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Metformin and patients on dialysis

Aust Prescr 2016,39:74-5
http://dx.doi.org/10.18773/austprescr.2016.041

| enjoyed reading the concise, well-referenced
summary on prescribing for patients on

dialysis.! However, the statement ‘Metformin is
contraindicated due to the risk of lactic acidosis’ is
not referenced and is perhaps not supported by the
available evidence.

A Cochrane review on the risk of fatal and nonfatal
lactic acidosis with metformin use in type 2 diabetes
concluded that there is no evidence at present that
metformin is associated with an increased risk for
lactic acidosis when prescribed under the study
conditions.? The authors commented that of the
334 prospective studies, 143 (53%) allowed for the
inclusion of renal insufficiency, following 37 360
patient-years of metformin use. One trial in the
review questioned the standard contraindications
by studying 393 patients, all with at least one
contraindication to metformin use, and found

no cases of lactic acidosis over four years.® All of
the patients had renal insufficiency, with mean
plasma creatinine concentrations of 1.5-2.5 mg/dL
(mean 1.8 mg/dL).

A review of metformin in chronic kidney disease
nicely summarises the issue.* It cites two small
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studies of metformin use in dialysis patients and
recommends 250 mg daily for peritoneal dialysis
patients and 500 mg after each dialysis session for
those receiving haemodialysis.

Metformin is renally excreted and in overdose has
been seen to cause lactic acidosis without other
contributory comorbidity. While there are grounds
for caution in patients on dialysis, an increased

risk of lactic acidosis has not been specifically
established. Many renal physicians choose to
administer metformin in reduced doses to selected
patients with end-stage renal disease because of its
proven efficacy in the management of overweight
patients with type 2 diabetes.

Stephen Richards
Renal physician
Perth
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Brendan Smyth, Ceridwen Jones and John
Saunders, the authors of the article, comment:

We thank Dr Richards for his comments

which highlight the growing interest in
extending the use of metformin to patients with
moderate to severe chronic kidney disease.
Within the constraints of our brief review we
preferred to adhere to a conservative
recommendation regarding metformin use in
end-stage renal disease without describing the
current controversy. We agree that recent studies
have substantially altered our understanding of the
risk-benefit profile of metformin in patients with
chronic kidney disease and we look forward to larger
studies with substantial follow-up of safety end
points. However, until these are available we would
continue to suggest that metformin not be used in
dialysis patients except under the close supervision
of a nephrologist or as part of a clinical trial.

Anal fissures and liquid paraffin
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Congratulations on the concise article on anal
fissure.! It covered pathology and management well
with one exception, the role of stool softening.

While the cause of an anal fissure is unknown, the
condition is perpetuated by the cycle:

pain — internal sphincter spasm — faecal
retention — hard stool — rapid anal stretching
at (inevitable) defaecation — opening of the
fissure — pain
This cycle can be broken by adequate stool
softening. Increasing fibre intake is slow to act and
often fails to give adequate softening. The stool
needs to be as soft as toothpaste.

Osmotic agents (e.g. macrogol) or non-absorbed
sugars (e.g. lactulose) can be used but have their
disadvantages. The cheapest, most rapid acting
product is liquid paraffin. A large dose can be given
initially so that within 24 hours defaecation is pain
free or almost so. In children, depending on their
age, a dose of 20-30 mL to start can be followed
by 10-15 mL twice daily. The dose can be easily
adjusted according to the response. Liquid paraffin
can be continued for two to three months, after
which it is reduced slowly. Fibre can then be used if
hard stools are a long-term problem.
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As paraffin is not digested, does not change
intestinal movement, and does not cause
movement of water in or out of the gut, it

is relatively safe. Some leaking of oil is seen
occasionally but this can be controlled by lowering
the dose by a few mL.

| have yet to find good evidence of a complication
other than pulmonary aspiration secondary to
gastro-oesophageal reflux. It is best to avoid giving
a dose last thing at night. Macrophages in intestinal
nodes can show micro droplets but no ill effect has
been noted. About 30 years ago there was a belief
that liquid paraffin could cause fat soluble vitamin
deficiency, however this has not been substantiated
by subsequent research.?

Hugh Martin

Paediatric surgeon
Sydney
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Steven Schlichtemeier and Alexander Engel, the
authors of the article, comment:

We thank Dr Martin for his response

detailing the use of liquid paraffin as part
of the conservative management of patients
with acute anal fissures. We agree that increased
fibre intake may not provide adequate stool
softening and often an additional or alternate
agent may be necessary to achieve adequate
stool consistency. Its effectiveness, cost and low
adverse-effect profile may make liquid paraffin the
product of choice in this situation. It may even be
the preferred agent to begin with in children as a
small amount of liquid may be favoured over
spoonfuls of fibre.

Unfortunately, most studies combine increased
fibre and laxatives with sitz baths as part of best
supportive management in comparison to topical
treatment, botulinum injections or surgery. There
is no good-quality evidence comparing increased
fibre to the different classes of laxatives in the
management of anal fissures. However, stool
softeners may benefit the patient without the need
for a drug, injection or surgery.
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