Letters to the Editor

Flummoxed by Diamox

Sir,

A 39-year-old female, case of idiopathic intracranial
hypertension, presented to the emergency medicine department
with breathlessness and diplopia. She had a history of
hyperreactive airway disease and had similar symptoms,
3 months back which was relieved by over-the-counter
medications. The diplopia was present even on primary gaze. Ten
days before the present episode, she had developed worsening
diplopia, for which she was started on acetazolamide (Diamox)
500 mg twice daily by a neurologist. On admission, the patient
had wheeze and the breathlessness was attributed to the
bronchoconstriction.

Routine laboratories showed hypokalemia. Unexpectedly,
the arterial blood gas analysis showed high anion gap
acidosis [Table 1]. We were consulted for metabolic
acidosis. While acetazolamide can cause metabolic
acidosis in relatively modest doses,!') the anion gap is
normal in acetazolamide-induced metabolic acidosis.
The patient’s albumin level was normal (4.5 g/dl) and
the albumin correction was not necessary. Her renal
function was normal and there was no hyperlactatemia. We
considered the possibility of addition of an unmeasured
anion to the circulation and quickly ruled out the known
offenders such as salicylate and ethylene glycol. History
was revisited and the patient revealed that she had taken a
native medication called Pankaja Kasthuri, popular in this
part of the country. The chemical composition of Pankaja
Kasthuri is unknown. We hypothesize that the high anion
gap could have possibly arisen from unmeasured anions
in the native medication.

Both acetazolamide and the native medication were stopped
and serial arterial blood gas analyses were done [Table 1].

Table 1: Arterial blood values

Parameter Baseline Day1 Day2 Day3 Day4 Dayb
pH 7.034 7288 7.336 7381 741  7.446
pCO, (mmHg) 36.1 256 228 250 287 287
HCO, (mmol/L) 9.2 1.9 119 145 178 195
AG (mmol/L) 30.4 207 214 179 178 163
Delta AG 1.24 072 078 062 094 096

AG: Anion gap

The patient was also treated with oral bicarbonate. Over
a period of 4 days, the blood gas abnormalities and the
hypokalemia gradually reversed. We calculated the delta

anion gap (gap-gap) as
Delta anion gap = (Anion Gap-12)/(24- HCO,)

In patients with high anion gap acidosis, the delta anion gap
helps in detection of coexistent nonanion gap acidosis. If
there is a coexistent nonanion gap acidosis, the reduction in
bicarbonate is disproportionately more than the increase in
anion gap.”! In such cases, the delta anion gap is <l. As we
see in Table 1, the primary abnormality in day 1 is the high
anion gap acidosis, but as the patient improved, the effect of
acetazolamide (normal anion gap acidosis) predominated.
Thus, we assume that the unmeasured anion in the circulation,
which presumably came from the native medication, has a
shorter half-life than acetazolamide.

Symptomatic acidosis with acetazolamide is not rare.l!
However, high anion gap acidosis has not been described with
acetazolamide and in our case was possibly induced by the
concurrent intake of native medication. The same medication
has been associated with hyperprolactinemia.! As this native
medication is commonly used in South India, endocrinologists
should be aware of its adverse effects.
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