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Submission for Natamycin 

 
Part A  
1. International Non-proprietary Name (or British Approved Name or US Adopted 
Name) of the medicine.  
 
Natamycin. 
 
2. Proprietary name(s).  
 
Not applicable. 
 
3. Name of the company / organisation / individual requesting a reclassification.  
 
Not applicable. This request is made on behalf of the natural health products industry. 

 
4. Dose form(s) and strength(s) for which a change is sought.  
 
Not applicable. This request is made on behalf of the natural health products industry. 
 
5. Pack size and other qualifications.  
 
Not applicable. This request is made on behalf of the natural health products industry. 
 
6. Indications for which change is sought.  
 
Not applicable. This request is made on behalf of the natural health products industry. 
 
7. Present classification of the medicine.  
 
At the present time, natamycin is classified as a: 

• Prescription medicine. 
 
8. Classification sought.  
 
It is proposed that natamycin is classified as:  

• Unscheduled when in medicines for oral use containing 3 mg or less per 
recommended daily dose. 

• Prescription medicine except where specified elsewhere. 
 
9. Classification status in other countries (especially Australia, UK, USA, Canada).  
 
Australia 
Prescription medicine. 
Unscheduled when used as a food additive. 
 
Canada 
No information available. 
 
UK 
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Prescription medicine. 
 
Natamycin recommendations internationally 
Natamycin is used as a food preservative in cheeses, uncooked fermented foods such as 
sausages. 
 
Natamycin is permitted as an antimicrobial preservative in more than 70 countries, mainly for 
processed meat products, cheese and other dairy products. South Africa permits the widest 
range of uses, including cheese and cheese products, yoghurts, processed meat products, 
fish products, wine and fruit wine, fruit juices, fruit pulp and some canned foods.  Natamycin 
is permitted in the USA in cheese, some dairy foods, non-standardised salad dressings and 
soft tortillas. 
 
10. Extent of usage in New Zealand and elsewhere (eg sales volumes) and dates of 
original consent to distribute.  
 
Natamycin (INS 235) is a naturally occurring antimicrobial agent produced by the bacterium 
Streptomyces natalensis and related species. Standard 1.3.1 of the Australia New Zealand 
Food Standards Code currently permits: 15 mg/kg of natamycin on cheese surfaces and   
1.2 mg/dm2 on uncooked fermented manufactured meats in Australia and New Zealand. 
An application to allow it to be used in various other foods (bread, bakery products, fruit and 
vegetable preparations, dairy and fat based desserts, sauces and toppings) was withdrawn 
(FSANZ 2016) on the basis that the application did not meet the mandatory format and 
information requirements. 
 
11. Labelling or draft labelling for the proposed new presentation(s). 
 
Not applicable.  
 
12. Proposed warning statements if applicable. 
 
Not applicable. 
 
13. Other products containing the same active ingredient(s) and which would be 
affected by the proposed change. 
 
Natamycin is an active ingredient in Pimafucort topical cream and Pimafucort topical 
ointment, both containing 1% w/w natamycin. Both are currently Prescription Medicines. 
[1% is equal to 10 mg/mL]. 
 
The proposed change will not affect the status of these medicines. 
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Part B Reasons for requesting classification change including benefit-risk analysis.  
 
This change has been requested as a result of the consultation to inform the Regulations to 
the NHP Bill. The Ministry has received a request to allow natamycin to be used in natural 
health products, at a dose level of 0.3 mg/kg body weight/day. 
 
Natamycin (pimaricin) is a polyene antibiotic. The mechanism of action for polyene 
antibiotics is binding to sterols (principally ergosterol) in the fungal cell membrane. Bacteria 
are insensitive to polyene antibiotics because their membrane lacks sterols. Furthermore, 
induction of natamycin resistant mutants in yeast is reported to be difficult. Natamycin acts 
by disrupting cell membranes of yeasts and moulds, causing leakage and eventual lysis. 
Natamycin therefore tends to be cidal rather than inhibitory in action to yeasts and moulds.  
It is active at low concentrations against a wide spectrum of yeasts and moulds, including 
mycotoxin-producing fungi. 
 
Natamycin has also been used therapeutically (via topical application) to treat several types 
of fungal infections of the eye. 
 
This section should be supported by the following:  
 
1. A statement of the benefits to both the consumer and to the public expected from 
the proposed change.  
 
The Food Safety Authority has approved the use of natamycin in meats and cheeses in New 
Zealand and Australia, and also permitted for use in other foodstuffs elsewhere. 
 
The proposed change will allow natamycin to be used as a preservative in natural health 
products (at levels that total to 3 mg per daily dose). The use of natamycin can offer 
advantages over other preservatives, such as a wider spectrum of activity, very low use 
levels, no adverse flavour effects, and generally, vastly superior effectiveness and improved 
product shelf-life (Dalhoff and Levy, 2015).  
 
2. Potential risk of harm to the consumer as a result of the proposed change, and 
factors to mitigate this risk.  
 
The risks of toxicity from the proposed limit of 0.3 mg/kg bw/day is non-existent. If it is 
assumed that the average human body weight is 70 kg, this dose would equate to 21 
mg/day. 
 
The Joint Expert Committee on Food Additives (JECFA) established an acceptable daily 
(ADI) intake of 0.3 mg/kg bw/day based on human clinical studies. The level causing no 
toxicological effects in man was estimated to be 200 mg/per/day, equivalent to 3 mg/kg 
bw/day. Given that this dose was derived from human data, an uncertainty factor equal to 10 
was used to calculate the ADI. In 2002 JECFA confirmed this ADI. 
 
The WHO has concluded that natamycin is a Class III (slightly hazardous) technical grade 
active ingredient in pesticides (WHO, 2004). Class ratings are based on LD50 values for the 
rat. 
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Class LD50 values for the rat (mg / kg body weight) 

Oral Dermal 
Solids Liquids Solids Liquids 

Ia Extremely 
hazardous 

5 or less 20 or less 10 or less 40 or less 

Ib Highly 
hazardous 

5 – 50 20 – 200 10 – 100 40 – 400 

II Moderately 
hazardous 

50 – 500 200 – 2000 100 – 1000 400 – 4000 

III Slightly 
hazardous 

Over 500 Over 2000 Over 1000 Over 4000 

 
 
Health Canada has reported that technical grade active ingredient natamycin (98%) is of low 
acute toxicity via the oral, dermal, and inhalation routes. It is severely irritating to the eyes 
and slightly irritating to the skin. Natamycin is not considered a dermal sensitizer (Health 
Canada, 2016). 
 
The most recent comprehensive review of natamycin is the European Food Safety Authority 
report (EFSA 2009). A copy of this report is attached as Appendix 1. 
 
At the requested level of 0.3 mg/kg bw/day, toxicity risk from use of natamycin is considered 
to be minimal. 
 
3. Ease of self-diagnosis or diagnosis by a pharmacist for the condition indicated. 
 
Not applicable. 
 
4. Relevant comparative data for like compounds.  
 
Not applicable.  
 
5. Local data or special considerations relating to New Zealand.  
 
Not applicable. 
 
6. Interactions with other medicines.  
 
No information. 
 
7. Contraindications and precautions.  
 
Not applicable. 
 
8. Possible resistance.  
 
The human gastrointestinal flora may be exposed to trace quantities of ingested natamycin 
residues. The intestinal microflora is predominated by bacterial species, whereas yeast and 
fungal species are only ca. 0.001% of the total flora. Several studies in experimental animals 
indicate that natamycin and any potential degradation products do not express antibiotic 
activity in the colon. There is no experimental evidence of fungi acquiring resistance to 
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natamycin. As bacteria are not affected by polyenes, and fungi are found in low quantities in 
the intestinal tract, the consequences of exposure to ingested traces of natamycin could be 
considered as minimal. The European Food Safety Authority has concluded that there is no 
concern for the induction of antimicrobial resistance (EFSA 2009). 
 
 
9. Adverse events - nature, frequency, etc.  
 
No reports of adverse reactions have been found at low levels of use, in part because it is so 
poorly absorbed by the body. A 1960 study involved 10 people with systemic fungal 
infections who ingested between 50 milligrams and 1,000 milligrams of natamycin per day 
for up to 180 days. Only those individuals receiving 600 milligrams to 1,000 milligrams per 
day—hundreds of times more than people consume in food—experienced side effects such 
as nausea, vomiting, and diarrhoea (EFSA 2009). 
 
10. Potential for abuse or misuse.  
 
Natamycin is not habit-forming or a drug of abuse. No abuse or misuse is foreseen.  
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