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REPLY

Reply to ‘Some More Comments on
Folate Deficiency in Chronic Pancreatitis’

Gopalakrishna RajesH, Banavara Narasimhamurthy Girish?,
Kannan Vaidyanathan®, Menon Saumyd, Vallath Balakrishnan®

Departments ofGastroenterologyPhysiology, andBiochemistry;
Amrita Institute of Medical Sciences. Cochin, Kexdhdia

Dear Sir,

We appreciate the interest shown by Wagner [1]. His
comments highlight the complex interrelationship
between folate, methyl group metabolism and choline
metabolism.

Folate and betaine independently serve as methyl
donors for homocysteine remethylation to methionine
Recently, Christensemrt al. have demonstrated that
increased utilization of betaine for homocysteine
remethylation in folate deficiency may lead to sises

by disrupting choline metabolism [2].

While betaine has been used in the treatment of
homocystinuria due to cystathionine-beta-synthase
deficiency, other approaches to homocystinuriauitel
vitamin Bs supplementation (in the responsive or
milder phenotypic variant) and methionine restoiati

in addition to folate and vitaminBsupplementation.

In our study, we demonstrated the defects in thestr
sulfuration pathway (cysteine and glutathione
deficiency) in patients with chronic pancreatiti3)]. [
However, we did not estimate vitaming Bevels or
cystathionine-beta-synthase  activity  which  are
important components of the trans-sulfuration pathw

In the case of isolated remethylation disorderh1ag
methylenetetrahydrofolate reductase (MTHFR) defye

the very rare methionine synthase reductase (Cioil)
methionine synthase (CblG) defects, and the recentl
identified CblID-variant-1 defect, the use of bottalo
folate and betaine supplements have been shown to
have a favorable outcome when used in the early of
treatment [4]. Of course, such rare primary single
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defects are a poor analogy for a complex diseasd s
as chronic pancreatitis.

Recently, Leeet al. have demonstrated among the
participants of the Framingham Offspring Study that
while higher choline and betaine intakes were
associated with lower concentrations of both fagstin
and post-methionine load homocysteine, especially i
those with low folate and vitamin ;B levels; the
inverse association between choline and betairadent
with  homocysteine concentrations was no longer
present after folate fortification [5].

Thus, betaine supplementation as suggested by Wagne
[1] may well have possible benefits in chronic
pancreatitis but should probably be attempted as¢h
with normal folate levels. We have recently
demonstrated zinc deficiency in patients with clizon
pancreatitis and have shown that this correlatetth wi
exocrine and endocrine insufficiency [6]. Interegty,

a recent study showed that zinc supplementation
reduced serum homocysteine and increased vitamin B
and folate concentrations in type 2 diabetic p#&ien
with microalbuminuria [7]. In conclusion, recent
literature suggests the need for developing a timlis
view; additional studies are needed to establish
evidence-based guidelines for the supplementation o
antioxidants, methyl donors and lipotropes in pasie
with chronic pancreatitis.
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