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COLCHICINE- SAFE PRESCRIBING - TOE THE LINE!

P> ASSESS IF COLCHICINE IS APPROPRIATE AS A FIRST-LINE TREATMENT

P CONSIDER RENAL FUNCTION AND DRUG INTERACTIONS WITH OTHER MEDICINES

P> ENSURE PATIENTS UNDERSTAND THE RISKS ASSOCIATED WITH COLCHICINE

Colchicine is indicated for the treatment and prevention
of gout flares. It is best initiated within 24 hours of a gout
flare because early treatment leads to better patient-
reported outcomes.” If the response to colchicine is
considered inadequate, try other options such as NSAIDs
(non-steroidal anti-inflammatory drugs) or
corticosteroids."

Colchicine inhibits the inflammatory response to urate
crystals that cause pain and inflammation during a flare of
gout. Colchicine also helps to prevent flares and relieve
residual pain following a flare.” This is especially useful
while urate-lowering medicines such as allopurinol are
being initiated.** Colchicine alone will not prevent the
progression of gout to chronic gouty arthritis or
tophaceous gout.

Make sure patients understand that they should continue
their established urate lowering medicines (eg allopurinol,
probenecid, benzbromarone or febuxostat) without
interruption during a gout flare.

ASSESS IF COLCHICINE IS APPROPRIATE AS A FIRST-
LINE TREATMENT

The most appropriate therapy for a gout flare should be
based upon patient preference, prior response to therapy
and associated comorbidities." For some patients NSAIDs
or oral corticosteroids will be most appropriate.’
Colchicine is useful if patients have an increased risk of
toxicity with NSAIDs or prednisone, eg diabetes, or peptic
ulcer disease.® Doses of colchicine need to be adjusted if
renal function is compromised, or if there are interactions
with other medicines that delay colchicine metabolism.*
(See table ).

Note: Co-administration of NSAIDs or prednisone with
colchicine may be considered when gout flares are
characterised by severe pain, particularly in an acute
polyarticular flare, or a flare involving 1-2 large joints."
Please note, both colchicine and NSAIDs are renally
excreted, and NSAIDs are associated with decreased renal
blood flow which may increase the likelihood of colchicine
toxicity.

CONSIDER RENAL FUNCTION AND DRUG
INTERACTIONS WITH OTHER MEDICINES

Lower doses of colchicine are recommended for the
elderly, for patients with hepatic or renal impairment, and
for patients who weigh less than 50kg.

Colchicine is contraindicated in severe renal or hepatic
disease.’

The elderly are particularly sensitive to cumulative toxicity
with colchicine due to age-related renal impairment. If
colchicine is required, prescribe half the recommended
dose (see Table 1) and ensure they are aware of the signs
of toxicity. Acute renal failure has occurred in elderly
patients taking colchicine who become dehydrated
following episodes of diarrhoea and vomiting.®

Renal function | Initial dose | Continuing | Maximum
(eGFR) dose* dose*
Over 50mL, 1mg 0.5mg 1.5mg per
min/1.73m (2 tablets) | (1 tablet) course
1 hour 6mg over
later 4 days
10-50mt/ | 05mg 0.5mg 1mg
mln/173m (1tab|et) (1 tablet) (2 tablets)
Or elderly every 12- in first 24
24h hours
3mg
(6 tablets)
over 4
days
Under 10mL/ Avoid Avoid Avoid
min/1.73m’

Table 1: Colchicine dose recommendations for gout flares’

*Stop when relief obtained or at the first sign of toxicity.

All patients should be encouraged to use the lowest
effective dose of colchicine because toxicity is dose-
related.’® Low-dose colchicine (2 tablets initially, followed
by 1 tablet an hour later) compared with high-dose
colchicine (2 tablets initially, followed by 1 tablet every
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hour for 6 hours) in the first 24 hours of acute gout,
provides no loss of efficacy but a significant reduction
in adverse effects.”!!

The total dose of colchicine should not exceed 6mg
over 4 days.? In high-risk groups (elderly patients and
those with renal impairment), the maximum dose in
the first 24 hours should not exceed 1 mg and the total
dose of colchicine should not exceed 3mg over four
days.’?

It is important that there is a gap of at least 3 days
between courses of acute treatment to avoid toxicity
from colchicine accumulation.?

Colchicine prophylaxis

Colchicine prophylaxis therapy (0.5mg daily or twice
daily, or on alternate days)>** may be commenced the
day following treatment for a gout flare.

At this dose, colchicine is effective at preventing flares
of gout when patients start urate-lowering medicines
(eg allopurinol or febuxostat). It is important that
patients are aware of this, and continue to take
colchicine prophylaxis for 3-6 months after they
achieve target serum urate with their urate-lowering
medicines. >*?

Notable interactions

Colchicine is contraindicated if patients have renal or
hepatic impairment and they are taking other
medicines that increase the risk of colchicine toxicity.
These medicines include macrolides (eg erythromycin,
clarithromycin), imidazoles (eg fluconazole,
ketoconazole, itraconazole), protease inhibitors (eg
ritonavir), diltiazem, verapamil and ciclosporin.

Patients who are taking these medicines without renal
or hepatic impairment may take colchicine at a
reduced dose. See the New Zealand Formulary
www.nzf.org.nz for a comprehensive list.’

Patients who are taking statins or fibrates in
combination with colchicine, should be advised to
promptly report any unexplained muscle pain or
weakness; there have been some case reports of
rhabdomyolysis and myopathy with this combination.’

ENSURE PATIENTS UNDERSTAND THE RISKS
ASSOCIATED WITH COLCHICINE

During a gout flare, patients are likely to start
treatment with colchicine by themselves at home.*°
Appropriate patient education is important given the
narrow therapeutic range of colchicine. Patients are
particularly at risk of toxicity if they have a poor
understanding of how to take colchicine, possible side-
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effects and consequences of overdose.

A report of nine cases of colchicine overdose in the
Auckland region showed that 3 of the 4 accidental
poisonings occurred in Pacific Island men. Even allowing
for increased prevalence of gout in these groups, this
suggests that a special effort is needed when colchicine is
prescribed for these patients, especially if English is not
their first language.™

Patients should be informed to stop colchicine, and see
their doctor if they develop:

o abdominal pain
o diarrhoea, nausea, vomit‘ing9
o burning sensation of the throat, stomach or skin®

Ask the patient to take note of the dose taken so they
know to use lower doses during subsequent flare of gout.

In some circumstances toxic effects may not appear until
24 hours after ingestion of an acute dose.” If toxicity is
suspected, prompt admission to a hospital with intensive
care facilities is essential. There is no antidote; charcoal
may be considered but treatment is generally
supporh’ve.z'10

Remind patients to keep all medicines well out of reach
and out of sight of children and grandchildren. Children
are very vulnerable to colchicine poisoning; Doses as small
as 1 or 2 tablets can cause serious toxicity."

REFERENCES

1. Kjanna D, Khanna PP, Fitzgerald JD et al. 2012 American
College of Rheumatology Guidelines for management of gout.
Part 2: Therapy and anti-inflammatory prophylaxis of acute
gouty arthritis. Arthritis Care & Research 2012;64(10):1447-
61 http://onlinelibrary.wiley.com/doi/10.1002/acr.21773/pdf
(Accessed 21-01-19)

2. Healthcare Logistics Colgout New Zealand Datasheet; 26-01-
2016 www.medsafe.govt.nz/profs/datasheet/c/
Colgouttab.pdf (Accessed 21-01-19)

3. Zhang W, Doherty M, Bardin T, et al. EULAR evidence based
recommendations for gout. Part Il: Management. Report of a
task force of the EULAR Standing Committee for International
Clinical Studies Including Therapeutics (ESCISIT). Annals of
Rheumatic Disease 2006;65(10):1312-24.

4. Jordan KM, Cameron JS, Snaith M, et al. British Society for
Rheumatology and British Health Professionals in
Rheumatology guideline for the management of gout.
Rheumatology (Oxford). 2007;46(8):1372-4.

5. New Zealand Rheumatology Association Position Statement
on the use of colchicine in the treatment of gout. 2005
https://www.rheumatology.org.nz/home/resources-2/
(Accessed 21-01-19)

= continued


http://onlinelibrary.wiley.com/doi/10.1002/acr.21773/pdf
http://www.medsafe.govt.nz/profs/datasheet/c/Colgouttab.pdf
http://www.medsafe.govt.nz/profs/datasheet/c/Colgouttab.pdf
https://www.rheumatology.org.nz/home/resources-2/
http://www.nzf.org.nz

S A F E PP Vaitemata
4

SAFER USE OF HIGH RISK MEDICINES Besk Car for Everyoma

COLCHICINE

6. Dalbeth N, Gow P. Colchicine prescribing in patients with gout.
The New Zealand Medical Journal 2011;124(1339):4796 http://
journal.nzma.org.nz/journal/124-1339/4796/content.pdf
(Accessed 21-01-19)

7. Medsafe Prescriber Update. Spotlight on colchicine 2018;39
(1):8-9 https://medsafe.govt.nz/profs/PUArticles/March2018/
colchicine-spotlight.htm (Accessed 21-01-19)

8. Savage R. CARM Reports Acute Renal Failure. Best Practice
Journal. 2007; 6:26-7 www.bpac.org.nz/magazine/2007/june/
carm.asp (Accessed 21-01-19)

9. New Zealand Formulary Colchicine New Zealand Formulary
release 88—1 October 2019 www.nzf.org.nz/nzf 5674.html?
searchterm=colchicine (Accessed 25-01-19)

10. Medsafe Prescriber Update. Colchicine: Beware of toxicity and
interactions. 2011;32(1):2 www.medsafe.govt.nz/profs/
puarticles/colchicine.htm (Accessed 21-01-19)

11. Jayaprakash V, Ansell G, Galler D. Colchicine overdose: the devil
is in the detail. New Zealand Medical Journal 2007;120(1248):81
-88. http://www.nzma.org.nz/ _data/assets/
pdf file/0020/17840/Vol-120-No-1248-26-January-2007.pdf
(Accessed 20-01-19)

12. Dalbeth N, Stamp L. Managing gout in primary care Part 2. Best
Practice Journal 2018 https://bpac.org.nz/2018/gout-part2.aspx
(Accessed 21-01-19)

13. Atas B, Caksen H, Tuncer O, et al. Four children with colchicine
poisoning. Human and Experimental Toxicology 2004;23(7):353-
6

ACKNOWLEDGEMENTS

We wish to thank Nicola Dalbeth, Rheumatologist and Professor,
Department of Medicine, University of Auckland and Diana
Phone, Clinical Lead Pharmacist for Own My Gout programme,
Counties Manukau District Health Board, for their valuable
contribution to this bulletin.

For further information on other high-risk medicines visit our website at : www.saferx.co.nz
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