
) 

) 

Draft Compositional Guidelines for Complementary Medicinal Chemical Substances 

1. General Principles for Compositional Guidelines 

An application submitted to the TGA for the evaluation of a new complementary medicine 
must include .a physicochemical definition of the substance proposed for medicinal use. If the 
substance is already defined in a relevant monograph of the British Pharmacopoeia, the TGA 
expects that the substance will meet all requirements of that standard. If the proposed 
substance is the subject of a pharmacopoeial monograph other than the BP, for example the 
United States Pharmacopoeia (USP), Commission E Monographs, European Pharmacopoeia 
(EP) or Peoples Republic of China Pharmacopoeia (PRCP), the TGA will expect that 
monograph to apply to the proposed substance, unless otherwise justified in the application. 

Often there are no current pharmacopoeial references for substances proposed for use in 
complementary medicines. Nevertheless, the TGA still expects draft compositional 
guidelines to be provided in applications. Compositional data must be present in sufficient 
detail to allow characterisation of the proposed substance, before the application evaluation 
process is commenced. Applications lodged with the OCM without relevant data may be 
rejected or the application evaluation process delayed. 

The origin of the data submitted in the draft compositional guideline may be from any source 
which is appropriate and authoritative. For example, data published in literature or the results 
of testing of the substance using proprietary methods. 

The draft compositional guideline will be reviewed in the application evaluation process and 
modifications may be proposed by the TGA. Further, the Complementary Medicines 
Evaluation Committee (CMEC) will advise the TGA of any modifications that the committee 
feels are appropriate following consideration of the application. This will usually be 
followed by consultation on the draft guidelines with industry and stakeholders. Any requests 
for significant alteration to submitted compositional guidelines, following CMEC review, 
may necessitate a re-review of the substance by CMEC. 

This process occurs separately from the gazettal process for a newly approved substance. As 
soon as a new listable substance is gazetted, it may be used in listed therapeutic goods, as 
defined in the gazette notice. Usually the compositional guideline will be finalised some time 
after Gazetial. Sponsors should be aware of the details of the draft guidelines that are 
circulated for consultation, however, its specifications are not binding. It should also be noted 
that it would be rare for a compositional guideline to become more restrictive as a result of 
consultation. Once a compositional guideline is finalised, the "new" substance should comply 
with it unless the sponsor holds justification as to why the substance they are using should 
differ in composition from the compositional guideline. 

2. Specific Advice For Chemical Substances 

For the purposes of this advice, a substance that has been refined to a high degree of purity is 
defined as a "chemical substance". The function of this document is to offer guidance in the 
development of a workable draft compositional guideline for a chemical substance, and 
allow judgement of whether sufficient specific information is held by sponsors to lodge an 
application with the OCM. 
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It should be noted that compositional guidelines for medicinal substances of herbal and 

biological origin will be expected to meet different requirements and are not considered 
in this advice. 

2.1 

2.1.1. 

2.1.2. 

Guidance Notes for the preparation of Draft Compositional Guidelines 

The draft compositional guidelines must be presented in a format in accordance with 
the requirements set out below in "Format for Draft Compositional Guidelines for 
Chemical Substances". 

The primary requirements of the Draft Compositional Guidelines are considered to 
be the minimum amount of descriptive information to characterise the proposed 
substance. Applicants may wish to include additional requirements, to that presented 
in the format below, if such information is applicable to the proposed substance. 

The TGA acknowledges the diversity of data that may be used to define medicinal 
substances and understands that there may be situations where the guidelines do not 
address all needs. If insufficient information is available to address requirements of 
the guideline, or there is a belief that such a requirement is not applicable or 
inappropriate in the definition of the substance, a sufficiently detailed justification of 
the omission must be provided in the application. The validity of any justifications 
will be considered in the application pre-assessment process. 

It should be noted, however, that any omissions of primary compositional 
requirements will be reviewed to determine whether the omission is indicative of 
limited knowledge and / or uncertainty of the composition of the substance. The 
TGA may challenge any justification(s) and request further information (under 
section 31 of the Therapeutic Goods Act 1989) before proceeding with the 
application, or under some circumstances the application may be rejected. 

2.1.3 Please indicate the method of analysis used to establish the corresponding limit in 
the "method" column of the guideline, ie. HPLC, GC or TLC. If the method and 
limits are based on a pharmacopoeia or published reference please provide all details 
in the relevant section of the Guidelines. 

Please note that if any proprietary methods are presented in the Draft Compositional 
Guidelines a brief description should be detailed in the application form. 

Unless written approval is provided in the application, details of proprietary 
methodology will not be distributed as stakeholder information on the final 
Compositional Guideline. By default methods used in the analyses of the substance 
will be presented as abbreviations. For example, HPLC, TLC, GC and IR. 

2.1.4 Secondary requirements are those that may be ancillary for the substances and 
should be included, where possible, in the guidelines. No justification is required for 
the omission of secondary requirements. 
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Format for Draft Compositional Guidelines for Chemical Substances 

Name of the Chemical Substance: This name must refer to the current or proposed 
Australian Approved Name of the substance 

General Requirements to be addressed 

Please present the draft compositional guideline in this format including, but not limited to, 
the following primary and secondary requirements. 

Requirement Method(s) Limits / Result 

Description 

Give a physical description of the Visual or otherwise Complies 
substance such as, physical form, 
colour, texture, viscosity, 
crystallinity (if solid) and 
organoleptic qualities 

For example, white to straw 
crystalline solid. 

Identification 

What is being .identified? List relevant methods of Complies 
Present identification of all identification 
relevant compounds. 

Assay 

What is determined in the List relevant methods of assay Relevant limits 
assay? for assay( s) 
Present assay of all relevant 
compounds or elements. 
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Organic or inorganic impurities 
What impurities are assayed? List relevant methods of assay Total limit of 

impurities in 
substance 

Impurity specific 
limits 

Solvent Residues 

What solvents? List relevant methods of assay Total limit of 
solvents 

Solvent specific 
limits 

Heavy Metals 

What metals? List relevant methods of assay Total limit of 
heavy metals 

Metal specific 
limits 

Microbiology List relative methods Total and specific 
microbiological 

loading 

) 

Secondary Requirements for solids 

Moisture List relevant methods Moisture limit per 
unit mass 



Secondary Requirements for Liquids 

Relative Density List relevant methods Relative density . 
limit 

pH List relevant methods pH limit 

Methodology 

) If analytical methods are referred to in the above table, for example HPLC, then please 
document details of the method in this section of the Draft Compositional Guideline. Where 
a published method has been cited, please provide full text copies of the literature. 
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Justification 

Please give detailed justification( s) for the omission of any primary requirement detailed 
above. 
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