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Clinical Trial Agreements Toolkit 

Conduct of Study, Protocol Deviations, and Duties of Site and Investigator 

 

Subject Results/Comments 

Explanation of 
General 
Importance 
from a 
Business 
Perspective 

A CTA should clearly state the basic Study compliance obligations as between the Sponsor1 on the 
one hand, and the Site/Principal Investigator on the other hand.2 Although the interests of the 
Parties will differ somewhat, the language provided below for the Sponsor and the Site positions is 
intended to be reasonable, as it is our experience that a primary goal of the Parties is to achieve a 
fair and balanced CTA in an expeditious fashion.  

Contract 
Language—
Sample from 
Industry 
Sponsor’s 

SECTION [2]3 Conduct of Study/Protocol Deviations  

2.1 Performance of Study. Site shall, and shall cause Principal Investigator to, diligently 
perform the Study in accordance with the Protocol, applicable law, this CTA, and the Site’s 
internal policies, which policies Site represents and warrants are not inconsistent with any 
of the foregoing.4 

                                                            
1 Some industry Sponsors elect to have a Contract Research Organization (CRO) enter into CTAs on the Sponsor’s behalf. In such cases, it 
should be clear to what extent the CRO has the authority to act on behalf of the Sponsor. See further discussion in “Operational Considerations” 
section of this document. 
2 Many academic medical centers in the United States employ Principal Investigators and prefer that the Principal Investigator not be a direct party 
to the CTA. In such cases, Sponsors may require the Principal Investigator to sign an “acknowledgement” of his/her responsibilities. In addition, 
Sponsors also may structure the CTA to provide that the Site will “cause” Principal Investigator to perform his/her duties and further provide that 
any indemnity provided by the Site will cover acts or omissions of the Principal Investigator.  
3 The Section number (2) was selected at random, simply to provide a reference for the organization of the various sub-sections. 
4 The definition of applicable law is frequently a topic of negotiation. See, e.g., the definition of applicable law set forth in Sub-Section (d) of the 
“Industry Sponsor Perspective” in the “Representation and Warranty” section of this Toolkit. We note that some Parties prefer to include 
compliance obligations as covenants, rather than representations and warranties. In addition, however, Sponsors may request a broader 
“including without limitation” list, such as the following: (1) requirements of the applicable IRB; (2) regulations for the Centers for Medicare & 
Medicaid Services; (3) applicable regulations and agency guidance governing the conduct of Studies involving human subjects; (4) laws and 
regulations regarding the purchase and sale of securities while in possession of material, non-public information about a company; (5) laws and 
regulations regarding the federal Anti-Kickback Statute (42 U.S.C. § 1320a-7b(b)); (6) Limitation on Certain Physician Referrals, also known as the 
“Stark Law” (42 U.S.C. § 1395) and the regulations promulgated thereunder; and (7) generally accepted professional standards for professional, 
clinical, and research standard of care. 
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Perspective 
2.2 Protocol Deviation. The Principal Investigator shall not implement any deviation from, or 

changes to, the Protocol without the approval of the Sponsor and prior review and 
approval or favorable opinion from the IRB, except where necessary to eliminate an 
immediate hazard to Subjects.5  

2.3 Handling of Study Drug. Neither Site nor the Principal Investigator shall use or dispose 
or permit the use or disposal of the Study Drug in any way other than as specified in the 
Protocol and may not provide or administer the Study Drug to persons not enrolled in the 
Study at such time. Any use of the Study Drug other than as specified in the Protocol shall 
constitute a material breach of this CTA. Site and the Principal Investigator will ensure that 
the Study Drug is stored and maintained in compliance with the Protocol and applicable 
law and they shall keep or cause to be kept records of all Study Drug(s) so received, used, 
dispensed, disposed of, and/or returned to Sponsor, in accordance with the Protocol and 
applicable law.  

2.4 Access/Inspections. (a) Upon reasonable notice and at reasonable times during the term 
of this CTA, the Principal Investigator and Site shall permit Sponsor and its authorized 
representatives to conduct monitoring activities in furtherance of Sponsor’s regulatory 
duties, including permitting Sponsor and its authorized representatives to do the following:6

(1) Inspect the Site’s facilities used for performance of the Study;  

(2) Validate CRFs against original data and source documents, including medical 
records; and  

(3) Inspect all data and work products relating to the Study. 

(b) Site and Principal Investigator also shall provide full access to applicable FDA or other 
regulatory authorities in the event of an audit or investigation. Upon receiving notice of 
a regulatory audit or investigation, Site or Principal Investigator shall immediately notify 

                                                                                                                                                                                                                                                                         
In addition, Sponsors frequently will wish to add a covenant requiring reasonable diligence, to ensure timely and attentive performance.  
5 Sponsors generally wish to limit to the extent possible any deviations from the Protocol, except where Subject safety may be implicated. 
6 Sites may wish to include language requiring that Sponsor comply with applicable confidentiality terms as a condition of granting access. See 
also “Monitoring, Auditing, and Inspection” section. 
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Sponsor in writing; use best efforts to obtain approval for Sponsor to be present at the 
audit or investigation; and cooperate with the regulatory authority with respect thereto.7 

2.5 Informed Consent/Authorizations for Protected Health Information. The Principal 
Investigator shall obtain the written informed consent of each of the Subjects participating 
in the Study (or his or her duly authorized representative under applicable state law), in the 
form approved by the IRB, and in the manner required by applicable law, prior to the 
Subject’s participation in the Study. Each Subject must have freely given his or her written 
informed consent prior to such Subject’s enrollment in the Study,8 and Principal 
Investigator shall ensure that all Subjects enrolled in the Study meet the legal age and 
other applicable requirements of the state in which Principal Investigator is located. The 
informed consent documentation shall include legally effective permission from the 
Subject, as necessary to enable the collection, processing, use, disclosure, storage, and 
transfer of Subject data in accordance with the Protocol and this CTA. Principal 
Investigator also shall ensure that any such consents will comply with the applicable 
requirements of 45 C.F.R. Part 160, § 160.101 et seq. (Health Insurance Portability and 
Accountability Act of 1996), applicable regulations thereto, and any corollary state law, as 
each such requirements have been and may be amended from time to time.9 The parties 
also shall cooperate in the amendment of the authorization, as may be necessary from 
time to time, to comply with the applicable privacy laws.  

2.6 IRB Review. The Principal Investigator shall submit the Protocol, as well as any informed 
consent documents and Study recruitment materials, for review and approval to an 
appropriate, properly constituted IRB meeting the requirements of applicable law. Principal 
Investigator shall notify Sponsor in writing when such approval has been obtained and 
shall deliver a copy thereof to Sponsor. Principal Investigator shall not commence the 
Study until such approval is obtained and delivered to Sponsor. Principal Investigator and 
Site shall comply with any terms and conditions imposed by the IRB regarding the Study. 
Principal Investigator and Institution shall promptly forward to Sponsor any 
correspondence to or from the IRB regarding the Study10 and shall immediately notify 
Sponsor in writing of any refusal, withdrawal, or suspension of IRB approval. Principal 

                                                            
7 Sites may wish to modify the notice requirement to “as promptly as practicable.” 
8 Sites may object to the requirement of “freely given,” as it may be viewed as subjective in nature. 
9 Sites may wish to limit or remove this language under the theory that Sponsors frequently take a primary role in drafting the consent 
documentation. 
10 Sites may wish to limit this requirement to “material” or “non-ministerial” correspondence. 
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Investigator also shall be responsible for obtaining continuing review and approval of the 
Study and shall keep Sponsor fully informed with respect thereto.  

2.7 Principal Investigator/Study Team Oversight. The Principal Investigator may appoint 
sub investigators and other personnel as he/she may deem appropriate to assist in the 
conduct of the Research (Study Personnel); however, Principal Investigator shall be fully 
responsible for coordinating and supervising their work and ensuring adherence to this 
CTA.11 In addition, Site may not subcontract any of its responsibilities hereunder to any 
other party without the prior written consent of Sponsor, which consent may be withheld in 
Sponsor’s sole discretion.  

 

Contract 
Language—
Sample from 
Site’s 
Perspective 

SECTION [2]12 Conduct of Study/Protocol Deviations  

2.1 Performance of Study. Principal Investigator will use reasonable efforts to perform the 
Study in accordance with the Protocol and Applicable Law.13 Sponsor shall perform, and 
ensure that any Contract Research Organization appointed by it performs, all obligations 
with respect to the Study in accordance with the Protocol, applicable law, and the terms of 
the applicable informed consent.14 
 

2.2 Protocol Deviation. The Principal Investigator shall not implement any deviation from, or 
changes to, the Protocol without the approval of the Sponsor and prior review and 
approval/favorable opinion from the IRB, except where necessary to eliminate an 
immediate hazard(s) to Subjects, or when the change(s) involve(s) only logistical or 
administrative aspects of the trial.15  

                                                            
11 FDA has expressed its concern regarding Principal Investigator oversight of Study Personnel. See 
www.fda.gov/downloads/Drugs/.../Guidances/UCM187772.pdf. 
12 See footnote 3.  
13 See footnote 4. 
14 Sites increasingly wish to confirm that Sponsors will comply with the terms of the applicable informed consent, to limit liability from Subjects who 
may allege violation of same.  
15 See Section 4.52 of International Conference on Harmonisation (ICH) E6 – Guideline for Good Clinical Practice (GCP), available at 
www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R1_Guideline.pdf.  
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2.3 Provision of Study Drug. The Sponsor shall provide to the Site, at Sponsor’s sole 
expense, quantities of the Study Drug sufficient for the conduct of the Study in accordance 
with the Protocol.16  

Arguments 
Supporting 
Sponsor’s 
Position 

See various footnotes. 

This is the section under which Sponsors address many of their responsibilities under 21 C.F.R. § 
312.50. Under that regulation, Sponsors are responsible for selecting qualified investigators, 
providing them with the information they need to conduct the Study, ensuring proper monitoring of 
the Study, and ensuring that the Study is conducted in accordance with the Protocol.  

 

Arguments 
Supporting 
Site’s Position 

See various footnotes. 

 
While the Sponsor has regulatory commitments to FDA, the Institution has the direct contact with the 
Subjects and the Institution’s IRB must function in an independent manner. Because of these two 
factors, Institutions revise CTA language to protect the Institution’s ability to take, to the extent 
possible, independent action with respect to IRB determinations and communication to the Subjects. 

Federal Laws 
and Directives 

See links to FDA regulations and guidance documents regarding the conduct of Studies at: 
www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm155713.htm. 

In addition, for U.S. federally funded or sponsored research, see links to HHS regulations and 
guidance at: 
www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html. 

 

State/Local 
Laws and 

Certain states have laws regarding informed consent and privacy that may be applicable to a Study. 

                                                            
16 See representation (c) of “Institution Perspective” under “Representation and Warranty” section and the “Return of Study Drug” language of 
“Institution Perspective” under “Term and Termination” section.  
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Directives 

Case Law N/A 

International 
Laws and 
Directives 

International Conference on Harmonisation (ICH) E6 – Guideline for Good Clinical Practice (GCP); 
available at: 
www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R1_Guideline.pdf.

We note, in addition, that if the Study is being sponsored by a non-U.S. Sponsor or if the Study is 
being conducted in support of a marketing authorization to be obtained from a non-U.S. regulatory 
authority, it is possible that there will be terms requested by the Sponsor as a matter of local custom 
or regulatory directive.  

Operational 
Considerations 

From an administrative perspective, it will be important for both the Site and the Sponsor to establish 
and follow procedures for ensuring appropriate implementation of the Protocol and compliance with 
the CTA. Investigator meetings at Site initiation are one method by which the Sponsor establishes 
such procedures. 

 

Other 
Important 
Information 

N/A 

 


