PROPOSAL

Policies Regarding  Definition Writing for Clinical Trial Agents and FDA Approved Agents
1. Definition for FDA approved agents (FDA approved active ingredient) currently not in clinical trial for an alternative indication/alternative formulation
· Definition should primarily focus on established mechanism of action (MOA) and physiologic effect(s) (PE).
· Inclusion of any speculative MOA/PE should be avoided to maintain the focus on the established pharmacology.
· The definition should be written according to the information described in definition drug style guide.
· The following sources can be used as a reference
· http://www.factsandcomparisons.com/
· http://www.pharmgkb.org/search/results.jsp
· Micromedex Healthcare Series (including Drugdex Drug Evaluations, Martindale-The Complete Drug Reference and Index Nominum). http://druginfo.cc.nih.gov/mdxcgi/mdxhtml.exe?&tmpl=mdxhome.tm1&SCRNAME=mdxhome&CTL=c:\Inetpub\wwwroot\mdx\mdxcgi\megat.sys
2. Definition for FDA approved agent (FDA approved active ingredient) currently in clinical trial for new indication/new formulation
2.1 An experimental/investigational formulation containing an FDA approved active ingredient
· The definition should contain known/established MOA and PE related to the FDA approved indication(s). See guidelines under 1.
· The definition should also contain a statement describing the novel formulation and its potential advantages or clinical benefit over an existing formulation, such as an improved pharmacokinetic, pharmacodynamic, or side-effect profile.
· In cases where the expected effect(s) are different from the agent’s systemic effect(s), the focus should be on the relevant formulation-specific MOA and PE. For example, ophthalmic formulation of timolol (local-acting) has a different MOA and PE than timolol’s oral formulation (systemic-acting).
· The following steps should be followed to obtain and reference the appropriate information:

a) An initial review should be done using the information extracted from the clinical trials summary (e.g. title and study objectives), found on www.cancer.gov/clinicaltrials website, to determine the primary (or inferred) physiological effect.
b) A literature search should be performed to review the biomedical literature to gather more information about the particular formulation and its relevant pharmacology and/or clinical benefit as it relates to information described in the clinical trial.
c) If information regarding the specifics of the formulation is solely provided or obtained from the sponsor (i.e. their website or through personal communication), then a brief statement should be entered as an editor’s note to indicate the specific source.
· The definition should be written according to the information described in the definition drug style guide.
2.2 FDA approved active ingredient in clinical trial for new indication (to be discussed)
· The definition should contain the speculative and relevant MOA and PE related to the new indication which may or may not be partially or completely different from the MOA and PE related to the FDA approved indications. 
· The following steps should be followed to obtain and reference the appropriate information:
a) An initial review should be done using the information extracted from the clinical trials summary (e.g. title and study objectives), found on www.cancer.gov/clinicaltrials website, to determine the primary (or inferred) physiological effect.
b) A literature search should be performed to review the biomedical literature to gather more information about the proposed or novel pharmacological properties that appear relevant to the information provided in the clinical trial.
c) When possible, the proposed pharmacology should be confirmed in multiple publications or sources. Both preclinical and clinical publications are considered acceptable sources when describing a pharmacological effect.

d) If information is provided or obtained solely from the sponsor (i.e. their website or through personal communication) regarding the pharmacology related to the new indication, then a brief statement should be entered as an editor’s note to indicate the specific source.
· The novel pharmacological properties and proposed MOA/PE should be described with caution. The use of  words like “potential” and “may” to describe the speculative/novel properties/activities is considered acceptable in a definition; phrases such as “(chemical) has potential antineoplastic activity” or “the (chemical) may exerts its mechanism of action through” are also suitable for inclusion into a definition.
· The definition should be written according to the information described in the definition drug style guide.



3. Definition for clinical trial agents (all non-FDA approved agents)
3.1 Non-FDA approved active ingredient (to be discussed)
· The definition should contain the speculative MOA and PE.
· The following steps should be followed to obtain and reference the appropriate information:
a) An initial review should be done using the information extracted from the clinical trials summary (e.g. title and study objectives), found on www.cancer.gov/clinicaltrials website, to determine the primary (or inferred) physiological effect.
b) A literature search should be performed to review the biomedical literature to gather more information about the proposed or novel pharmacological properties that appear relevant to the information provided in the clinical trial. 
c) When possible, the proposed pharmacology should be confirmed in multiple publications or sources. Both preclinical and clinical publications are considered acceptable sources when describing a pharmacological effect.

d) Information provided by the sponsor (i.e. pharmaceutical company) or other non-biomedical sources should be used with caution. If such information represents the definitive source, then a notation should be made in the editor’s note field to indicate its use as a reference.

· The novel pharmacological properties and proposed MOA/PE should be described with caution. The use of words like “potential” and “may” to describe the speculative/novel properties/activities is considered acceptable in a definition; phrases such as “(chemical) has potential antineoplastic activity” or “the (chemical) may exerts its mechanism of action through” or “the exact (complete) pharmacological properties of this drug are not fully known, but (chemical) may exert its effect through” are also suitable for inclusion into a definition.

· A determination (description) of the chemical class should be included in the definition, when possible. 
· The focus of the definition should be on the primary pharmacology; avoid references to synergism or additive effects with other agents, unless these effects had been well described in the literature and serve as the basis/rationale for the clinical trial.

· Use caution when including pharmacological properties based solely on preliminary findings (such as in vitro studies, animal studies) or information extracted from a single publication.
· The definition should be written according to the information described in the definition drug style guide.

3.2 Non-FDA approved agent formulation 
· The definition should contain the speculative MOA and PE and a statement desscribing the novel formulation

· The same steps and instructions as under 3.1 should be followed to obtain and reflect the appropriate information.
· In addition, a biomedical literature search should also be performed to gather more information about the particular formulation and its relevant pharmacology and/or clinical benefit as it relates to information described in the clinical trial.

· If information regarding the specifics of the formulation is solely provided or obtained from the sponsor (i.e. their website or through personal communication), then a brief statement should be entered as an editor’s note to indicate the specific source.

3.3 Creating a definition for clinical trial/investigational agent with limited information (to be discussed)
· The MOA/PE of the investigational agent should be represented in a generic fashion
· When no specific information is available regarding the MOA/PE of the individual agent, a broad statement regarding the MOA/PE of the chemical class to which the specific agent belongs to can be included when the novel pharmacology of the chemical class is known under the following circumstances: 
a) A well-established “link” exists between the chemical class and the specific agent.
b) The reviewing editor has well-supported documentation showing how a particular agent was identified and linked to a pharmacological class; these references should be made readily available, when necessary for a secondary review.

· In cases in which the pharmacology cannot be determined from the biomedical literature, a statement such as “the mechanism of action of the (chemical) has not been fully elucidated/characterized/determined” should be included.

· In those situations in which there is no definitive publication available to completely define and describe the specific pharmacology for a particular agent, the content review of the definition, along with the available sources/references should be reviewed independently by two EVS editors to develop a consensus regarding the final definition and pharmacological attribution.
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