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Continuous versus 
intermittent methylene 
blue administration: 
which spin will win?

Sir,
The article by George et al. is indeed interesting.[1] However, 

a few aspects of their report require contemplation. The use 
of methylene blue continuous infusion in the management 
of methemoglobinemia due to insecticide poisoning is 
not congruent with current evidence. Methylene blue 
is a cationic thiazine dye and acts as an oxidant. It has 
assumed a signifi cant role, with diverse applications in 
clinical practice, but is fraught with risks of side-effects.[2] 
Methylene blue is reduced to leukomethylene blue by 
erythrocyte methemoglobin reductase in the presence of 
nicotinamide adenine dinucleotide phosphate (NADPH). 
Further, leukomethylene blue reduces methemoglobin 
to oxyhemoglobin. Therefore, large doses of methylene 
blue may result in higher levels of methylene blue 
rather than the expected leukomethylene blue, which 
could potentially induce acute hemolytic anemia, 
independent of preexisting methemoglobinemia.[3] This 
is strengthened by reports of the paradoxical induction 
of methemoglobinemia by methylene blue.

The possible mechanisms resulting in rebound 
methemoglobinemia include continued absorption of 
the inciting drug as well as prolonged half-life in the 
setting of renal or hepatic dysfunction.[4] For example, the 
hydroxylamine metabolites of dapsone responsible for 
the formation of methemoglobin have a half-life of over 
30 h and may linger in circulation for up to 35 days. These 
agents are metabolized to reactive metabolites that oxidize 
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Authors’ reply

Sir,
We thank Dr. Joob for showing interest in our case.[1] 

We described a case of thrombotic thrombocytopenic 
purpura (TTP) after transfusion of ABO incompatible 
blood in a heart surgery patient. To the best of our 
knowledge, there is no report of TTP after erroneous 
blood transfusion. ABO incompatible blood organ 
transplantation is performed after desensitization of 
the recipient through plasmapheresis and intravenous 
immunoglobulin. Thus, ABO incompatibility may not 
play a direct role in that setting. On the other hand 
calcineurin inhibitors, well-defi ned etiologic factors for 
development of TTP, might have played a role there. 
We also generated a pathophysiologic hypothesis in 
our case report. There was no clinically overt cancer 
but cannot rule out an occult malignancy.
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Authors’ reply (acute 
myocardial infarction 
and cocaine toxicity: One 
step closer)

Sir,
The article of Senthilkumaran et al.[1] in response 

to our article[2] pertinently raises the rising concern 
of substance abuse induced coronary artery disease 
in Indian subcontinent. Some of the points raised by 
them however need further clarifi cations. First, the 
controversy of thrombolysis in our patient of cocaine 
induced myocardial infarction (CAMI). As per the 
current guidelines thrombolysis is not contraindicated in 
CAMI, though primary percutaneous intervention (PCI) 
is defi nitely the preferred option.[3] This strategy is even 
more relevant in a country like India, where majority 
of our health care facilities are non-PCI capable. We 
should not deprive these patients the benefi t of timely 
thrombolysis when there are no other contraindications 
and primary PCI is not available. However, caution 
should be applied in thrombolytic therapy as cocaine 
users may have altered consciousness = induced fall 
and trauma, with some of the injuries not obvious on 
initial evaluation. Regarding our patient, we could not 
proceed with primary PCI due to fi nancial constraints 
of the patient.

Secondly, the role of calcium channel blockers in 
the treatment of patients with cocaine-associated 
acute coronary syndrome remains uncertain. Calcium 
channel blockers should not be used as a fi rst-line 
treatment, but may be considered for patients who do 
not respond to benzodiazepines and nitroglycerin.[3]

Regarding cardiac biomarkers, it was rightly pointed 
out that serum creatinine kinase level is not a reliable 
indicator of myocardial injury in cocaine users. This 
is the reason we went for additional measurement of 
troponine T in our patient.

Finally, through this letter, we seize the opportunity 
to share the present status of the index patient who 
is on our close follow-up for almost 2.5 years now. 
Apart from the cardiac medications, he was made to 
attend a strict de-addiction program. Currently, he is 
asymptomatic and his left ventricular ejection fraction 
went up to more than 50%.
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hemoglobin. The redox reaction to form methemoglobin 
regenerates the parent compound, which can then be 
remetabolized to the oxidative metabolite. Therefore, to 
prevent the relapse of methemoglobinemia, adequate 
decontamination with activated charcoal is essential. 
In addition, dextrose infusion is necessary, to provide 
adequate substrate to form NADPH, through the hexose 
monophosphate shunt pathway, which is essential for 
reducing enzymes to be effective.

The authors have used continuous infusion of methylene 
blue, to prevent rebound methemoglobinemia. Although 
there are reports[5] which advocate the continuous infusion 
of methylene blue to prevent rebound methemoglobinemia, 
it is prudent to avoid it as standard therapy.[6] The current 
recommended regimen is intermittent bolus dose of 
methylene blue for the treatment of methemoglobinemia.
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