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VI. AMENDMENTS TO THE CLINICAL STUDY PROTOCOL

After the Clinical Study Protocol is submitted to the FDA, the Protocol may be
changed in response to new needs that arise during the course of the clinical study,
such as a needed change in the study design. The desired changes are submitted to the
FDA by way of amendments.

These changes may require approval by an ethics committee, as well as by the FDA.
Amendments to the CSP find a basis in the Code of Federal Regulations (CFR), as
shown by the following excerpt from the CFR (107):

(b) Changes in a protocol. (1) A sponsor shall submit a protocol amendment describing
any change in a Phase 1 protocol that significantly affects the safety of subjects or
any change in a Phase 2 or 3 protocol that significantly affects the safety of sub-
jects, the scope of the investigation, or the scientific quality of the study. Examples
of changes requiring an amendment under this paragraph include:

(i) Any increase in drug dosage or duration of exposure of individual subjects
to the drug beyond that in the current protocol, or any significant increase
in the number of subjects under study.

(i) Any significant change in the design of a protocol (such as the addition or
dropping of a control group).

(iii) The addition of a new test or procedure that is intended to improve moni-
toring for, or reduce the risk of, a side effect or adverse event; or the drop-
ping of a test intended to monitor safety.

A selection of actual amendments is documented below. The amendments usually fall

into the categories of changes in dose, changes in number of subjects, changes in inclu-

sion criteria for subjects, and changes in tests. This list of amendments to the Clinical

Study Protocol provides an idea of the purpose of these amendments, but also serves as

a summary of various elements that are typically found in clinical trials:

* Increase the dose (108)

* Eliminate the lowest dose (109)

* Change in inclusion criteria (110,111)

*  Double the frequency of dosing (112)
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