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LETTERS TO THE EDITOR

In Reply: We thank Dr. Emmett for his interest in our 
article1 and his thoughtful comments regarding the 
exclusion of the anion gap as a diagnostic, severity, 
and resolution criterion for diabetic ketoacidosis.2

We would like to clarify that, in our view, the anion 
gap remains a fundamental tool in the evaluation of 
any patient with metabolic acidosis, including its cor-
rection for serum albumin and the calculation of the 
delta anion gap/delta bicarbonate ratio. Its exclusion 
from the diagnostic criteria for diabetic ketoacidosis 
should not in any way be interpreted as discourage-
ment of its use in acid–base assessment.

Although the rationale behind this decision is 
not clear to us from the text of the consensus report,2 
we believe it may be related to the observation that 
indirect or potential bicarbonate losses may even-
tually become the dominant mechanism of acidosis 
in diabetic ketoacidosis,3 potentially reducing the 
anion gap’s diagnostic accuracy. Moreover, because 
the anion gap is most useful when a baseline value is 
available, its negative predictive value may be limited 
in the absence of this value.

Nevertheless, Dr. Emmett rightly highlights an 
important subgroup of patients who present with 
hyperglycemia, severe ketonemia, metabolic acidosis, 

and a commonly coexisting metabolic alkalosis (due 
to volume contraction, vomiting, or both). In these 
cases, overt acidemia may be absent, and some patients 
may even exhibit alkalemia, a scenario described as 
“diabetic ketoalkalosis.”4 As a result, they may not 
meet the A (acidosis) criterion of diabetic ketoacidosis 
(pH < 7.3, bicarbonate < 18 mmol/L, or both),2 and an 
elevated anion gap may be the only diagnostic clue. In 
a retrospective study, of 157 patients presenting to the 
emergency department with hyperglycemia, elevated 
anion gap, and beta-hydroxybutyrate of 3 mmol/L or 
greater, 30.2% did not meet the pH or bicarbonate 
thresholds for the A criterion, underscoring the fre-
quency of this presentation.5

In summary, we concur with Dr. Emmett that 
excluding the anion gap from the diagnostic criteria 
for diabetic ketoacidosis may pose challenges, and 
we believe it could have been retained as an alterna-
tive component within the A criterion for diagnosis. 
However, we can appreciate the rationale behind 
its removal from the severity and resolution criteria 
in favor of including beta-hydroxybutyrate levels. 
Ketonemia is the hallmark of diabetic ketoacidosis, 
and beta-hydroxybutyrate is its principal and most 
specifi c biochemical marker.
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