Guidelines for Creating, Naming and Modeling Drug/Agent Concepts
Draft 4.2 – 2/26/2007
A. Creating and Naming Concepts

1. FDA Approved Drugs

a. FDA-Approved Drugs used in Clinical Trials

i. Generic Name Issues; Salt/Ester Forms

ii. Formulation Issues (to be discussed at meeting)
iii. UNII Code Issues

iv. Special Cases


· Radioisotopes and Radioconjugates

· Multi-Ingredient Agents

· Chemical/Generic Names and Endogenous Substances
b. ? FDA-Approved Drugs Not Used in Clinical Trials ?
2. Investigational Clinical Trial Agents (Non-FDA approved and Foreign Drugs)
a.  Normal Cases

b.  Special Cases
i. Code Names (to be discussed at meeting)

ii. Monoclonal Antibodies

iii. Vaccines

iv. Gene Therapy

v. Complementary Alternative Medicine and Chemopreventive Agents (to be developed in the future)

B. Assignment of  a Parent

C. Drug Definition

D. Roles and Associations

E. Clinical, Research, and Regulatory Properties

1. Accepted Therapeutic Use For

2. In Clinical Trial For

3. PDQ Open/Closed Trial Status

4. CAS Registry Number

5. NSC Code

F. Synonyms

G. Assignment of Semantic Type

H. Use of Editor Note

I. Use of Design Note

A.
Creating and Naming Concepts
· Concept terms will be provided to the EVS Editors from outside sources by those requesting concept information to be added to the NCI Thesaurus (NCIt).
· A concept term will be researched and a concept name will be created, in adherence with information provided in the TDE Editor’s style guide
      1. FDA Approved Drugs
a. FDA-Approved Drugs used in Clinical Trials 

i.
Generic Name (active ingredient) – Salt/Ester Forms

· The generic name reflected as the United States Adopted Name (USAN) will be used as the preferred name/term for all FDA approved drugs.  The full USAN name will include the generic name + the salt or ester (if applicable)
· Generic names will be represented with the first letter of every new word in upper case followed by lower case letters.  

· When differences exist between the USAN and INN names, the USAN will be used as the preferred term and the INN name will be identified as a synonym. 



Example: Acetaminophen (USAN- preferred) and Paracetamol (INN-synonym)
ii.
FDA-Approved Formulations (requires additional discussion)
· If a drug in a clinical trial contains specific formulation information within its FDA approved name and is determined to have a clinically significant difference when compared in humans with other formulations – with regards to either its pharmacokinetic or toxicity profile – this information should be included in the preferred name.

· If a specific formulation of an FDA approved drug is being used in a clinical trial for either the purposes of a) targeting a specific organ/tissue to produce a localized effect or b) producing a novel effect which in essence, reflects the hypothesis question of the clinical trial, then specific information about the formulation should be included in the name to highlight that specific form or formulation.

· Efforts should be made to represent distinct formulations of primary anti-cancer drugs as well as those used in the oncology supportive care setting, which represent clinically significant and enhanced forms of the active ingredient; identification of a discreet formulation is considered standard practice within the clinical oncology community and should be adopted by the NCI.  This applies to both FDA approved drugs and investigational agents.
· NOTE: If a particular formulation is represented in a separate monograph or as a separate entity in official drug information sources(, then meaningful formulation information should be reflected in the preferred name


Examples: Paclitaxel-protein Bound Particles


      Liposomal Doxorubucin

iii.
FDA-approved drug represented as UNII Codes

· Drugs, chemicals and other entities provided as a UNII code from the FDA, will be created as concepts to match the specific UNII code; when salt and isoforms are included in UNII codes, they will be included in the concept name..

· Example: Quinidine Sulfate (USAN name + salt)

· When possible, the USAN name + the salt (if applicable), should be used for the preferred name.

· Isoform and enantiomer forms of chemicals or drugs should be represented using their assigned UNII code names

· Other chemical entities provided as UNII codes that lack a USAN/INN name and which are less well defined, will be researched by the EVS team and a meaningful preferred term will be created.

· L-lactic Acid (isoform)

· Prednisolone P-21 (chemical representation of a prednisolone ester)

iv.
FDA-approved drugs: Special Cases



a.
Radioisotopes and Radioconjugates
· Unconjugated radioisotopes will be represented using the following USAN format:



Radioisotope-abbreviation-atomic number



Example: Strontium Sr 89

· Conjugated radioisotopes will be represented as they are displayed in the clinical trial summaries, with the most commonly used nomenclature represented as:




Radioisotope-abbreviation-atomic number-conjugate






Example: Yttrium Y 90 Ibritumomab 

b.
Multi-ingredient Agents 

· Agents that contain multiple ingredients should be represented by their primary ingredients, using the “drug-drug-drug” format.

· If necessary, the specific dosage form or formulation should be included to provide additional clarity, especially it if helps to distinguish a particular formulation from another similar agent or compound.

· Brand names should not be used in preferred names; however, the brand name should be included as a FULL SYN (see Full Synonym section) and represented with their first letter of the name, as capitalized.




Example:   Trimethoprim-Sulfamethoxazole (for Bactrim or Septra)
c.    Chemical or Generic Name that is identical to an endogenous substance (e.g. hormone or neurotransmitter)

· In the rare instances that the generic name is the same as the exogenous substance, then the preferred term will be modified to include the word “therapeutic”.

· Examples: Therapeutic Norepinephrine (drug) versus  Norepinephrine 
(neurotransmitter)

Therapeutic Dopamine (drug) versus Dopamine (neurotransmitter)
.


2. Investigational or Non-FDA Approved Agents

(including drugs approved outside of the United States)

a. Normal Cases

· If an USAN (or INN)  name is known for an investigational agent, it will be used as the preferred name/term

· If USAN (or INN) name is not available, the agent should be represented by its systemic name.

· During the clinical development of a compound, if and when an official generic name is assigned to a specific compound, then the preferred name/preferred term and concept name will be updated and revised; all references to code names will be deleted and will be replaced with the official USAN name.

· When necessary, additional information may be included in the preferred name to provide clarity about a particular form (or route of administration) that is being used for a specific indication, when used as part of a clinical trial or when the dosage form or route is different from the existing FDA drug.
· Descriptive form/formulation terms should be represented generically without any mention of any specific physiochemical properties such as dose, concentration, or dosage form. 

Examples: 
· Oral Ixabepilone or Ixabepilone Oral
· Imatinib Maleate Injection (a hypothetical representation of an investigational formulation; Imatinib Maleate alone may be sufficient, but to distinguish it from the existing oral FDA product, the inclusion of the term ‘injection’ may be considered to provide additional clarity)

b. Special Cases

If an USAN name does not exist for an investigational agent, the following principles should be used:

i. Code Names 
· If only a code name is known, then a preferred name should be created when possible, to reflect some aspect of the construct/formulation, the specific target, the specific antigen, as well as the general pharmacological class. To highlight the specific agent, the code name should be incorporated into the preferred name, preferably at the end.




Requires Additional Discussion:

· Both specific pharmacological terms and descriptive terms should be considered for use in a preferred name; descriptive terms should include those that convey a specific pharmacological principle and are widely recognized within the Oncology Community.

· Descriptive information that is incorporated into a preferred name should be concise, but meaningful. Detailed information about the pharmacological activity and/or the relevant physiochemical/pharmaceutical properties should be incorporated into the definition and not in the preferred name. The level of “detailed information” that should appear in a name is not fully defined at this time.

· [EVS internal concept naming:] Although not used as the preferred name, the code name should be used as the concept name if other characteristics for naming are unstable (still in discussion).


Example:


LR3001 (code name) ( C-Myb Antisense Oligonucleotide G4460


Example of a name using a specific pharmacological term: 



KRN951 (code name) ( Multi-targeted Tyrosine Kinase Inhibitor KRN951


Example of name using a descriptive term (hypothetical)



LUV-4U (code name)(  Vitamin-E-Platinum Analogue Emulsion LUV-4U

ii. Monoclonal Antibodies

a. Should include the name of the target

b. Should include a description of the formulation or in this case, the manufacturing process (murine, chimeric, humanized)

c. If a code name is known, it should be included in the preferred name

Example: Human Anti-EGFR Monoclonal Antibody C225 

iii. Vaccines
a. Should include information about the target epitope (antigen) 

b. Should include a description of the formulation and/or, the delivery system used

c. Should include information about the source and/or the formulation

d. Should include other components within the vaccine (i.e. adjuvants)

e. If a code name is known, it should be included in the preferred name

Examples:

· Carcinoembryonic DNA Plasmid Vaccine

· Quadrivalent Human Papillomavirus Recombinant Vaccine (this is the terminology used for the FDA approved vaccine)

iv.
Gene Therapy
a. Should include information about the gene that is being transduced 

b. Should include a description of the formulation and/or the delivery system used

c. Should include basic information about the vector
d. If a code name is known, it should be included in the preferred name.

Examples:

· Adenovector-TNF Plasmid (representation of TNFerade)
· Adenovector-p53 INGN 201 (representation of Ad5CMV-p53)

B. Assignment of a Parent
· Parent concepts should be assigned to reflect the most specific representation of either a therapeutic or functional class; when possible, a parent representing the chemical structural should also be added.

· When assigning a therapeutic or functional parent for an approved drug, standard drug information resources should be reviewed to determine the predominant therapeutic use; for non-FDA approved agents, assignment of therapeutic class should be based on the review of the biomedical literature, clinical trial information and sponsor’s information.

C.
Drug Definition (see style guide)
D. Roles and Associations

· When possible, concepts should be modeled to include all roles that describe the relevant pharmacology.

· If the active ingredient is formulated as a salt form, an association should be created for each salt form
· A similar association is needed to cover formulation and other non-salt/base concepts related by having the same active ingredient.
· When possible, an association should be created to reflect the appropriate target. NOTE: this is a particular requirement for all agents being supported by CTEP; therefore, target association reflecting the predominant target must be included for these concepts.

· When possible, an association should be created to reflect the appropriate target. NOTE: this is a particular requirement for all agents being supported by CTEP; therefore, target association reflecting the predominant target must be included for these concepts.

E.
Clinical/Research/Regulatory Properties
1.
Accepted Therapeutic Use For:  Only those uses/diseases that are referenced in standard drug information resources, PDQ/NCCN guidelines or the product labeling should be included; avoid making representations of therapeutic uses based on information provided in the biomedical literature
2. In Clinical Trial For: Based on information provided in the clinical trial summary/summaries, the specific diseases (or conditions) associated with a specific agent, will be included in this property.

· Phase I trials  (and their diseases) may be represented with more generic terms such as advanced cancer, solid tumors, and relapsed or refractory leukemia. If specific diseases are listed in the treatment summary/summaries, then they should be listed individually.
3.
PDQ Open/Closed Trial Search ID (Open and Closed Trials):  Include specific clinical trial ID for each property to allow for proper indexing.

4.
CAS Registry Number:
· Sources:  Index Nomium, Chem ID Plus Lite (N.B. Index Nomium provides greater specificity for CAS numbers)

· The CAS number should reflect/match active ingredient; if the concept is created to include an expanded reflection of the active ingredient (e.g. a salt form) then the correct CAS number(s) representing those forms will be inserted into the concept.
5.     NSC Code:
· Only used for agents developed and/or sponsored by the NCI.  A full listing, which is updated on a daily basis, can be found on the CTEP website.

· NSC codes should reflect a specific agent 

F.
Synonyms and Other Related Terms & Codes
The NCIt Synonym/FULL_SYN values include a number of things that are not properly synonyms.  Efforts to correctly code these with distinctive term types are still underway.

· Code names or abbreviated names that are listed in standard drug information resources or in the biomedical literature should be listed as code name (CN) or abbreviation (AB).
· If a particular code name is included as part of the clinical trial summary, it should be listed as a code name (CN). (why bother to mention this?)
· If an alternative INN name exists, it should be listed as a synonym (Index Nominum is a good source for INN names).
· A chemical name should be included as a synonym.  Resources for chemical names include the Martindale Drug Reference, Index Nominum (for approved drugs) ChemID Lite; chemical names/structures should be determined from the biomedical literature for investigational compounds. (How does chemical name differ from structure name, which should be entered as SN?)
· Chemical  names will be represented using the IUPAC nomenclature and will be displayed as both their trivial and systemic name, when possible. Qualifiers to indicate the term type will be used (SN).
· Trivial, abbreviated or clinical trial names should be include as a FULL SYN

· Qualifiers to indicate the appropriate term type will be used to indicate the type of name.

· Brand Names:  If a drug is approved in the US or in another country, and has a published brand name, it will be included as a 
·  U.S. brand (BR) or a foreign brand (FB)
      * Formulations: Terms indicating formulation in a concept that is not formulation specific should be assigned a distinctive term type (FRM).
       * Similar specific term types may be needed to cover other non-synonymous variants, such as: salt, base, and/or free acid form; active ingrediant; isoform; and dose form.  These still need to be reviewed and specified.
G.
Assignment of a Semantic Type
· Semantic types are assigned based on function and structure. Most agents will be assigned either the Pharmacologic Substance and/or Organic Chemical term, unless a more specific semantic type can be determined.
· In cases where the agent is an inorganic chemical, then it will be given the semantic type of inorganic chemical.

· A variety of terms currently exist in the NCIt  and can be used to provide more detailed information to represent the function (i.e. antibiotic, hormone, vitamin, or immunologic factor) or the structure (i.e. lipid, carbohydrate or steroid)

H. Use of Editor Note

· If specific information is obtained regarding the pharmacology and/or the formulation from a source beyond the standard drug information resources or from the biomedical literature, such as direct communication with the sponsor or information extracted from the sponsor’s written material (e.g. website), then it should be noted as a confirmatory statement in the Editor’s Note section. Also, the editor note is used to provide an explanation in cases where a concept is being merged or retired. The editor note is also used to make a statement about the meaning of the concept, for example to justify why two isoforms are included in the same concept or to explain why one is excluded or why the PT has been changed, etc. 

I.    Use of Design Note

· The design note can be used for the same purposes as the editor note. This information is displayed and can be viewed by outside users; therefore, is should be clear and meaningful to the public. This property can hold a reference for various types of sources, including a specific source (or citation) used to create a definition or it can hold an explanation describing the reason for why a concept was created, or it can contain relevant information that could not be included in other concept properties. Also, the editor note is used to provide an explanation in cases when concepts are being merged or retired.
· For example, when two different CAS numbers are provided in the concept, the design note can be used to make a statement explaining the rationale as to why two numbers exist.

( Authoritative Drug Information Sources:
American Hospital Formulary Services (AHFS)- American Society of Health System Pharmacists (AHSP)

Lexi-Comp’s Drug Information Handbook: Lexi-Comp and American Pharmaceutical Association (APhA)
Facts and Comparisons

DRUGDEX-Thomson Micromedex (MicroMedex Healthcare Series)

Multim Drug Information- Cerner Corporation
PAGE  
6
Draft SOP for Modeling Clinical Trial Agent Concepts-Version 4.2
February 26, 2007

