HISTORICALLY ACCEPTED USE
Tertiary and Quaternary Committee

Executive Summary

Date: March 2020

Medicine (INN): 5-fluorouracil topical ointment

Medicine (ATC): LO1BCO2

Indication (ICD10 code): L57.0 Actinic Keratosis

Patient population: Patients with actinic keratosis — field directed treatment

Prevalence of condition: The National Cancer Registry (2014) does not provide any information regarding the
incidence of Actinic Keratosis (AK) as it is a pre-cancerous condition. AK prevalence in a Turkish study was
found to be 2.50% among patients of all ages.! Prevalence higher in European countries at 19-24% (Fair skin is
a risk factor) in those older than 60 years.?

Level of Care: Tertiary and Quaternary

Prescriber Level: Dermatologist

Current standard of Care: 5-fluorouracil

Search: "Keratosis, Actinic"[Mesh] AND "Fluorouracil"[Mesh] AND (Meta-Analysis[ptyp] OR Randomized
Controlled Trial[ptyp] OR systematic[sb])

Efficacy estimates: A network meta-analysis (2013)3 evaluated eight treatments (fluorouracil 0.5% and 5%,
ALA-photodynamic therapy, cryotherapy, diclofenac 3%, hyaluronic acid 2.5%, imiquimod 5%, ingenol
mebutate 0.015-0.05%, MAL-photodynamic therapy, and placebo) for actinic keratosis. The efficacy ranking of
‘participant complete clearance’ was highest in those treated with 5-FU. It must be noted that data is weak
with selective reporting.

Historically accepted use Criteria

Criteria Comment
1| The medicine is included in the WHO Model Essential YES NO
Medicines List, either as a core or complementary ‘ X ‘ ‘
item, for the indication requested.
2| The medicine is currently registered by SAHPRA for the YES NO
indication. ‘ X ‘ ‘
3| There is evidence of long-established (prior to 1996%*) YES NO

safe and effective use of the medicine for the ‘ X ‘ ‘

Comment: initial studies from the early 1970s

recognised indication in the public health sector. 456

4| No new safety or efficacy concerns. YES NO
Lox ] |
Comment: Women of childbearing age should be

on contraception.




5| Budget impact is not expected to have an incremental YES NO

increase, that a de novo review is justified. X ‘ ‘

Comment: Price per course: R1220.10 (twice daily
applications for 2-4 weeks)

6| Equitable access across the country is essential, and is YES NO

limited only by the availability of adequately trained X ‘ ‘

staff and availability of equipment.

Comment:

* The Essential Drugs Programme (EDP) of South Africa was established in terms of the National Drug Policy (NDP) which was implemented
in 1996

Recommendation

It is recommended that 5-fluorouracil ointment be included on the Essential Medicines List for the

management of actinic keratosis.
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Appendix

Safe application of 5-fluorouracil topical ointment
Always apply according to doctors instructions

The following application principles should be taken into account:

e Applied once or twice daily.

e Best to apply mornings and evenings (try not to apply at bedtime- contact with pillows may cause
undesirable spread).

e Apply a thin layer on affected area. Avoid contact with eyes, nostrils, and lips.

e Do not apply to broken skin or open cuts.

e (Can be applied with a finger, however be sure to wash hands after applying.

e Moisturizers and makeup should only be applied 20 minutes after application of 5-fluorouracil topical
ointment.

e Always apply sunscreen (high sun protection factor) to those areas exposed to the sun (apply 20 min
after application of 5-fluorouracil topical ointment.

e Limit exposure to the sunshine and wear appropriate clothing to cover exposed areas.
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