

	E-mail address:     



APPENDIX V

Investigator Annual Progress Report

INSTRUCTIONS:  
To be completed annually after LTRC specimens have been received/  




Please send this report to:









LTRC Coordinator





Clinical Trials & Surveys Corp. (C-TASC)





10065 Red Run Blvd., Suite 250




Owings Mills, Maryland  21117
	Concept Sheet Number:
	     
	

	Concept Sheet Title:
	     

	
	     

	Investigator’s Name:
	     

	Date Specimens Received:
	     

	Date of this report:
	     


	PROGRESS ON ANALYSES







Not

In









         Started
        Progress
     
Complete
N/A

Tissue




 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 

Blood




 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 

CT Scans



 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 

Clinical Data



 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 








In








None
       Preparation

Submitted     Accepted*

Presentations



 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 

Publications



 FORMCHECKBOX 


 FORMCHECKBOX 


      FORMCHECKBOX 


 FORMCHECKBOX 

*If accepted, please send the citation and a paper copy or reprint to the DCC.  

Brief Summary of Progress: 
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