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Wong Chit Wa ve ark. bakim evinde kalan yaglilarda
metformin kullanimmin B12 vitamini eksikligi ile
iligkili olup olmadigim1 arastirdiklar1  ¢aligmada
metformin kullaniminm B12 vitamini eksikligi riskinin
ve ciddiyetinin artmasina yol actigini bulunmustur. Bu
caligmada serum B12 konsantrasyonunun <150 pmol / L
olan olgular vitamin B12  eksikligi  olarak
degerlendirilmis olup kisilerin klinikleri hakkinda bilgi
verilmemigtir. Serum B12 konsantrasyonunun 150
pmol/L'nin altinda se¢ilmesi, B12 eksikligini teshis
etmek i¢in yeterli degildir. B12 vitamini eksikligini
teshis etmek i¢in klinik bagvuru, fonksiyonel testler,
intrakorpuskiiler vitamin B12 diizeyi ve B12 vitaminini
etkileyen komorbiditeler degerlendirilmelidir.

Wong Chit Wa et al., in which they aimed to investigate
whether metformin use is associated with vitamin B12
deficiency in the institutionalized elderly, and found that
metformin use lead to an increased risk and severity of
vitamin B12 deficiency. In this study vitamin B12
deficiency was diagnosed if the serum vitamin B12
concentration was <150 pmol/L and the clinical
presentation of cases defined as vitamin B12 deficient

was not mentioned. Selecting serum vitamin B12
concentration below 150 pmol/L is not enough to
diagnose B12 deficiency. Clinical presentation,
functional tests, intracorpuscular vitamin B12 levels and
the comorbidities which have effect on vitamin B12
should be evaluated to diagnose vitamin B12
deficiency.
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We read with interest the study by Wong Chit
Wa et al., in which they aimed to investigate
whether metformin use is associated with
vitamin B12 deficiency in the institutionalized
elderly, and found that metformin use lead to
an increased risk and severity of vitamin B12
deficiency (1). We think that some
methodological issues should be considered
while determining this relationship.

The diagnosis of vitamin B12 deficiency has
been based on low serum vitamin B12 levels,
less than 150 pmol/L (200 ng/L), along with its
own clinics. In addition, patients with vitamin
B12 levels more than 295 pmol/L (400 ng/L) is
defined as normal, while those with
between 200 and 400 ng/L are considered
borderline and should be evaluated further by
functional tests such as methylmalonic acid
(MMA) and homocysteine, to clarify or
exclude the diagnosis of Vitamin B12
deficiency (2).

Clinical presentation is the most important
factor for assessing vitamin B12 status. In
geriatric population neurologic abnormalities
may occur before the hematologic changes. In
this study vitamin B12 deficiency was
diagnosed if the serum vitamin B12
concentration was <150 pmol/L and the
clinical presentation of cases defined as
vitamin B12 deficient was not mentioned. If
there is no clinical suspicion, the low value can
be considered as vitamin B12 deficiency (2,3).
Selecting serum vitamin B12 concentration
below 150 pmol/L is not enough to diagnose
B12 deficiency. Without testing serum MMA
concentrations, the threshold level of the serum
vitamin B12 is not suitable for diagnosis of the
vitamin B12 deficiency.

Metformin is the first-line drug for the
treatment of type Il diabetes mellitus. The use
of metformin is contraindicated in patients
with an estimated glomerular filtration rate
(eGFR) <30 mL/min, and the initiation of
metformin is not recommended in patients with
an eGFR between 30 and 45 mL/min (4). In
the present study the authors conclude that the
metformin dose was lower due to renal failure

and gastrointestinal intolerance but eGFR is
unspecified. It would be good to disclosure the
eGFR measurement of the cases. Furthermore,
Van Loon reported that vitamin B12 and
MMA levels without adjustment in eGFR may
lead to 40% more vitamin B12 deficiency
diagnosis (5).

Metformin use is known to decrease the level
of vitamin B12 and it was shown that
metformin treatment was associated with low
serum vitamin B12 and improved intracellular
vitamin B12 metabolism despite low serum
vitamin B12 (6). As in this study it is obvious
that metformin decreases serum vitamin B12
levels and some of the patients may not have
their own clinic of vitamin B12 deficiency (not
mentioned in the study), diagnosed as vitamin
B12 deficiency incorrectly. There is no
significant difference in MCV when metformin
and non-metformin groups are compared. This
may be an indication of the necessity of the
measurement of intracellular vitamin B12. In
this case the percentage of vitamin B12
deficiency will be different from the
calculated.

In conclusion, Wong Chit Wai et al.
contributes valuable data to medical literature,
but the studies investigate that the relationship
between metformin use and vitamin B12
deficiency should evaluate aforementioned
factors to provide a clearer picture to the
readers.
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