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The above numbered solicitation is amended as set forth below. The last date for submission of Questions regarding this RFP was October 19, 2007.The hour and date specified for receipt of proposals HAS NOT been extended. Offerors must acknowledge receipt of this amendment. Failure to receive your acknowledgement of this amendment may result in the rejection of your offer.  This amendment shall be acknowledged in the following manner:

· By acknowledging receipt of this amendment on each copy of the offer submitted.

Question 1: What is the average duration of an ITN trial? 

Response to Question 1: The average duration of an ITN clinical trial is 2.5 years with a range from 1 to 5 years at present.

Question 2: What is the average casebook size for an ITN trial?

Response to Question 2: The average number of case report forms in a typical ITN trial “casebook” is 200 to 400 pages per participant.  NIAID discourages casebooks exceeding 400 pages per participant for trials within these portfolios.  
Question 3: Option 2 provides for additional SDCC support for data collection, storage, management, quality control and reporting for the AADCRCs.  Please clarify the number of AADCRC studies to be considered for this option.  Attachment 2 indicates multiple studies, Attachment 6 lists 10 studies and Attachment 5, page 9 indicates just one study.  
Response to Question 3:  Option #2:  Provision of Additional SDCC Support Services for the NIAID AADCRCs. 

A. In Attachment 5 (Additional Business Proposal Instructions and Uniform Cost Assumptions), Section 4 (Options), Page 9 of 10, NIAID requests that offerors provide a budget proposal for a single Phase I clinical trial of an experimental product to be conducted at 2 study sites for a total of 40 participants.  This request is correct as written.  This SDCC budget proposal will serve as an example of projected costs for data collection, storage, management, quality control, and reporting services to be provided by the SDCC to NIAID as a prototype “AADCRC clinical trial”.  

B.  This budget proposal will then be evaluated as part of NIAID’s review of projected costs for one or more of the AAD CRC trials discussed under the SOW, Part D, Option 2 of this RFP.  NIAID may chose to exercise a contract modification as described for Option 2 for SDCC data management services for one or for more than one of the AADCRC studies listed in the “Additional RFP Materials” section, depending on the level of federal funding and support available at the time of the contract modification.

C.  In Attachment 4 (Additional Technical Proposal Instructions), Section 7 (Options, Part D), Part A (Option 2), Pages 11 and 12 of 43, NIAID requests the SDCC to provide a plan and procedures needed to expand the services from the base period to include data collection, storage, management, quality control, and reporting for all of the AADCRC clinical trials under Option 2.  (See details as described in Attachment #4).  NIAID may chose to exercise a contract modification for Option 2 for SDCC data management services for one or for more than one of the AADCRC studies, depending on the level of federal funding and support available at the time of the contract modification.  The AADCRC studies currently in development are listed in the “Additional RFP Materials” section.   Additional new clinical studies may be proposed and accepted in the future for protocol development by the AADCRC Steering Committee.

Question 4: Please clarify the number of ‘other DAIT-sponsored’ studies that need to be considered for Option 3. Attachment 2 indicates multiple studies and Attachment 5, page 9 indicates just one study.

Response to Question 4: Option #3: Provision of SDCC Support Services for Additional DAIT Clinical Trial Programs and Projects.
A. In Attachment 5 (Additional Business Proposal Instructions and Uniform Cost Assumptions), Section 4 (Options), Page 9 of 10, NIAID requests that offerors provide a budget proposal based on the full range of SDCC services as specified in Part A of the SOW for a single Phase II clinical trial of an experimental product to be conducted at 5 study sites for a total of 150 participants.  (Assume a 3-year enrollment period and a study duration of 6 years.)  This request is correct as written.  This SDCC budget proposal will serve as an example of projected costs for the full range of SDCC services to be provided by the SDCC to NIAID as a prototype “additional DAIT clinical trial”.  

B.  In Attachment 4 (Additional Technical Proposal Instructions), Section 7 (Options, Part D),  Part B (Option 3), Pages 12 of 43, NIAID requests the SDCC to describe how SDCC support for additional DAIT clinical trial programs and projects will be accommodated.  This support will be for the full range of SDCC services and include: 

i) additional scientific and technical staffing for the additional DAIT program, 

ii) expanding existing or adding additional computer-based systems for collection, storage, management, quality control, and reporting of data (See details as described in Attachment #4), and  

iii) modifying or augmenting the SDCC management structure to accommodate oversight responsibilities to support additional DAIT programs and projects.

C.  As described in the SOW, Part D, Option 3, NIAID may chose to exercise a contract modification for Option 3 for one or for more than one additional DAIT program or project, depending on the level of federal funding and support available at the time of the contract modification.  This will be done on a case-by-cases basis.  There is no “pre-determined number” of DAIT studies that may be considered as part of Option 3.

Question 5: Please verify all new studies, ITN, AADCR and other DAIT-sponsored studies, are to be conducted using EDC (electronic data capture).

Response to Question 5: The SOW specifies the use of computer-based systems and computerized study forms for remote data entry and electronic data capture for ITN (SOW Part A.5) and AADCRC (SOW Part D: Option 2) studies.  For Option 3 (other DAIT-sponsored studies), this decision will be made by NIAID on a case-by-case basis.

Question 6: Attachment 2, page 8, section A #6 indicates compatibility with the systems being used by the DAIT and the ITN is required.  What systems are these organizations using and do they utilize CDISC standards?

Response to Question 6: The SOW specifies the use of computer-based systems and computerized study forms for remote data entry and electronic data capture for ITN (SOW Part A.5) and compatibility with the systems being used by DAIT and the ITN (SOW Part A.5.A.6).  CDISC standards are acceptable to NIAID.  The incumbent (PPD) currently utilizes the following NIAID-approved systems for the databases for ITN trials: 

· Oracle® Clinical Database V4.5.1 for database 1 (tracking and reporting of clinical and lab data as well as AEs), 

· Oracle® Thesaurus Management System (TMS) 4.5.2 for coding of AEs and concomitant medications in database 1, and 

· Oracle® AERS (Adverse Event Reporting System) Database V4.5.1.12 for comprehensive tracking and reporting of SAEs in database 2,    

· SAS Software Ver 8.2 is currently in use to provide comprehensive & integrated platform for exploratory statistical data analysis and to create data tables, listings, and figures to support NIAID safety reviews within one software environment. 

Question 7: Attachment 2, page 9, section C #6 indicates a computerized data query system to notify and request resolution of data issues from clinical and laboratory sites is required.  Please clarify what is meant by a ‘computerized data query system’.  

Response to Question 7: NIAID has requested the SDCC provide “a computerized data query system to notify and request resolution of data issues from clinical and laboratory sites” as part of new and improved technologies used in drug development to enhance the efficiency and ease of use of databases 1 and 2.  Software compatible with or superior to modern systems such as “Oracle Clinical Remote Data Capture (RDC)” is requested for this set of databases.  Oracle RDC (or a similar platform) allows the data to be entered electronically by participating centers and is checked “in real time” against the rules, ranges, and electronic edit checks defined in Oracle Clinical.   Data errors are flagged back to the site electronically where the user can quickly correct discrepancies immediately, providing clean data with no need for additional queries.  All changes are “audit trailed”, and the audit trial may be inspected in the PDF environment.      
The SOW Part A.5.C [Data Quality Control] provides for the SDCC to manage quality control of all clinical and laboratory research data (database 1) and of all SAE data (database 2) collected for these clinical trials.  NIAID has requested the use of computer-based systems to provide “computerized validation and error checking (e.g. range checks, use logics, etc.” to enhance the data analysis process and reduce the data query burden on participating centers.  In addition, NIAID has requested “evaluation of data derived from ongoing quality assurance checks and inclusion of summaries of quality assurance checks in Quarterly Progress Reports” when aberrant or missing data are identified.  

The SDCC is required to manage the computer system servers, databases, software, and internal networking and to run internal audits each year as well as manage all software upgrades and validations in support of databases 1 and 2.

Question 8: Will medication coding require ATC coding and if so, to what level?

Response to Question 8: NIAID does not require Anatomical Therapeutic and Chemical (ATC) coding of medication use in clinical trials as part of this solicitation.  (The ATC codes are divided into a 5-level hierarchical classification system that is unnecessarily complex and beyond the needs of the NIAID research mission for these studies.)  

Instead, the SDCC will need to use a system compatible with that used by the incumbent data center (PPD): the Oracle® Thesaurus Management System (TMS) 4.5.2 for coding of AEs and concomitant medications in database 1.     NIAID requires that the medication coding system to be used will have advanced searching and classification algorithms and will support all dictionaries (including MedDRA, COSTART, ICD9, ICD10, WHO-ART, and WHO-DRUG), as required by international regulatory authorities.
Question 9: Will medical history information or any other patient information require coding?

Response to Question 9: NIAID will collect important medical history information in dedicated case report forms; however, we do not require coding for medication history information.  The incumbent SDCC (PPD) does provide coding for concomitant medications and adverse events using the Oracle® Thesaurus Management System (TMS) as part of database 1.

Question 10: Is it to be assumed that a central laboratory will be utilized for processing samples for each study and therefore the DM contractor would receive all results and normal ranges electronically on an agreed upon schedule?

Response to Question 10: In respect to ITN clinical trials, each participating center uses a combination of central and local laboratories on a case-by-case basis as required to meet the research needs of each protocol.   The SDCC will develop a normal lab reference range case report form (CRF) for each protocol-specified lab result in each protocol to be completed prior to site initiation.  These CRFs will be submitted to the SDCC to provide normal lab reference ranges for use in SDCC database 1.  

In addition, a listing of ITN core labs (for DNA-based assays, RNA-based assays, etc.) is provided in the “Additional RFP Materials” section.  Data from ITN core labs is not contained within the SDCC database.  Instead, this data is collected and managed by the ITN Bioinformatics Data Center (Informatics Executive Director for ITN = David Parrish) and analyzed by the ITN Tolerance Assay and Data Analysis Group (Executive Director = Vicki Seyfert-Margolis, PhD). 

Question 11: Attachment 2, section 11 A speaks to initial transition of work from the incumbent contractor to the new contractor.  Please clarify whether the databases (entry screens, edit checks, etc.) for ongoing studies are to be migrated to the new contractor for use in continuing work on the ongoing studies or the new contractor is expected to develop new databases and populate them with data received in datasets from the incumbent contractor. 
Response to Question 11: In the event of a new SDCC contractor, the awardee of this RFP is required to plan and implement an orderly, efficient, and secure transition of all data (active and archived) from the incumbent (PPD).  (See SOW Part A.11 [Initial and Final Transitions]).  A draft initial transition plan prepared by the new SDCC contractor is required for NIAID Project Officer review within 14 days of the effective date of the contract.  The NIAID PO will review and provide comments on the draft initial transition plan within 7 calendar days back to the SDCC contractor.      The new SDCC contractor will be expected to plan and develop new databases for each of the active and enrolling trials (on a priority basis) and to populate them with data transferred from the incumbent (PPD) using SAS transport (XPORT) files using a reasonable timeline to allow database building and validation.  

Question 12: Please verify that during the development of the transition plan the new contractor will be able to review and comment on all draft transition plans developed.

Response to Question 12: A draft initial transition plan prepared by the new SDCC contractor is required for NIAID Project Officer review within 14 days of the effective date of the contract.  The NIAID PO will review and provide comments on the draft initial transition plan within 7 calendar days back to the SDCC contractor.   (See SOW Part A.11 [Initial and Final Transitions]).

Question 13: Attachment 5, #8:  Regarding the 21 active ITN trials a new DM provider would need to assume responsibility for:
a. are all of these currently being conducted using eDC and if so, which eDC tool?  
b. If not all are being conducted using eDC how many are paper-based?
c. Can the project specific parameters (e.g. number of sites, number of patients, number of CRFs/completed patient, Last Patient In date, expected database lock dates, etc.) for each of these studies be provided at this time to assist in proposal preparation?

Response to Question 13: 
A.  In respect to ITN clinical trials, the current method of data collection is using paper case report forms (CRFs).  NIAID is migrating from a paper CRF system to the use of electronic (remote) data capture as part of this solicitation.  Oracle RDC (or a similar platform) will be selected for use with the SDCC contractor as part of the next generation of the SDCC for these studies.

B.  All of the current ITN clinical trials are currently using a paper CRF system.

C.  Many of the “project specific parameters” (e.g. the number of sites and the number of patients to be enrolled) are provided in the “Additional RFP Materials” section.  Other project specific parameters (such as number of CRFs/completed patient, last patient in date, expected database lock dates, etc) will be provided for each of these studies at the initial meetings following contract award.

Question 14: The RFP specifies that type must be 10 to 12 points and not exceed 6 lines per inch or 15 characters per inch. Times 11 does not exceed 6 lines per inch, but whether it exceeds 15 characters per inch depends on whether one counts spaces as characters. Does the character-count requirement include spaces as characters? Is Times New Roman 11 considered acceptable for the proposal body text?

Response to Question 14: The NIAID Office of Acquisitions can not provide a pre-proposal submission acceptability determination with regard to specific font types for potential offerors under a competitive acquisition, but does recognize that most standard fonts within their 10 to 12 point range are acceptable per the requirements of the RFP.

Question 15: Will the Contractor be responsible for submitting expedited cases to the Regulatory Authorities and CECs in Europe and in rest of world countries?
Response to Question 15: Yes, the SDCC will be responsible for reporting of foreign suspected unexpected serious adverse reactions (SUSAR) to the appropriate Competent Authority (CA)/Ethics Committee, to the Eudravigilance database for EU member states, and to regulatory authorities for applicable clinical trials supported by this contract with NIAID as described in SOW Part A, 5.B.3) regarding compliance with the European Union (EU) Clinical Trial Directive for notification of SUSARs.  

Question 16: Please provide the country/regional distribution for these studies. 

Response to Question 16: A list of specific countries for the clinical trials covered in this RFP cannot be provided at this time. Please assume a global application of the reporting for suspected unexpected serious adverse reactions 
(SUSARs). 

Question 17: What is the estimated number of SAEs (in current safety database) that will need to be migrated to the Contractor's new safety database at project startup? 
Response to Question 17: There are approximately 423 INITIAL SAE reports in our SAE database at present.  Each INITIAL SAE has multiple follow-up SAE reports.   

Question 18: Attachment 5 contains the travel assumptions for the budget and provides two columns of information.  It is noted that at times the information in the first column is repeated in the second column -- does that mean that the travel is considered the same and so we should only use the assumption in the first column or does it mean that with the addition of new work that the travel will double?

Response to Question 18:  The assumptions provided in the Uniform Cost Assumptions (See Section 3 of the Additional Business Proposal Instructions) are arranged into three columns:

i. Column 1 = “Activity” (Name or Function),

ii. Column 2 = “Ongoing Activities at Contract Award”, and

iii. Column 3 = “New Work for Contract Period of Performance”.

This contract will be funded for a base period of six (6) years.  NIAID intends for offerors to use these assumptions as guidelines for establishing their budgets for tasks as described in the Statement of Work (SOW).  Column 2 describes the upper limit of work or travel to be performed at start-up (within 6 mos of award) for this contract.  Column 3 then goes on to describe the upper limit of work or travel to be performed each year of the base contract period of performance (Years 1 – 6).  

Duplications of work or travel listings between Columns 2 and 3 simply indicate that meetings, teleconferences, etc. will be performed both at the time of the award (Column 2) and again during each year of the base contract period of performance (Column 3). In these cases please consider the meetings, teleconferences, etc. in Column 3 as work to be performed for each year of the six year contract.   

Question 19: Second, sometimes the first column and second column may have duplicated information but then the second column will also include an additional type of trip (e.g: see #5 Clinical Trial Investigator Meetings: the first and the last items are the same but column 2 additionally has Interim Investigator Meetings) -- does that mean that all repeated trips mean that the travel will remain the same regardless of the added work and the only additional work will be the added Interim Meetings?

Response to Question 19: Duplications of work (in row #5 - Clinical Trial Investigator Meetings) listed in Columns 2 and 3 simply indicate redundant meetings will occur.   Some meetings, teleconferences, etc. will be performed both at the time of the award (Column 2) and again later during each year of the base contract period of performance (Column 3). In these cases please consider the meetings, teleconferences, etc. as additional work (i.e., they are additive) for each year of the six year contract.    Interim Investigator Meetings are listed in Column 3 to indicate they will be performed each year of the base contract period of performance.

Question 20: And lastly, occasionally the first and second column do not match but rather will have 5 trips in the first column and 10 trips in the second column -- does that mean that there will be a total of 15 trips of that specific activity or does it increase just to 10 trips with the addition of the new work?

Response to Question 20: The assumptions provided in the Uniform Cost Assumptions (See Section 3 of the Additional Business Proposal Instructions) may be different for work to be performed at start-up (within 6 months of award), (See details in Column 2) as compared to later during each year of the base contract period of performance (See details in Column 3).  Please account for all meetings, travel, teleconferences, etc. as described in Column 3 to occur yearly for each year during years one through six of the base contract period of performance as the upper limit of work or travel for this SDCC contract.   If there are 5 trips listed in Column 2 and 10 trips per year listed in Column 3, then the total upper limit of travel indicated =

For example:

5 trips in Column 2 (At Contract Award) + [10 trips /year * 6 yrs in Column 3] = upper limit of ~ 65 trips total over six years base period of contract performance.

Question 21: Sharing Research Data: RFP Section L (Page 48), Section M Item 3 (Page 62), and Item 2 in Section 8 of the Additional Technical Proposal Instructions specify that the offeror must submit a plan in the technical proposal for data sharing.  Essentially all of the data for which the SDCC will be responsible will be generated by the ITN and AADCRRC research networks.  Does either of these networks have data sharing policies or procedures in place that should be considered in the Data Sharing Plan to be developed by the SDCC? 

Response to Question 21: 
A. In reference to the ITN, there are two helpful documents related to this issue for your review: 

i. Attachment #1.: ITN Draft Clinical Data Transfer Policy

ii. Attachment #2:  ITN Publications Policy and Procedures

B. In reference to the AADCRCs, there are no data sharing policies yet established for the AADCRC's. These clinical studies are all single-site studies.  However, data generated by AADCRC trials will be reported in abstracts and journal publications or presented to the public through oral presentations.  Data may also be shared among investigators during the AADCRC Steering Committee meetings.  

Question 22: The SOW Technical Requirements introductory paragraph indicates that “SDCC staff members shall serve as members of Study Management Teams established for each ITN-approved clinical trial. . .” Does the ITN have in place policies or procedures that define the specific roles of SDCC staff on these teams or should those roles be proposed as a part of this solicitation?

Response to Question 22: The SDCC staff roles for both the ITN and the AADCRC should be proposed as part of the response to the RFP according to all of the contractor’s internal SOPs, in support of NIAID’s clinical research mission, and in compliance with current Good Clinical Practice guidelines for the conduct of human clinical trials.  (FDA cGCP Reference site: http://www.fda.gov/oc/gcp/regulations.html).

It is NIAID’s intention that the SDCC will provide comprehensive support and experienced staff to assure the safe and efficient conduct of human clinical trials in the areas of protocol development; statistical design and analysis of clinical protocols; database support; mechanistic and surrogate/biomarker trials; data collection, storage, and management; project management to coordinate contract-related activities, as well as safety oversight and SAE reporting for domestic and international trials.  

Question 23: The Part A of the SOW Technical Requirements Item 1.A.1) indicates that the SDCC will perform feasibility assessments of Concept Proposals and Full Applications from ITN and non-ITN investigators.  Is the information collection needed for these feasibility assessments the sole responsibility of the SDCC or are the investigators primarily responsible for information collection as directed by the SDCC in concert with NIH?

Response to Question 23: The information needed for these statistical feasibility assessments is the responsibility of the investigators (and their pharma partners when applicable).  A detailed scientific summary (including background, summary of previous pre-clinical and clinical data,  objectives, rationale, scientific significance,  proposed sample size, eligibility criteria, description of the intended treatment regimen, selected endpoints, a description of the proposed clinical trial study design, and the proposed statistical analysis plan, as well as any mechanistic or surrogate biomarker studies) is submitted by the investigators for review to the Network Steering Committee (or a similar body) and to the data center staff in parallel.  These proposals are reviewed periodically each year of the contract at Network Steering Committee meetings for ITN projects.  

Once the detailed scientific summary is obtained, then the SDCC staff will provide a statistical feasibility assessment of all items outlined in the SOW Technical Requirements [Item 1 (Statistical Design and Analysis). Part A. (Statistical Design), #1) Concept Proposals and Full Applications (items a – e)] to NIAID, the investigators, and to the Network.  This feasibility assessment is then used by NIAID and the Network to evaluate, prioritize, and recommend which concept proposals and/or full applications for clinical trials should go forward to formal protocol development, which should be re-designed, and which should be declined all together.

In reference to the AADCRCs, a parallel process for statistical feasibility assessments provided by the SDCC staff regarding a limited number of concept proposals submitted by AADCRC Principal Investigators for evaluation by the AADCRC Steering Committee is described in Part B of the SOW, Item 1 (Statistical Design), a.  Concept Proposals.  The SDCC will provide statistical feasibility assessments of these concept proposals on an as-needed basis to NIAID and to the AADCRC investigators directly with attention to study design, sample size, eligibility criteria, statistical analysis plan, etc.  It is expected that these will occur less frequently for the AADCRCs than for the ITN.  It is expected that the AADCRC investigator who will require SDCC support will be providing the SDCC with the information on availability of study populations and on the variance of primary outcomes to help the SDCC with the feasibility assessment. 

Question 24: 
The SOW Technical Requirements Item 1.B3) “Electronic Data Transfers” contains the following statement: “These files shall include associated text documents (e.g., cover memoranda) and programmed data files (e.g., tables, listings and figures) per protocol and shall be transferred regularly 2-3 times per month, using software compatible with SAS software (version 8.2 or higher) and transferred in SAS transport (XPORT) files.”  While it is possible to format text documents and tables and listings as SAS transport files, such files are typically hard to view and to manipulate for many users.  We expect that only the actual data files are to be sent as SAS transport files and that other files will be transferred electronically in more useable formats.  Is our assumption correct, and if so, are specific formats expected for the text files and the actual table, listing, and figure files?

Response to Question 24: NIAID, the incumbent data center (PPD), and the investigators from ITN use password-protected “WinZIP( data compression files” for easy transport of data files within the “Microsoft Windows” environment.  In addition, NIAID and ITN have developed standard templates for DSMB summary memos, SAE narratives, and responses to NIAID DSMB comments in Microsoft Office Word 2003 and more recent versions of this software.  These will be shared with the awardee of this RFP within 90 days of the award.   We agree that MS Office Excel data files will be sent as SAS Transport files from the data center to the ITN Bioinformatics Group, and that other files will be transferred electronically in the most useable formats.  

Question 25: 
The SOW Technical Requirements Part A, Item 5.a.3) contains the following requirement: “Central computerized registration and randomization of the majority of subjects on ITN protocols, and non-computerized methods on a limited basis for selected study sites. In addition, a system for off-line data entry for sites with intermittent internet connection shall be provided. Data may be transmitted at a later time when internet connection is available.”  Is the statement about a system for off-line data entry only applicable to the computerized registration and randomization system?  If not, that is if it is applicable also to the clinical database, we have concerns that a client-side data entry system can be made 21 CFR Part 11 compliant in the absence of a dedicated client-side computer, and this RFP precludes the purchase of such computers.  Can we assume that NIH will provide sites with intermittent access dedicated data entry machines to allow reasonable 21 CFR Part 11 validation, or is the offeror expected to implement a compliant system with off-line capability that does not rely on dedicated client-side computers?

Response to Question 25: The NIH will not provide sites with intermittent access dedicated data entry machines. The SOW Technical Requirements, Part A.10 [Facilities, Equipment, and Other Resources], clearly states that “The Government will not provide any government-furnished equipment nor funds from this contract to purchase government-furnished equipment.”   

The SOW Technical Requirements Part A, Item 5.a.3) refers to two systems:  one for registration and randomization of candidates as subjects in ITN studies (with a back-up telephonic system) and the other for remote data entry and capture:  

i. A central computerized registration and randomization system provided by the SDCC:  The incumbent (PPD) currently uses an interactive voice recognition system to allow 24 hour access for registration and randomization of new subjects entering ITN studies.  A “back-up” to the current IVR computerized system exists at PPD using a telephonic system for randomization of candidates onto ITN studies to prevent delays with randomization of new subjects.  This is a high priority back-up system that functions even when the remote electronic system or the internet is not functioning properly.   

ii. Remote Data Entry and Transmission/Capture (RDC) system: For use of the RDC system, the site must simply wait for the internet service to come back on line in order to submit protocol-specified clinical and lab data to the SDCC database via the remote data capture network provided by the SDCC.

Question 26: Relative to SOW Technical Requirements in Part A, Item 7.A.12) for “real-time” queries of the data, must the system provide true dynamic reporting from the on-line data system or are off-line reports based on periodic snapshots from the data system adequate?

Response to Question 26: The clinical study internet-based collaboration portal NIAID is hoping to use will provide true dynamic reporting from the on-line data system as our preference.  Alternatively, a less desirable system could provide “off-line reports” based on “periodic snapshots” from the data system.  However, such as system may be viewed as less advantageous to NIAID and its investigators.

Question 27: Relative to SOW Technical Requirements in Part A, Item 8.A.1), can NIH provide more information on the data that the SDCC must download from the DAIT Regulatory Management Center to reconcile with site-specific ranges?

Response to Question 27:The DAIT Regulatory Management Center receives the Normal Lab Reference Ranges provided by each lab from each participating site in a NIAID-sponsored clinical trial as part of an essential document checklist for clinical studies supported by NIAID funds.  In some cases, these normal lab values were not properly collected at the start of the trial directly by the SDCC.  The DAIT Regulatory Management Center shares these ranges with the SDCC on a periodic basis as a way to confirm their accuracy and to enable the collection of these results for all studies covered by this solicitation.  

In addition, the SDCC will prospectively collect the Normal Lab Result ranges directly via (NLR) case report forms (CRFs) for all new clinical trials prior to site initiation at the beginning of each study.  

The sites will submit a set of NLRs to the DAIT Regulatory Management Center each year or whenever these ranges change throughout the conduct of the trial.  These ranges include tables for normal lab results for hematology, chemistry, immunology, metabolic-endocrine, and other labs as per the schedule of events for each protocol.
Question 28: Relative to SOW Technical Requirements in Part A, Item 8.C., can NIH clarify the role of the SDCC relative to the DAIT Drug Distribution Center in establishing drug accountability?

Response to Question 28: The main responsibility of the SDCC in this case is to communicate effectively with the DAIT Drug Distribution Center in regard to the development of a randomization schedule for participants in a blinded or double-blinded NIAID-sponsored clinical trial and to enable rapid responses to study drug unblinding requests for participants in NIAID-sponsored clinical trials as requested from the NIAID medical monitor or the site investigator for medical safety reasons.  

NIAID expects the SDCC to be responsible for developing and communicating the randomization schedule and handling unblinding of participants for medical safety reasons rapidly via communications with the project team, protocol chair, NIAID medical monitor, and representatives from the DAIT Drug Distribution Center within 24 hrs of an unblinding request.  
Question 29: Relative to SOW Technical Requirements in Part A, Item 9/B.2), can NIH clarify the roles of the SDCC and the DAIT Clinical Site Monitoring Contractor in assessing the capability of a site to conduct a study in compliance with GCP?

Response to Question 29: In reference to SDCC clinical site assessments for ITN protocols, NIAID will require the SDCC to evaluate and to support each site’s ability to successfully interact with the centralized computer-based systems, servers, and databases operated and maintained by the SDCC as well as the password-protected clinical study internet-based collaboration portal for each protocol.   The SDCC evaluation will focus on computer equipment, internet access, facilities, systems, plans, and procedures for data quality control and safety (AE/SAE) reporting, as well as site personnel.  

The DAIT Clinical Site Monitoring (DCSM) contractor and the NIAID Project Manager will work at the site itself, relaying information to the SDCC and whether or not each site has met the regulatory and technical requirements needed to meet GCP and individual study needs.  Once a study has opened the SDCC will coordinate CRF development and receive data from individual sites participating in each clinical trial.  The DCSM contractor will review and compare data entered on CRFs with primary source data from each site to run a comparison between data sets looking for errors, abnormal lab results, protocol deviations, and/or missing data or missing visits.  When finished, the DCSM monitor then reports his/her findings to the SDCC, thereby generating data queries. 
Question 30: Can NIH clarify what (if any) role the SDCC PI has within the AADCRC Steering Committee?

Answer to Question 30: In reference to SOW Part B, Item 1 (Statistical Design for the AADCRCs), the SDCC statisticians will provide statistical feasibility assessments of concept proposals submitted to the AADCRC Steering Committee (item 1a) and will review study designs and statistical analysis plans for final draft protocols approved for implementation by the AADCRC Steering Committee (item 1b) to ensure the appropriateness of the proposed overall study design, entry criteria, sample size and power estimates, primary and secondary endpoints, statistical analysis plan, and randomization/stratification/blocking methods.  The SDCC PI will not be a voting member of the AADCRC Steering Committee and will not be required to attend all AADCRC Steering Committee meetings or teleconferences.  However, SDCC PI may be asked to attend a teleconference or a meeting of the AADCRC Steering Committee where a project in which the SDCC is involved is to be discussed.
Question 31: Relative to SOW Part C, Item 1.B.3) can NIH provide more information on the types of compounds and manufacturing operations for which the SDCC will be expected to provide CMC support under this contract?

Response to Question 31: In reference to SOW Part C, Item 1.B.3) (Chemistry, Manufacturing, and Control Personnel), NIAID cannot provide a specific list of study compounds for future clinical trials in the ITN or AADCRC studies as there is no fixed list.  However, please refer to the section on “Additional RFP Materials” for a list of NIAID’S on-going studies with ITN (item #2) and planned studies for the AADCRC (item #3), which names some of our investigational agents.  Many of these agents are categorized as biological products (human cells or tissues, monoclonal or polyclonal antibodies, peptides, allergenic extracts, etc.) or drugs (Sirolimus, Atorvastatin, etc.).
Question 32: On page 22 of Attachment 2 in the RFP, weekly protocol status teleconferences are mentioned.  Is it the responsibility of the SDCC to arrange, pay for, and provide agendas for these meetings? 

Response to Question 32: NIAID expects the SDCC staff to participate in an advisory role on these weekly teleconferences, and not as a planner for each week’s call.  The DAIT Project Managers (PMs) and ITN Clinical Operations Managers (COMS) will schedule and plan all of the weekly protocol status teleconferences.  The SDCC staff will provide input on protocol development, study design, study implementation, data collection/management/& analysis, as well as on DSMB support and safety oversight considerations.  However, the NIAID PMs and study investigators will determine agendas for these teleconferences.  

Question 33: A larger question is that it is not clear which group will respond to site clinical issues (such as questions about subjects meeting inclusion/exclusion criteria). Are these activities the responsibility of the SDCC?  

Response to Question 33: Matching of potential study subjects to inclusion and exclusion criteria falls to study site coordinators and the site investigators for each trial.  The NIAID Medical Monitor and Project Manager will review and confirm questions regarding clinical issues with the site.  
The SDCC’s role will include comprehensive support of the central computerized registration and randomization system (See SOW Technical Requirements Part A, Item 5.a.3); managing database 1 [for AEs., clinical, and laboratory research] and database 2 [for SAEs] (SOW Technical Requirements Part A, Item 5), and coordinating with monitors from the DAIT Clinical Site Monitoring (DCSM) contractor on study site audit findings.  The SDCC will report any potential inclusion/exclusion errors to the NIAID PM and the NIAID Medical Monitor for that specific protocol.  
Question 34: 
Can you clarify which group is responsible for overall coordination among contractors?

Response to Question 34: NIAID appoints a Project Officer (PO) to serve as a scientific/medical/technical advisor to the NIAID Contract Officer (CO) for each awarded NIAID contract.  The NIAID PO will have expertise in the conduct of clinical trials and will work together with the SDCC on a daily/weekly basis over the life of the contract to support NIAID’s research mission.  The NIAID PO will attend teleconferences, working sessions, and ITN Network Steering Committee meetings with SDCC staff.  

The NIAID PO and Contracting Officer (CO) may elect to conduct one or more site visit(s) at the SDCC facilities or to request reverse site visits at any time during the contract.  (SOW Part C.2.B.3 Meetings and Teleconference – Site Visits). In addition, the NIAID PO and CO will review & approve monthly invoices as well as quarterly and annual progress reports provided by the SDCC as per RFP Attachment #2 (Reporting Requirements and Deliverables).  

Coordination of the SDCC contract will fall to the NIAID PO and CO with input from Senior DAIT/NIAID staff.  The Division Director of DAIT, NIAID provides supervisory administration of all project officers in DAIT, NIAID.
Question 35: Participation by the SDCC in site initiation visits is mentioned a number of times in both the main RFP and its attachments: Criterion 1.4) c. on page 64; Item 9.B.2) on pg 16 of the SOW; and Section M. 2) of the Additional Technical in Proposal Instructions (Attachment 4, pg 9).  There is no corresponding reference to site initiation visits in the Uniform Cost Assumptions detailed in Attachment 5.  Site assessment visits are mentioned, however.  Because the aforementioned examples of the site initiation requirement appear under a heading addressing site assessment and all instructions specify that the intention of the initiation visit is “to assess the capabilities of study sites,” we are assuming that the terms “site initiation” and “site assessment” are interchangeable in this proposal.  Please confirm this assumption. 

Response to Question 35: The assumptions provided in the Uniform Cost Assumptions (See Section 3 of the Additional Business Proposal Instructions) that address item 12 [Clinical site training, Assessment, and Technical Assistance] are correct as written in regard to the total number of site assessments, web casts, and meetings at contract award and during the contract period of performance.  These terms are used interchangeably in the RFP document.  Offerors who respond to this RFP should use the assumptions as stated in the Uniform Cost Assumptions section regarding the total numbers of site assessments, web casts, and meetings for cost estimates.       

NIAID uses the terms “site initiation” and “site assessment” to work in conjunction; however, the two terms do not imply the same specific set of tasks to NIAID.  A site initiation is performed prior to screening or enrolling the first participant in an ITN or AADCRC clinical trial.  A site assessment may occur at any time during the clinical trial.  NIAID and/or the SDCC may need to perform a site assessment following an unexpected severe or life-threatening adverse event, a significant protocol deviation, or at the request of local, national, or international health authorities for safety reasons.

NIAID will require the SDCC to assist the NIAID PM and the DAIT Clinical Site Monitoring (DCSM) contractor as part of the site initiation process.  The SDCC will teach the site how to submit data to the centralized computer systems, via servers and databases provided and maintained by the SDCC.  

The SDCC will answer questions from the site and evaluate the capabilities of each site to meet the comprehensive needs of a cGCP, 21CFR, and local IRB - compliant clinical trial. The SDCC will evaluate the site’s ability to do the following prior to site initiation: 

· To access and use the electronic registration and randomization system provided by the SDCC;

· To interact with the centralized computer-based systems, servers, and databases operated and maintained by the SDCC to enter data using the electronic CRFs and the remote data entry and capture system provided by the SDCC;

· To interact with the password-protected clinical study internet-based collaboration portal for each protocol.

The NIAID PM and the DCSM contractor will evaluate the site’s ability to follow the IRB-approved version of the protocol in compliance with cGCP standards, 21 CFR, and local IRB standards.  The role of the SDCC in performing clinical site assessments is described in response to question 9 (See above).

Question 36: 
Attachment 5, Item 1) A.7. Regulatory Submissions of the Uniform Cost Assumptions includes information about the number of meetings in this category: 1 meeting and 1 teleconference in the first 6 months; 5 meetings or teleconferences with regulatory health authorities per year; and 5 pre-IND, IND or other regulatory meetings with health authorities per year.  The Meetings and Travel section includes another set of assumptions about these meetings under item 2) A.7.  This latter set of assumptions does not match what was detailed in the earlier section.  Please indicate which set of instructions should be used.

Response to Question 36: Please use the Uniform Cost Assumptions as stated in Attachment 5, Item 1) (Technical Cost Assumptions).A.7 “Regulatory Submissions”:

· 1 meeting and 1 teleconference with US or Non-US regulatory health authorities and clinical investigators within 6 months of contract effective date.

· 5 meetings or teleconferences with US or Non-US regulatory health authorities and clinical investigators per year of the contract.

· Prepare for and attend 5 (five) Pre-IND, IND or other regulatory meetings or teleconferences with US or Non-US regulatory health authorities each year of the contract.

Question 37: Item 1) A.9. Safety Oversight and Reporting of the Uniform Cost Assumptions includes information about a number of meetings in this category.  Though pg. 12 of the Statement of Work indicates that contractor staff will give oral presentation at meetings and teleconferences of NIAID safety oversight, the Meeting and Travel section does not include any instructions as to how many meetings and attendees we should include in our budget.  Please provide further information. 

Response to Question 37:  Please use the same assumptions as described in item 1).A.9. “Safety Oversight and Reporting” from Attachment #5, (Technical Cost Assumptions) in preparing your budget for meetings and/or teleconferences in support of NIAID Safety Oversight reviews by data and safety monitoring committees and/or boards.
Question 38: 
Items 1) A.11 and 12 of the Uniform Cost Assumptions include information about training visits requiring SDCC preparation and/or participation. These meetings are addressed again in the Meetings and Travel section under item 2) A.6.  Details in these sections do not match.  Please indicate which set of instructions should be used.

Response to Question 38: Please use the same assumptions as described in the UNIFORM COST ASSUMPTIONS, Attachment 5, items 1).A. rows 11 and 12.  

Question 39: On pg. 5 of Attachment 2, under Regulatory Submissions D. Annual Reports to Health Authorities, the RFP notes that the SDCC will “assist in the preparation of … clinical documents required for Annual IND Reports for health authority review.” Does this sentence mean that the SDCC will be responsible for preparing and submitting IND reports to the FDA and for preparing and submitting Annual Safety Reports to the EU authorities? 

Response to Question 39: The SDCC will act in a supporting role for IND (or other) regulatory agency submissions “in the preparation of statistical and clinical documents required for Annual IND Reports for health authority review for all ITN clinical trials conducted under IND applications”.   The SDCC statistical group will attend working group teleconferences for each clinical trial and will provide data tables, line listings, and/or figures (as needed) describing data observed in ITN clinical trials as per the standard outline for annual reports as provided in SOW Part A, Item 4.D [Annual Reports to Health Authorities] to the DAIT Regulatory Affairs group.  DAIT Regulatory Affairs works with the DAIT Regulatory Management Center (Social & Scientific Systems) to develop and submit formal IND applications and other reports and/or briefing packages to FDA and other health authorities for ITN studies.  Please refer to Attachment #7 (Additional RFP Materials) for a description of the DAIT Regulatory Management Center.
The SDCC for ITN and AADCRC clinical trials will not fall under the direct purview of DAIT Regulatory Affairs.  NIAID will, however, require the SDCC to assist NIAID to locate and summarize data as requested by health authorities or to assist in reconciling mistakes or errors found in regulatory submissions before NIAID delivers the final documents to the health authorities. 
Question 40: 
The SOW Technical Requirements Items 6.C.3) and 6.C.4) seem somewhat inconsistent in that item 3 requires 8 a.m. to 6 p.m. support M-F, while Item 4 requires SAE processing within 24 hours of receipt.  Does NIH require 24 hours completion of these reports if they are received via the Electronic System on weekend or holiday days, or is 1 business day reporting adequate?  The difference in these processing time requirements is likely to have cost and budget implications.

Response to Question 40: Please see the last sentence of section 6.C.3., where it states, “And maintain one trained person to be on-call after working hours, on weekends, and on all holidays to respond to inquiries.”  Twenty-four hour reporting holds true, regardless of holidays or weekends.  
Question 41: On pg. 8 of Attachment 2, under Safety Data Collection and Reporting, part 3) the RFP states that the SDCC SAE procedures and systems must meet the FDA and non-domestic health authority guidelines regarding notification of health authorities and participating investigators in EU member states of suspected serious and unexpected life-threatening or fatal adverse reactions.  Will the SDCC be responsible for foreign SUSAR reporting to the appropriate Competent Authority (CA)/Ethics Committee, including electronic submission of SUSARS to the Eudravigilance database for EU member states?

Response to Question 41: Yes, the SDCC will be responsible for reporting of foreign suspected unexpected serious adverse reactions (SUSAR) to the appropriate Competent Authority (CA)/Ethics Committee, to the Eudravigilance database for EU member states, and to regulatory authorities for applicable clinical trials supported by this contract with NIAID as described in SOW Part A, 5.B.3) regarding the European Union (EU) Clinical Trial Directive for notification of SUSARs.  

The reporting of SUSARs is a time-sensitive process, driven by regulations and guidelines from countries, regions, standards organizations, oversight committees and company practices. It requires the immediate attention of healthcare professionals adhering to standard operating procedures (SOPs) and good clinical practices (GCPs). When an SAE is reported, rapid communication between sponsor and investigator is required to determine if SUSAR reporting is required. Medical opinions on causality and expectedness must be agreed upon, affecting whether regulatory authorities need to be notified within timelines as short as seven calendar days. 

In case of a SUSAR event, regulatory guidelines recommend the unblinding of the patient’s study medication to help oversight committees determine if it is ethical for the trial to continue; and blinding data ideally should be hidden from the clinical analysis team to avoid bias.  This RFP is seeking an SDCC with capabilities and resources to meet these international safety reporting requirements.  The current incumbent SDCC (PPD) does currently handle non-domestic SUSAR reporting for applicable NIAID clinical trials. 

Question 42: 
On pg 12 of Attachment 2, under Safety Reporting, part C1, the RFP states “Paper case report forms for the submission of AE and SAE Reports shall be used strictly as a ‘back-up system’ for the main paperless remote data entry system”.  Since all SAE reports require an investigator signature at the time of submission is it expected that the remote data entry system being used to report AEs and SAEs utilize a 21 CFR Part 11 compliant “electronic signature”?  

Response to Question 42: Yes, the AE / SAE reporting system held by the SDCC will require electronic signature capability.
Question 43: 
On pg. 13 of Attachment 2, 3) establish, staff and operate a telephone help line, it states that SDCC staff should be available “to respond to inquiries about clinical events from study site personnel and to obtain AE and SAE Report information during the hours of 8am to 6pm EST, Monday through Friday.”  Is this help line specific to SAE reporting or are SDCC staff expected to provide medical management and/or clinical support as well (e.g. a more general telephone help line)? 

Response to Question 43: NIAID does require a “more general telephone help line” for general clinical operations support of these trials.  In DAIT’s current SDCC system, the hotline forwards calls to a safety specialist or a designated back-up. The safety specialist takes the information from the site and answers any questions with feedback to the NIAID PM as needed.  Each study has a NIAID medical monitor as a reference for review of safety issues.  If an SDCC safety specialist needs to discuss the case in more detail, then he/she would have a NIAID medical monitor as a point of contact.
Question 44: On pg. 13 of Attachment 2, 6) prepare and electronically distribute to the DAIT Regulatory Management Center SAE reports or information reports.  Is the expectation that reports will be sent via email as scanned MedWatch forms or will there be an electronic data transfer?

Response to Question 44: DAIT has implemented a fully electronic SAE distribution system with its current incumbent SDCC for biostatistics, data management, and pharmacovigelance.    DAIT receives scanned MedWatch forms, as part of the delivery and plans to continue this system with the awardee of this RFP.  
Question 45: 
We are having some difficulty reconciling one of the elements of the technical evaluation criteria with the RFP Statement of Work.  Specifically, the Technical Evaluation language related to Other Technical Staff (Criterion 2 on pg. 64) indicates that personnel evaluation will be based on “appropriateness and adequacy of the education, training, experience, expertise and effort of other proposed scientific and technical personnel of the offeror and all proposed subcontractors, including the adequacy of the proposed mix of staff, expertise, experience, and training, to carry out contract requirements with respect to preparation and/or evaluation of manufacturing procedures and methods for generating investigational products.” This statement seems to suggest that relatively broad capability relative to evaluating and designing the actual procedures for generating investigational products is desired.  However, the actual statement of work only addresses the manufacturing component of the protocol itself, which is a relatively narrow scope.  Can you please provide further insight into the scope of services in the area of manufacturing that is likely to be required under the proposed contract?

Response to Question 45: The ITN may choose to develop new investigational agents (usually drugs or biological products) for human clinical trials to accomplish its research mission.  The SDCC will provide one or more scientific personnel to assist NIAID in the critical review of the chemistry, manufacturing, and controls (CM&C) summaries and manufacturing procedures and methods used to create these new agents in preparation of IND submissions to health authorities.  (See SOW Part C.1.B.3) [Other Scientific and Technical Personnel – Chemistry, Manufacturing, and Control Personnel].  Qualifications for these scientific personnel may include scientific expertise in basic chemistry, biochemistry, current Good Manufacturing Practices (cGMP) and/or current Good Tissue Practices (cGTP) requirements for the manufacture of investigational agents for use in human clinical trials. 

Question 46:  NIH Form 2043 is listed as a Business Proposal Attachment in Section J of the RFP.  However, the NIH 2043 is also listed in the Technical Proposal Table of Contents (Attachment 4, page 1).  Further, Attachment 1, page 1, specifies that the NIH 2043 is not to be included in the Technical Proposal page limit.  Is the NIH 2043 to be included in both the Business and the Technical proposals?
Response to Question 46:  NIH Form 2043 should only be included in the Business Proposal.
 

Question 47:  Instructions regarding “Packaging and Delivery of the Proposal “ (Attachment 1, page 1) specify that the total page count for the technical proposal does not include: the Title and Back Page; NIH 2043; Table of Contents; Section Dividers that do not contain information other than title of Section.”  Are all of the forms and documents listed as Technical Proposal Attachments in Section J exempt from the page limitation or only the NIH 2043?
Response to Question 47:  Please refer to the highlighted section on Page 1 of ATTACHMENT 4: ADDITIONAL TECHNICAL PROPOSAL INSTRUCTIONS, FORMAT FOR TECHNICAL PROPOSAL, and TABLE OF CONTENTS.
 

Question 48:  In Amendment 2, the response to question 20 specifies that Column 2 in Attachment 5 refers to work performed at start-up (within 6 months of the award) and Column 3 refers to work performed during each year of the base contract period of performance. There are several places where Column 2 specifies the number of visits/meetings using a yearly time frame or X visits per year. Are we to assume that visits/meetings listed in Column 2 with a yearly time frame are to be divided in half to reflect the 6-month time period or are the total number of visits/year to be taken during the 6-month time period? 

For example, Column 2 for Site Assessments (Attachment 5, page 8, number 3), specifies 10 two-day site assessments per year conducted by 2 contractor staff. Column 3 specifies 10 two-day site assessments per year conducted by contractor staff as well. For Column 2, should we assume 5 meetings (10 divided by 2) within the first 6 months and a total of 15 site assessments for the first year or should we assume 10 meetings within the first 6 months and a total of 20 site assessments for the first year?
Response to Question 48:  For those assumptions for meetings or visit events which are listed in Column 2 with "a yearly" time frame, please include all such meetings or events to occur within 12 months of the contract award when responding to this RFP.  There is no need to add a correction factor for the first six month period.
Attachment #1:  Draft  ITN POLICY NO. XXX
“Transfer of Clinical Data”.
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POLICY NO. XXX
Transfer of Clinical Data


Purpose:
To provide a procedure for the routine transfer of ITN clinical data from Pharmaceutical Products Development, Inc. (PPD) to the ITN data repository.  

Scope:

Establishes procedures for the following: 

1. Scheduled transfer of clinical data sets. 

2. Transfer of analysis data sets on an event-driven basis.

3. Transfer of clinical or analysis data sets upon request and approval.

Appendices:

Appendix A: Data Validation Levels

References:

ITN Policy XXX Data Analysis Request and Approval Process 

ITN Informatics SOP Bio 001 (Managing the Secure FTP Upload Area for ITN Data Center) 

ITN Informatics SOP Bio 002 (Setting up Secure FTP application for upload of data to ITN Data Center) 

Overview 

Generation and Transfer of Data Sets 

Within the data processing streams established by PPD, two operational phases have been established during which  potential data sets could be generated and transferred to the ITN data repository:  As illustrated below, the two sources of data for transfer are the operational Oracle Clinical (O_C) database (DM) and the extended biostatistics (O_C + derived) database (BIO) of the analysis group.
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Processing of the data progresses in a linear manner, from data collection through data management and into statistical analysis, with data quality increasing as each process is performed. Each source has key advantages and limitations; in general data coming from the DM database is a direct reflection of data captured on the case report form (CRF), and will be used for report generation and status monitoring.   The BIO database has derived variables and internal calculations defined and will be the data source for all analytical processing and integrating with mechanistic data. 

Data Transfer Documentation 

All transferred data will be accompanied by a Readme file describing the appropriate version of the following reference documents: 

· data validation manual describing the data processing, 

· data standards and tools (DST) describing the Oracle Clinical database structure, and 

· created variable specifications for data sets from the BIO database. 

Data Cleaning 

Data cleaning comprises the following procedures: 

Coding.  Data received by PPD will be coded to a dictionary standardized and consistent within that study. These coding standards are defined during CRF design and enforced through the data entry process. 

Query resolution.  Data elements that are incomplete or noncompliant with the coding standards will generate queries for correction or clarification by the site. 

Quality control checks.  Electronic data checks.   

Monitoring.  Each protocol will have a data-monitoring plan that defines the level of monitoring for each element and percentage of patients.

Third-party vendor data. Any data coming from a third party vendor and not directly reported on the CRF will be validated and reconciled with the original source documentation before being deemed cleaned (level IV).  

Process:

General Procedures

4. Data will be extracted and converted to SAS data files before it is transferred.

5. Transferred data will be accompanied by the applicable data validation manual and data specifications tables.

6. The level of validation for the transferred data elements will be specified, according to the table in Appendix 1.

7. For each clinical trial, the study management team (SMT) leader will maintain a schedule for transfer of clinical and analysis data sets as part of the Integrated Data Management Plan (iDMP).

8. The ITN clinical team will maintain a master schedule for transfer of clinical and analysis data sets.  This schedule will be published in the clinical team trials tracking document and will be reviewed at each clinical team teleconference.

9. All transfers of clinical and analysis data sets will be coordinated by the trial SMT leader.

Scheduled Transfer of Clinical Data Sets

1.
Scheduled transfers of clinical data sets will be performed for unblinded studies only.

2. Unless otherwise specified, it will be understood that clinical data in a scheduled transfer is of level 1 validation.

3.
Scheduled transfers of clinical data sets may occur as often as quarterly.

4.
For each clinical trial, the SMT will identify the appropriate transfer frequency 



Event-Driven Transfer of Analysis Data Sets 

1.  Before study implementation the SMT and the clinical team will determine when data analyses will be required.

2.
Applicable events include annual IND update reports, Data Safety and Monitoring Board reviews, protocol-specified interim analyses, and anticipated presentations at scientific conferences.

Unscheduled Transfer of Clinical or Analysis Data Sets 

1.  On rare occasions it may be necessary to request an unscheduled transfer of a clinical or analysis data set.

2.
Requests for unscheduled transfers will be made on the Data Transfer Request and Approval Form.  The form will be forwarded to the SMT leader.

3.
Requests for unscheduled data transfers will require approval by the Director of the Immune Tolerance Network.

Appendix A
Data Validation Levels

	Level
	Coding
	Outstanding Queries
	Quality Control
	Site Data Monitoring
	TPV Verification 
	SAE Integration 

	I
	Complete
	Yes
	Not performed
	Incomplete
	No 
	No 

	II
	Complete
	No
	Not performed
	Incomplete
	No
	No

	III
	Complete
	No
	Performed
	Incomplete
	No
	No 

	IV
	Complete
	No
	Performed
	Complete
	Yes 
	Yes 
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