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The Secretary, Medicines Classification Committee Medsafe
PO Box 5013

Wellington 6145
New Zealand
Sent by email : committees@moh.govt.nz
From:
New Zealand Self Medication lndustry Association lnc.
P O Box 6473
Auckland
New Zealand

Dear Sir/Madam,

to public consultation forthe Medicines Classification Committee Agenda for
meeting- ltem 6.3 Pholcodine

Re: Response

64th

The New Zealand Self-Medication lndustry Association lnc (NZSMI) is the national trade association
representing importers, manufacturers, marketers and distributors of a wide range of products,
generally available "over-the-counter" (OTC) and mainly for use in self-medication by New Zealand
consumers. NZSMI's mission is to promote better health through responsible self-care. This means
ensuring that safe and effective self-care products are readily available to all New Zealanders at a
reasonable cost. SMI works to encourage responsible use by consumers and an increasing role for
cost-effective self-medication products as part of the broad national health strategy.
We appreciate this opportunity to provide feedback on this upcoming agenda item
NZSMI will order its comments based on a view of the past, current and future treatment of this

ingredient.
Old Medicine
It appears that one of the driving factors behind the current review of Pholcodine efficacy and safety
is because of its age. Having been developed in the 1950's it is a grand-fathered ingredient and has
been accepted as useful and safe for OTC supply by the regulator, to date. This is based on the very
low incidence of side effects in relation to the hundreds of millions of doses consumed by patients
who have either been prescribed or purchased Pholcodine.

the research data on Pholcodine from forty and fifty years is frail. Much of it
does not have placebo comparison or double blind implementation. Much of it was conducted with
products containing combination active ingredients making it difficult to accurately define cause and
effect to Pholcodine alone. And there is none since 2000. No single study measures up as definitive'
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However, when read as a body of work there are valid conclusions. All conclude cough suppressant
activity - none conclude ineffectiveness. Only products in combination recorded adverse effects; the
rest either did not comment on any adverse effects or recorded no adverse effects. lt is
acknowledged that many of these studies have small samples, often poor recording techniques and
were often working to hypotheses of efficacy in comparison to other suppressants.
That said, this ingredient has been on the commercial market for seventy years. NZSMI can think of
no other ingredient that has stood the test of that sort of time frame without falling from favour
because of risk or poor performance or no perceived value.
Reclassification because of age ig in our opinion, not reasonable. And the use of the phrase
"assumed efficacy''also lacks reason and qualification and should be dismissed. Pholcodine does not
have efficacy as proven by modern day research but does have efficacy proven by aged research and
seventy years survival as a commercial product.
Old Arguments
The primary argument for a change of classification springs from the potential connection of
Pholcodine use to an anaphylactic response. This started twenty years ago with a hypothesis that a
quaternary ammonium ion component in Pholcodine reacted with certain neuromuscular blocking
agents used in general anaesthesia to cause anaphylaxis.
Subsequent studies over the next decade aimed to substantiate the hypothesis but in all cases there
was no definitive conclusion able to be made. Many of these studies involved serum samples (in
some case 40 year old samples). Reasons for this ranged from unexplained anomalies that showed
positive response to lgE antibodies in countries where Pholcodine had never been available, to
gender discrepancies of 100% in other studies, and still others that strongly indicate environmental
factors are more significant than Pholcodine consumption when measuring the potential for an
anaphylactic response, often referred to as the "hairdresser's and baker's" analysis. This came about
because many other foods, drugs, cosmetics, disinfectants and industrial compounds contain QAI's
that could have caused sensitisation.
Again, like the arguments for not changing classification just hecause of age, NZSMI contends that all
of these studies have failed to show a definitive causative relationship but should instead be looked
at as a body of work. There may be some relationship between pholcodine and an anaphylactic
reaction but given the millions of doses consumed it is an eKremely tenuous one. NZSMI contends

the solution to this concern, if it exists, is not helped at all by a change in classification.
Probably as a result of these numerous non-definitive studies the EMA reviewed the evidence for
link between pholcodine and NMBA-induced anaphylaxis in 20LL. They considered the evidence
available at the time to be circumstantial, not entirely consistent, and insufficient to support the
conclusion that there is a significant risk of cross-sensitisation to NMBAs. NZSMI supports this
conclusion but also notes and acknowledges their other comment, that more data is required.

a

It is understood that about this time a group of New Zealand anaesthetists lobbied the regulator to
ban the sale of Pholcodine. Given the lack of weight in thr! evidence at that time, the regulator
declined. The lobbying for this action has, however, not stopped and it re-appears from time to time
albeit without any additional argument, new data or sound reasoning. NZSMI does not agree that
this course of behaviour warrants a change in classification.
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Perhaps, however, as a result of this lobbying the MCC reviewed the classification of a number of
cough medicines in 2018 primarily due to concerns about their potential for abuse. lt was unusual
that Pholcodine was included here because there is no evidence over its seventy years of use that
Pholcodine attracts abuse as do many other medicines. The MCC then re-endorsed the Pharmacy
Only classification of Pholcodine. NZSMI supports this finding.
The Current Situation
Since the upscheduling of dextromethorphan containing cough mixtures in 2019 there are few
remaining efficacious remedies available in retail pharmacy or general sale. This is particularly
concerning for dry cough symptoms. When upscheduling dextromethorphan the MCC commented
that other safer treatments were available to the public. NZSMI can find no other cough

suppressants (apart from Pholcodine) available for dry cough that have anything like the quality of
research the MCC is seeking to validate benefit claims.
The New Zealand market has a plethora of natural remedies and alternative healthcare products
that seek to satisfy a market for dry cough relief. These products are not registered as medicines and
have little or no clinical study back-up.
There is a real danger that the removal of pholcodine from pharmacy store shelves to behind the
counter and only available from a Pharmacist will lead to inappropriate purchase of cough relief
product simply due to lack of choice and that patients are unaware of the ,,pharmacy Only',
cateBory. This has been quantitatively proven by the almost total loss of sales for Dextromethorphan
containing products from the middle of last year to now. New Zealand's advertising regulations
make informing the public of this category difficult. NZSMI believes the regulator is responsible for
creating the environment where safe and effective medicines are available to the wider public and
that restricting choice via the Pharmacist Only classification is unwarranted and counter-productive
to good primary healthcare.

It is also important to note the relatively small market that dry cough presents to New Zealand
suppliers. lf an upscheduling was to occur product would no longer be harmonised with Australian
suppliers due to a disparity in schedules and there is a VERY high likelihood that product would be
withdrawn from New Zealand shelves. NZSMI contends this is a highly undesirable outcome given
the data around the reasons for change.
The Future

Where to from here? The MARC agreed the link of Pholcodine causing hypersensitivity is suggestive
rather than conclusive but also sought regulatory action to limit unnecessary exposure to the
medicine alongside general anaesthesia using NMBA's. NZSMI does not believe that action should be
upscheduling to Pharmacist Only as this will likely not solve the perceived problem.
Pharmacists would have to be trained to appropriately interrogate patients about the likelihood of
them having a general anaesthetic in the future and advising them of the risks of receiving NMBA,s
in any future general anaesthesia. This is not appropriate or realistic primary healthcare.

It raises questions about how long after taking pholcodine is a patient potentially at risk, does this
risk apply to all patients, is the risk cumulative, is the risk permanent or transient and a plethora of
other unanswera ble q uestions.
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Similarly, warning labels on product with language ol or like, "Cross-sensitivity to neuromuscular
blocking agents may lead to anaphylactic reactions" does little, in our opinion, to appropriately and
rea

listically educate patients.

A far more sensible approach is to direct the warning advice to the cohort most likely to be affected
- those receiving NMBA's. And this advice should be delivered by the health professionals

administering the NMBA's; the anaesthetists. There are already substantial protocols used prior to
anaesthesia and these already include questions about immediate prior use of all medications and
should include pholcodine. Given the suggestive nature of some of the research these questions
could also include questions around exposure to other QAI epitopes also found in many other
compounds such as antihistamines, anti-anxiety agents, anti-hypertensives, parasympathomimetics,
and narcotics.
Also needing to be considered is the action patients will take when self-care treatment is not easily
accessible. As earlier stated by NZSMI and proven by patient behaviour seen after other products
are up-scheduled, changing supply classification to Pharmacist Only severely curtails access.
Published results of recent independent research commissioned by NZSMI states
The NZSMI survey revealed that if faced with the unavailability of an OTC product, 27 - 7 3o/o of consumers would
GP for treatment depending on their medical conditions. This would result in GP's shouldering an increased
burden and add to the growing overcrowding in waiting rooms in both GP clinics and our hospitals. Other options
were to use a homemade remedy or not treat the ailment at all.ii

visit their

Another course of action likely to occur is the self-selection of inappropriate or ineffective
treatment due to lack of choice. This will likely lead to extended discomfort at best to
exacerbated illness and the need for secondary treatment at worst.
Conclusion
NZSMI does not believe any change in scheduling is either necessary or helpful

We also strongly believe harmonised scheduling with Australia is important in promoting
continued access for patients to "small market" products like Pholcodine.
And that patient education of possible sensitisation to NMBA's by Pholcodine is best
addressed by those administering these products rather than product labelling changes that
cannot adequately explain the potentialissue and scope of the pholcodine hypothesis.
As always, we are appreciative of

Scott Milne

-

the opportunity to have input into these discussions.

Executive Director

For: New Zealand Self Medication lndustry Association

