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Summary

We describe a case of a 65-year-old woman admitted to
the hospital for suspected of epileptic crisis. She was af-
fected by diabetes and hiatal hernia for which she was
taking Proton Pump Inhibitors (PPIs) for about 8 years.
She showed hypocalcaemia, hypomagnesaemia, hyper-
parathyroidism and severe hypovitaminosis D. We ex-
clude malabsorption and magnesium loss. After restored
vitamin D levels, stopped use of PPI, start calcium and
magnesium supplementation normal values of the ions
were restored. This case underlies the importance of
evaluate magnesium routinely, other than calcium and
vitamin D, and use PPI more carefully.

KEY WORDS: protom pump inhibitors; magnesium; hypocalcaemia; hypopa-
rathyroidism.

Introduction

Proton Pump Inhibitors (PPIs) are currently routinely used in
patients affected by gastric diseases and recently they have
been associated with hypomagnesaemia which in turn can
induce PTH and calcium imbalance.

Case report

A 65-year-old female was admitted to the hospital for “suspect
of epileptic crisis”. The patient presented with stiffness and
lapse of consciousness, which lasted for about 15 minutes, as-
sociated with tongue biting but no sphincter release or tonic-
clonic seizures; the patient had no memory of the accident.

The patient had a history of type 2 diabetes complicated with
diabetic retinopathy and peripheral artery disease, chronic
kidney disease, atrial fibrillation and hypertension. She had
hiatal hernia and prior duodenal ulcer since 8 years and
chronic hypocalcaemia and hypomagnesaemia.
Her medications included: amlodipine 5 mg ¼ cp day, ramipril
5 mg twice a day, furosemide 25 mg twice a day, doxazosin 2
mg day, metoprolol 100 mg day, glyburide 2,5 mg + phen-
formin 25 mg three times a day, pantoprazole 40 mg day, eze-
timibe 10 mg + simvastatin 40 mg day, warfarin.
The patient underwent a CT brain, an MRI and an EEG none of
which showed an organic cause for the epileptic episode, but
only a recent small ischemic lesion in the right precentral zone.
Exams showed: sodium 140 mmol/l (normal range 136-145),
potassium 3,9 mmol/l (nr 3,4-4,5), hypomagnesaemia (0,14
mmol/l, nr 0,70-1,05) and hypocalcaemia (1,17mmol/l, nr
2,10-2,55), phosphoremia 1,12 mmol/l (nr 0,81-1,4) with ele-
vated PTH levels (71,2 ng/l, nr 4,6-26,8) and hypovita-
minosis D 11 nmol/l (nr 75-250), low urine calcium 0,69
mmol/24h (2,5-7,50) and normal urine phosphorus 15,8
mmol/24h (nr 12,9-42,0). The hypocalcaemia was treated for
the first three days with intravenous calcium gluconate (4
mg/day) and then with oral supplementation (calcium car-
bonate 2 g/day). At the same time the patient was started on
calcitriol (0.5 mg/day) and cholecalciferol (300.000 UI oral
load followed by a regime of 8.000 UI weekly). Likewise the
hypomagnesaemia was treated with intravenous and oral
supplementation (magnesium sulphate 2 g/day, for the first
three days and magnesium pidolate 4,5 g/day, for the next
days, respectively). Serum calcemia and magnesemia im-
proved consequently but did not achieve the normal range. 
At the same time, there was a decline in PTH level, restored
to the normal range.
In order to understand the origin of the ion imbalance we in-
vestigated the possible causes of hypocalcaemia and hypo-
magnesaemia.  
We started investigating the hypocalcaemia excluding mal-
absorption, which could have also explained the hypovita-
minosis D. Celiac disease and Inflammatory Bowel Disease
(IBD) were also considered: the anti-transglutaminase anti-
bodies determination was negative, the gastric endoscopy
with biopsy showed only minimal gastric inflammation, the
colonoscopy showed diverticulosis of the colon and the lev-
els of hepatic and pancreatic enzymes were normal.
Investigating the hypomagnesemia we ruled-out the follow-
ing possible causes:
1) Renal loss: it is defined by the presence of hypomagnesaemia

and 24-hours urine magnesium greater than 1 mmol/l (1).
a) The main causes of renal magnesium wasting are the

Gitelman and Bartter syndromes: both are character-
ized by hypomagnesaemia, hypokalaemia, metabolic
alkalosis and normal blood pressure; the main differ-
ence between the two diseases is that urinary calci-
um value is elevated in Bartter syndrome and re-
duced in Gitelman’s (2). Our patient had high-blood
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pressure and normal blood levels of potassium, which
allowed us to exclude both syndromes.

b) Diabetes can be a rare cause of renal loss of magne-
sium because it increases the renal tubular flow.

2) The extra-renal causes of hypomagnesemia (24 hours
urine total magnesium lower than 0,5 mmol/l) are repre-
sented by intestinal malabsorption such as IBD, chronic
pancreatitis and alcoholism (1); these causes had been
already excluded in our patient.

3) Iatrogenic: some drugs can induce renal magnesium loss
through two mechanisms causing renal toxicity (for ex-
ample aminoglycosides) or decreasing tubular reabsorp-
tion (1) (such as loop diuretics, which were taken by the
patient). Proton Pump Inhibitor (PPI) have been recently
associated with hypomagnesemia (3) through mecha-
nisms not yet fully understood, but mainly by reducing
the intestinal absorption (4). Among the drugs chronically
taken by the patient two could be the cause this ion im-
balance: furosemide and pantoprazole.

During the hospitalization we stopped pantoprazole and re-
placed it with ranitidine, we also replaced furosemide with
amiloride and hydrochlorothiazide. We kept the oral supple-
mentation of both calcium and magnesium managing to nor-
malize their blood levels in 10 days (Figure 1). At discharge
serum calcium was 2,23 mmol/l and the magnesium was
0,82 mmol/l.

Discussion

Although it was the hypocalcaemia that led to the neurologi-
cal symptoms, it should be noted that hypomagnesaemia af-
fects calcium homeostasis. The pathophysiological mecha-
nism that correlates the hypomagnesaemia to hypocal-
caemia is explained by the so-called paradox of blunted
parathormone (PTH) secretion (5): a severe hypomagne-
saemia causes a reduction of PTH secretion, thus inducing a
functional hypoparathyroidsm and a secondary hypocal-
caemia; on the other side if magnesium levels are just slight-
ly reduced this induces PTH secretion.
Magnesium homeostasis is regulated by intestinal absorption
and renal excretion. PPIs cause electrolyte disturbance
through a mechanism not jet fully understood. Among the
pathophysiological mechanisms hypothesized there is a de-
creased magnesium intestinal absorption due to the interfer-
ence with both the active transport mechanism, mediated by

transcellular transient receptor potential melastatin 6 and -7
(TRPM6 and -7), and the passive transport mechanism (us-
ing paracellular channels). In addition, altering the intestinal
pH, PPIs modify the function of active transporters inducing
hypochlorhydria thus decreasing ingested Mg salt solubility
(4). To support the hypothesis for which there is a decrease
Mg intestinal absorption in course of PPI therapy there is the
evidence that the urinary magnesium in these patients is
consequentely reduced (6). In March 2011, the US Food and
Drug Administration (FDA) issued a safety announcement
about the association between PPI use and hypomagne-
saemia, although only 1% PPI’s adverse effects is represent-
ed by hypomagnesemia. Such an adverse reaction occurs
most frequently in elderly patients (mean age 64 aa) taking
PPI by a prolonged period of time (mean 5.5 yr) (7) and
there is no gender differentiation (4). Moreover, although the
effect appears to be a characteristic of the whole pharmaco-
logical class, pantoprazole is associated with a greater risk
while esomeprazole with a lower risk of developing hypo-
magnesemia (7).

Conclusion

The actual PPI-associated hypomagnesaemia (PPIAH) epi-
demiology is currently unknown. The FDA claims that it rep-
resents 1% of all adverse events of PPI (7), while the
prospective study published on the American Journal of Kid-
ney Diseases (AJKD) reported 5% of incidence among users
of this drug class (8). Both studies reported PPIAH as direct-
ly correlated to the duration of therapy and the association
with loop diuretics.
PPIAH regresses suspending the drug but recurs if it is rein-
troduced, this does not happen if the PPI is replaced with a
Histamine Receptor Antagonist (H2RA) like ranitidine (4).
Even with the limitation of not having evaluated 24 hours
urine total magnesium, we concluded that at the origin of ion
imbalance miming an epileptic crisis there was a severe
hypocalcaemia associated with hypomagnesaemia. Hypovi-
taminosis D is often part of the differential diagnosis of calci-
um imbalance but less attention is drawn to magnaesium
and the adverse effects due to the use of PPIs. This sug-
gests we have to use PPIs when there is real need and cau-
tiously. Moreover, the control of the serum magnesium might
be suggested routinely in patients using PPIs at higher dose
and for prolonged periods.
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Figure 1 - Serum Parathyroid (PTH), Calcium (Ca) and Magnesium (Mg) in our case, the dotted line indicate the switch from PPI to H2RA and from
furosemide to amiloride. 

CCMBM 1 2017-3 b .qxp_-  17/05/17  18:48  Pagina 90

@
 C

IC
 Ediz

ion
i In

ter
na

zio
na

li



References

1. Wu J, Carter A. Abnormal laboratory results Magnesium: the forgotten
electrolyte. Aust Prescr. 2007;30:102-105.

2. Al Shibli A, Narchi H. Bartter and Gitelman syndromes: Spectrum of clin-
ical manifestations caused by different mutations. World J Methodol.
2015;5:55-61.

3. Epstein M, McGrath S, Law F. Proton-Pump Inhibitors and Hypomag-
nesemic Hypoparathyroidism. http://dx.doi.org/10.1056/NEJMc066308
1834-1836. 2009.

4. Toh JWT, Ong E, Wilson R. Hypomagnesaemia associated with long-
term use of proton pump inhibitors. Gastroenterol Rep. 2015;3:243-253.

5. Quitterer U, Hoffmann M, Freichel M, Lohse MJ. Paradoxical Block of
Parathormone Secretion Is Mediated by Increased Activity of G? Sub-
units. J Biol Chem. 2001;276:6763-6769.

6. William JH, Danziger J. Proton-pump inhibitor-induced hypomagne-
semia: Current research and proposed mechanisms. World J Nephrol.
2016;5:152-157.

7. Luk CP, Parsons R, Lee YP, Hughes JD. Proton Pump Inhibitor-Asso-
ciated Hypomagnesemia: What Do FDA Data Tell Us? Ann Pharma-
cother. 2013;47:773-780.

8. Kieboom BCT, et al. Proton Pump Inhibitors and Hypomagnesemia in
the General Population: A Population-Based Cohort Study. Am J Kidney
Dis. 2015;66:775-782.

Clinical Cases in Mineral and Bone Metabolism 2017; 14(1):89-91 91

Is this a seizure?

CCMBM 1 2017-3 b .qxp_-  17/05/17  18:48  Pagina 91

@
 C

IC
 Ediz

ion
i In

ter
na

zio
na

li


