CONFIDENTIAL


CLINICAL TRIAL AGREEMENT BETWEEN

THE NATIONAL INSTITUTE OF NEUROLOGICAL DISORDERS AND STROKE 

AND

[COMPANY]
INTRODUCTION

The National Institute of Neurological Disorders and Stroke (NINDS) recognizes the importance of the pharmaceutical industry in the clinical development of new treatment, prevention and control agents and development of research tools and diagnostics.  NINDS wishes to foster collaboration with industry wherever possible.  NINDS therefore recognizes and supports the need of a private sponsor to focus at the appropriate time on clinical trials which lead to a New Drug Application (NDA), since an NDA is the vehicle through which new therapies become widely available to the public.  Thus NINDS considers it appropriate to do clinical trials of interest to, and partially supported by, pharmaceutical and biotechnology firms, provided that the trials have scientific merit and are consistent with the overall goals of the NINDS.

AGREEMENT

The following statement serves as the basis for the study: __________________________
_____________________________________________________________________
1.
DEFINITIONS.
"Adverse Drug Experience" means an adverse event where there is a reasonable possibility that the event may have been caused by the drug, in accordance with the definitions of 21 C.F.R. Parts 310 and 312, or other applicable regulation.  

"Affiliates" means any corporation or other business entity controlled by, controlling, or under common control with Collaborator. For this purpose, "control" means direct or indirect beneficial ownership of at least fifty (50) percent of the voting stock, or at least fifty (50) percent interest in the income of such corporation or other business. 

"Amendment" means any formal written change to this CTA that is made after its effective date in accordance with Article 19 of this CTA.

"Annual Report" means a brief report of the progress of an IND associated investigation which the IND sponsor is required to submit to the FDA within sixty (60) days of the anniversary date that the IND went into effect (pursuant to 21 C.F.R. Section 312.33).  

"Investigator’s Brochure" means a document containing all the relevant information about the drug, including animal screening, preclinical toxicology, and detailed pharmaceutical data. Also included, if available, is a summary of current knowledge about pharmacology and mechanism of action and a full description of the clinical toxicities. 

"Collaborator" means_________________, having a place of business at _________________
____________________________________.
“CTA” means this Clinical Trial Agreement.

"DHHS" means the Department of Health and Human Services.  The DHHS itself is not a party to this CTA. 

"DMF” means the “Drug Master File” required by 21 C.F.R. Part 314.420.  Generally, it means the reference files submitted to FDA that are used in the review of investigational and marketing applications for investigational drugs and biological products.  DMFs are submitted to the FDA to allow a third party to reference this material without disclosing to that third party the contents of the file. 

"Drug Product" means a finished dosage form, for example, tablet, capsule, solution, etc., that contains an Active Ingredient generally, but not necessarily, in association with inactive ingredients.  The term also includes a finished dosage form that does not contain an Active Ingredient but is intended to be used as a placebo, as defined in 21 C.F.R. Section 210.3(b)(4).  An “Active Ingredient” means any component that is intended to furnish pharmacological activity or other mitigation, treatment, or prevention of disease, or to affect the structure or any function of the body of man or other animals.  This term includes those components that may undergo chemical change in the manufacture of the drug product and be present in the drug product in a modified form intended to furnish the specified activity or effect, as defined in 21 C.F.R. Section 210.3(b)(7). 

"FDA" means the Food and Drug Administration, DHHS.  The FDA itself is not a party to this CTA. 

"Government" means the U.S. Government as represented by its agencies.

"Human Subjects" means individuals whose physiologic or behavioral characteristics and responses are the object of study in a research project.  Under the federal regulations for the protection of human subjects, human subjects are defined as living individuals about whom an investigator conducting research obtains: (1) data through intervention or interaction with the individual; or (2) Identifiable Private Information (45 C.F.R. Section 46.102(f)).

“Identifiable Private Information” means patient-identifying data from medical records or attached to patient specimens, to be obtained prospectively or from stored medical records or specimens, that can be linked to individual Human Subjects, either directly or indirectly through codes.  (45 C.F.R. Section 46.102(f)).  

"IND" means an Investigational New Drug Application that is submitted to the FDA to receive approval to conduct experimental clinical trials.

AIRB@ means an Institutional Review Board.

"NDA" means a New Drug Application.  The NDA is the formal process by which the FDA approves a drug product for commercial distribution.

"NIH" means the National Institutes of Health, PHS, DHHS.  The NIH itself is not a party to this CTA. 

“NINDS” means the National Institute of Neurological Disorders and Stroke.

"Parties" means Collaborator and NINDS.

"PHS" means the Public Health Service, DHHS.  The PHS itself is not a party to this CTA. 

"Principal Investigator" or “PI” means a physician who has organizational and fiscal responsibility for the use of federal funds to conduct the Study.

"Proprietary Information" means scientific, business or financial information that the disclosing Party considers to be its confidential and proprietary property or to be information that it is otherwise lawfully authorized to disclose under conditions of strict confidentiality, provided that such information:

· is not publicly known or available from other sources who are free of any confidentiality obligation to the source of the information; 

· has not been made available by its owners to others without a confidentiality obligation;

· is not already known by or available to the receiving Party without a confidentiality obligation;

· does not relate to potential hazards or cautionary warnings associated with the production, handling or use of the subject matter of this CTA; 

●
is not required to be disclosed by operation of law or court order; and 

●
is marked “Confidential” as required in Article 8 of this CTA. 

“Protocol” means NINDS protocol entitled __________________________________” which is attached hereto as Appendix A and incorporated herein by reference. 

"Raw Data" means the primary quantitative and empirical data first collected from the Study. 
"Sponsor" means the Party assuming legal responsibility for supervising or overseeing the Study, in accordance with the definition in 21 C.F.R. Section 312.3.  

“Study” means the work performed by the Principal Investigator(s) in connection with the Protocol.

“Study Drug” means________________[DESCRIBE PRODUCT ]________, in a finished dosage form, for example, tablet, capsule, solution, etc., and a Drug Product containing no active ingredient to be utilized as a placebo.
“Subject Data” means all Raw Data, excluding Identifiable Private Information.

"Summary Data" means a summary of the Subject Data that will be made available to Collaborator, subject to the terms of Article 6(b).  

2.
GENERAL ISSUES.
(a) 
Either Party may sponsor clinical trials and hold INDs for studies performed outside of this CTA. 

(b)
With the exception of the Study Drug and a study coordinator to be supplied by Collaborator, each Party shall perform its own research under the Protocol at its own expense. 

3.
INVESTIGATIONAL NEW DRUG APPLICATION.  

For this Study, NINDS will submit an IND, which may cross-reference an IND, DMF, or NDA held by the Collaborator.  To assist in this effort, the Collaborator agrees to provide NINDS background data and information and agrees to execute such documents as may be reasonably required to support a cross-reference.  The Collaborator shall provide such background data and information and shall execute the necessary documents in a timely manner.  The Collaborator’s employees will be reasonably available to respond to inquiries from the FDA regarding information or data contained in the Collaborator’s IND, DMF, NDA, or other information and data provided to NINDS by the Collaborator pursuant to this Article 3.  Nothing herein shall require the Collaborator to undertake additional studies of any kind or to prepare and submit any additional data to the FDA, which are not already included in the Collaborator’s IND, DMF, or NDA.  In the event that Collaborator supplies Proprietary Information directly to NINDS in support of NINDS’s IND, such information will be protected in accordance with the definition of Proprietary Information in Article 1 and the terms of Article 8.
4.
PROTOCOL.
The Protocol must be reviewed and approved by the NINDS IRB prior to the commencement of patient enrollment or treatment under the Study.  The Study shall be done in strict accordance with the Protocol and no changes in the finalized Protocol will be made unless mutually agreed upon in writing by both Parties and approved as an amendment by the NINDS’s IRB.  In the event that the appropriate IRB requires changes in the Protocol or the informed consent form, both Parties agree to modify the Protocol and/or informed consent form as necessary. 
5.
DRUG INFORMATION AND SUPPLY.
(a)
Collaborator agrees to provide to NINDS without charge, clinical grade Study Drug in sufficient quantity to complete the Protocol.  Collaborator will provide Certificates of Analysis to NINDS for each lot of finished Study Drug provided.  Collaborator’s obligation to provide Study Drug in sufficient quantities extends beyond the termination of this CTA as needed to complete treatment of all then-enrolled Human Subjects to the end of the Protocol. 

(b)
The contact person for NINDS will be _____________ (Telephone Number ____________) and the Collaborator contact will be ______________ (Telephone Number _____________). 

(c)
Collaborator shall ship Study Drug to NINDS in appropriately marked containers in accordance with 21 C.F.R. Section 312.6.  The NINDS PI shall take reasonable steps to ensure that appropriate record keeping and appropriate usage of Study Drug is maintained in accordance with the Protocol and any applicable laws and regulations relating thereto.  NINDS shall return any unused quantity of Study Drug to Collaborator at the conclusion of the Study. 

6.
DATA RIGHTS AND IDENTIFIABLE PRIVATE INFORMATION.
(a)
All Raw Data shall be the property of NINDS and shall not be released to the public by NINDS except to the extent required by law.  No persons or party other than Collaborator, or Collaborator’s parent, contractors, Affiliates, and/or designees, shall have any rights to review and/or use the Subject Data for purposes of filing an NDA or any other regulatory filing in any other market or for other commercial purposes without the permission of Collaborator. 
(b)
The Summary Data shall be controlled by NINDS and, subject to NINDS’s right to publish under Article 12, shall not be released to the public without appropriate consultation with Collaborator.  Upon completion of the Study, Collaborator retains the right to access, analyze and utilize the Summary Data for all legitimate business or regulatory purposes. 

(c)
The Collaborator shall access and review Identifiable Private Information only for the specific purpose of on-site quality auditing.  Also, Collaborator will receive Identifiable Private Information only if necessary for purposes of satisfying the FDA or other health authorities’ reporting requirements, and for internal research purposes directly related to obtaining regulatory approval of the Study Drug. Collaborator is prohibited from access, review, receipt, or use of Identifiable Private Information for other purposes.  All IRB-approved protocols and informed consent documents related to this Study will clearly describe the steps Collaborator intends to implement to protect the confidentiality of Identifiable Private Information.  In order for the Collaborator to have access to Identifiable Private Information, the Protocol and the informed consent must clearly state (i) the existence of the Collaborator; (ii) the Collaborator’s access to Identifiable Private Information, if any; and (iii) the extent to which confidentiality will be maintained.   

7.
FDA MEETINGS AND ANNUAL REPORTS.
Collaborator and NINDS will discuss in advance all meetings with the FDA concerning the Study Drug and related to the Protocol.  As the IND holder, NINDS will provide Collaborator with a copy of the Annual Report concurrent with the submission of the Annual Report to the FDA.  Annual Reports shall be kept confidential in accordance with Article 8 to the extent that they contain Proprietary Information. 
8.
PROPRIETARY INFORMATION.
Subject to the definition of and exceptions to Proprietary Information under Article 1, any preclinical or formulation data considered proprietary by Collaborator will be treated as such by NINDS.  Likewise, Subject Data considered proprietary by NINDS will be treated as such by Collaborator.  Each Party should clearly mark what information it considers proprietary and neither Party shall disclose the other Party’s Proprietary Information except as permitted under this CTA.  With respect to any orally disclosed Proprietary Information that a Party asserts is confidential, the disclosing Party will reduce to writing within thirty (30) days after disclosure the primary substance of the information contained in the oral disclosure which the disclosing Party believes is confidential.  The receiving Party shall treat as Proprietary Information any of the disclosing Party’s written information about the Study that is stamped "CONFIDENTIAL" for a period of ___[Number of years]___ (XX) years from execution of this CTA.
9.
DATA MANAGEMENT, EXCHANGE AND MONITORING.
(a) NINDS will supply Collaborator information subject to the limitations set forth in this CTA.  NINDS will receive information from Collaborator's IND including, but not limited to, Annual Reports, Investigator’s Brochures, Adverse Drug Experiences, and formulation and preclinical data, including toxicology findings.  

(b) NINDS will be responsible for clinical site monitoring and the quality assurance of data.  Monitoring shall be done in compliance with the FDA’s Good Clinical Practices Guidelines. 
10.
COMPLIANCE WITH APPLICABLE LAWS AND REGULATIONS.  

(a)
The Parties shall conduct the Study in accordance with the applicable provisions of the Federal Food, Drug and Cosmetic Act, 21 U.S.C. Section 301 et seq., and its implementing regulations and other applicable federal regulations.  

(b)
All human clinical trials performed under this CTA shall conform to the appropriate federal laws, including, but not limited to all applicable FDA regulations and DHHS regulations relating to the protection of Human Subjects (45 C.F.R. Part 46).   

11.
ADVERSE DRUG EXPERIENCES.  
In accordance with FDA requirements, NINDS, as holder of the IND, shall establish and maintain records and make reports to the FDA as required by 21 C.F.R. Section 310.305 and 21 C.F.R. Section 312.32, as applicable.  In the conduct of research under this CTA, the Parties also agree to adhere to specific NIH and NINDS guidelines and policies for reporting Adverse Drug Experiences, as specified in the Protocol.  NINDS shall provide the Collaborator with copies of all Adverse Drug Experience reports concurrently with their submission to the FDA, including copies of any warning letters or other information affecting the safety and/or well-being of Human Subjects.  

12.
PUBLICATIONS.
The NINDS PI maintains the full right to present and publish the data.  Manuscripts should have advisory review and comment by Collaborator in a meaningful length of time prior to submission for publication.  The amount of time required for the review shall not exceed thirty (30) days.  The publication or other disclosure shall be delayed for up to an additional thirty (30) days upon written request by either Party as necessary to preserve U.S. or foreign patent or other intellectual property rights.  Information as shared under confidential disclosure procedures is protected from publication, if at the time of publication, it remains under the terms of confidentiality.

13.
USE OF NAME and COMMERCIALIZATION.
Collaborator may use, refer to and disseminate reprints of scientific, medical and other published articles which disclose the name of NINDS or NIH consistent with U.S. copyright laws, provided such use does not constitute an endorsement of any commercial product or service by NINDS or NIH.  Collaborator shall take every step possible to ensure that references to the articles are accurate, and shall explicitly state that any such reference does not claim, infer or imply an endorsement or recommendation of the product by NINDS or NIH.  Also, the Collaborator shall not use the name of NINDS or NIH in any advertising, packaging, or promotional material in connection with the Study Drug except with the written permission of NINDS or as may be required by law.  Collaborator-issued press releases that reference NINDS or NIH under this CTA shall be made available to the appropriate party at least seven (7) days prior to publication for review and comment. 

14.
INTELLECTUAL PROPERTY.
(a) The right to own inventions, discovered or made solely in connection with work covered by this CTA, is retained by the Party that employs the inventor(s), and where at least one employee from each Party qualifies as a co-inventor, the Parties jointly own the invention.  Both Collaborator and NINDS recognize that these rights will be determined under U.S. patent law.

(b)
Each Party will notify the other upon filing a patent application on any invention its employees make while conducting activities under this CTA, and further, each Party will provide information about the invention in sufficient detail to enable the other Party to determine whether any of its employees might be a co-inventor.  For rights owned by NIH, in such inventions, NIH will seriously consider Collaborator’s request for a nonexclusive, partially exclusive, or exclusive royalty-bearing license to make, use, sell, and/or import products embodying the invention as claimed in the filed patent application, subject to the terms of 35 U.S.C. Sections 207, 208, and 209, along with 37 C.F.R. Part 404.  Notwithstanding any inference to the contrary, this CTA does not represent a Cooperative Research and Development Agreement under the Federal Technology Transfer Act (15 U.S.C. Section 3710a, as amended.)  

(c)
Nothing herein shall be construed as granting to NINDS any license or right under Collaborator patents on the Study Drug, except the right to conduct the Study using samples of the Study Drug supplied under this CTA.  Neither Party shall be obligated to enter into any further arrangement regarding the Study Drug or its development.  Collaborator may proceed with the development of the Study Drug as a product at its own discretion and cost, even in parallel with the Study.  

15.
OTHER INTERACTIONS.

(a) 
In order to foster development of Study Drug, NINDS staff may be required to travel to Collaborator and may be required to present data in selected scientific meetings.  As part of this CTA, the Parties agree that Collaborator may elect to provide for the transportation and lodging costs for attendance of NINDS staff in such activities.  Selection of participating NINDS staff must be based on criteria mutually acceptable to both Collaborator and NINDS.  Both Parties must agree that the activities would be appropriate under this CTA, and acceptance of Collaborator’s support of NINDS’s participation in these activities will be contingent upon appropriate NINDS approval.  Again, mutual agreement and appropriate NINDS approval will be necessary, according to the terms of this CTA.  Travel costs are limited by the federal travel rules and regulations for all government staff whether paid for by government funds or private companies and subject to NIH Manual Chapter 1500. 

(b)
The relationship of the Parties is that of independent actors, and not agents of each other or joint venturers or partners.  Each Party shall maintain sole and exclusive control over its personnel and operations. 

16.
LIABILITY.
(a) Collaborator agrees to hold the U.S. Government harmless and to indemnify the Government for all liabilities, demands, damages, expenses, and losses arising out of any use by NINDS of Study Drug under this CTA, unless due to the gross negligence or willful misconduct or deviation from the protocol of NINDS, its employees, or agents.  NINDS has no authority to indemnify the Collaborator. 

(b) In all other regards, each Party shall be liable for any loss, claim, damage, or liability that it incurs as a result of its activities under this CTA, except that the NINDS, as an agency of the United States, assumes liability only to the extent as provided under the Federal Tort Claims Act (28 U.S.C. Chapter 171, §§ 2671-2680).

17.
SEVERABILITY.
The terms of this CTA are severable.  If any item or provision of this CTA shall to any extent be invalid or unenforceable, the remainder of this CTA shall not be affected, and each remaining item and provision of this CTA shall be valid and enforceable to the fullest extent permitted by law.

18.
TERMINATION and SURVIVORSHIP.


(a)  This CTA expires Number of Years (XX) years from the date of the last signature of the Parties.  This expiration date may be changed by the written mutual agreement of the Parties.

(b)  The CTA may be terminated at any time (i) by the mutual written consent of the Parties; or (ii) by either Party upon thirty (30) days written notice to the other Party.  

(c) On expiration or earlier termination of this CTA, Collaborator will supply Study Drug pursuant to the provisions of Article 5 and continue support for the study coordinator as needed to satisfy the Protocol. 

(d)  Expiration or termination of this CTA will not relieve the Parties of any obligation accruing prior to such expiration or termination.  Articles 5, 6, 8, 12, 13, 14, 16, 18, 20, and 21 will survive expiration or termination of this CTA.
19.
CLINICAL TRIAL AGREEMENT AMENDMENTS.
Upon mutual agreement of both Parties, this CTA may be amended as necessary to ensure that it accurately reflects the terms and scope of the research project.  Any such amendment shall be in writing and signed by both the authorized representative of Collaborator and NINDS.  The decision to reflect individual IRB-approved changes to the attached Protocol as amendments to this CTA is left to the discretion of the Parties. 

20.
NOTICES.


All notices pertaining to or required by this CTA will be in writing and shall be signed by an authorized representative and will be delivered by hand or sent by certified mail, return receipt requested, with postage prepaid, to the addresses indicated on the signature page for each Party.  

21. CONFLICTS.

The Protocol, and any subsequent changes to the Protocol as approved by the sanctioned IRB, will govern only those terms of this CTA that are specific to the authority of the IRB.  In the event of a conflict between terms specific to the IRB authority and this CTA, the Protocol will govern.  Should the sanctioned IRB approve changes to the attached Protocol that are inconsistent with this CTA regarding policy, guideline, or statutory terms, this CTA will govern.
22.
FORCE MAJEURE


Neither Party will be responsible for performing after any unforeseeable event beyond its reasonable control that causes such Party to be unable to perform its obligations under this CTA, provided that the event was not caused by the fault or negligence of such Party, and that the Party has been unable to overcome by the exercise of due diligence.  If such a force majeure event occurs, the Party unable to perform shall promptly notify the other Party.  Further, the Party shall use reasonable best efforts to resume performance as quickly as possible and shall suspend performance only for such period of time as the force majeure event requires.

23.
ENTIRE AGREEMENT.


This CTA constitutes the entire agreement between the Parties concerning the Protocol and supersedes any prior understanding or written or oral agreement.  The Confidential Disclosure Agreement (“CDA”) executed by the Parties on ___[DATE,  if applicable]______ is hereby superseded and succeeded by the terms of this CTA.  Specifically, any confidential information exchanged between the Parties under that CDA will be governed by the terms of this CTA as if it had been exchanged after execution of this CTA, and not by the terms of the CDA.  This CTA, however, does not supersede other clinical trial agreements the Parties may have for clinical studies unrelated to the Protocol. 
24.
WAIVERS.


A waiver of breach or default under this Agreement shall not be a waiver of any other or subsequent breach or default.  The failure or delay in enforcing compliance with any term or condition of this CTA shall not constitute a waiver of such term or condition unless such term or condition is expressly waived in writing. 

SIGNATURES
By executing this agreement, each of the undersigned represents and confirms that he or she is fully authorized to bind his or her identified company or entity to its terms. The undersigned expressly certifies or affirms that the contents of any statement made or reflected in this document are truthful and accurate.

AGREED AND ACCEPTED:

FOR National Institute of Neurological Disorders and Stroke 

_______________________________________  


__________________   
NAME 









Date
Director

Mailing address for notices:

______________________
______________________

______________________
NINDS Investigator:

I have read and agree to abide by the terms of this agreement: 

___________________________________________

________________

  NAME








Date

Title ______________________
___________________________________________

________________

Name







Date
Senior Investigator,  [ LAB]
FOR [ COMPANY].
                                                                                            

________________   
Name.

Date
Title
Mailing address for notices: 

Address for notices: 

___________________
____________________

___________________
In the event of a claim or lawsuit, notification must also be addressed to: 

___________________
__________________

____________________
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