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In adults, the diagnosis of these duplications can occur as
complications (occlusion, bleeding, pain) and surgical resec-
tion is also indicated by the risk of malignancy.

The diagnosis of malignancy on these lesions is rare, with a
small number of published case reports. It occurs more
frequently in the colon, with a percentage of malignancy for
this type of cysts of up to 68% in some published series,® and
23% in ileal cysts.” The most common histological type is
adenocarcinoma, followed by squamous carcinoma and
carcinoid tumor.’® The diagnosis is also usually made in
advanced stages, as in the case of our patient, frequently with
the presence of lymph node involvement.

Surgery must be radical, with a curative intent from the
outset.™?

Although rare, intestinal duplication cysts can be diagno-
sed in adults, and this diagnosis must be contemplated in
cases of abdominal mass of unknown origin. Knowing that
malignization is possible, surgery should be the initial
therapeutic option, and radical resection should always be
carried out with curative intent.
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Are we overdosing parenteral metamizole?™

¢Estamos sobredosificando el metamizol por via parenteral?

Check for
updates

Metamizole magnesium is one of the most frequently used
analgesics in the treatment of perioperative pain.® This drug
came on the market in 1921 and is currently authorized in South
America and in 10 countries of the European Union (EU),
including Spain. In October 2018, the Spanish Agency for
Medicines and Health Products (AEMPS) published a commu-

nication on the risk of agranulocytosis and the growing use of
metamizole in Spain, as its consumption has doubled in the last
10 years.” We are concerned about the dosage of metamizole,
due to its well-known serious adverse effects. A recently
published review has analyzed a total of 1448 cases reported
from 1985 to 2017,® with a mortality rate of 16%. No lethal dose

* Please cite this article as: Melgarejo-Ortufio A, Ribed-Sanchez A, Giménez-Manzorro A, Zorrila-Ortdzar J, Sanjurjo-Saez M. Estamos
sobredosificando el metamizol por via parenteral? Cir Esp. 2021;99:68-70.
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Table 1 - Marketed presentations in Spain for parenteral dosage and posology according to the drug data sheet.

Presentation

Standard parenteral posology

Maximum parenteral dose

Metamizole magnesium EFG (Normon®)
Metamizol magnésico EFG (Mabo®)
Nolotil®

2 g ampoule/5 m L
2 g ampoule/5 m L
2 g ampoule/5S m L

2gevery8h 6g
2gevery 12 h 4g
1gevery6-8h S5g

has been established, but doses greater than 10 g or in a short
period of time can cause nausea, vomiting, abdominal pain,
renal function deterioration, central nervous system symptoms,
and even shock.* The most common adverse effects are
hypotension (frequency > 1/100), followed by dermatological
reactions (>1/1000), leukopenia, anaphylactic reaction, asthma,
maculopapular rash (>1/10 000), agranulocytosis (including case
fatalities), thrombocytopenia, toxic epidermal necrolysis, Ste-
vens-Johnson syndrome, shock and phlebitis (<1/10 000).?

In clinical practice, metamizole is used at a parenteral
dosage of 2 gevery 8 h, which is changed to an oral dose of 575
mg every 8 h when the clinical situation improves. As a result
of this difference and the AEMPS communication on meta-
mizole and its adverse effects, a review was conducted of the
pharmacokinetics, expert consensus and technical specifica-
tions of the different presentations marketed in Spain in order
to determine the most appropriate dosage of metamizole.

At the pharmacokinetic level,>® when administered orally,
metamizole undergoes non-enzymatic hydrolysis in the
stomach acid, transforming into its main active metabolite,
4-methyl-amino-antipyrine (4-MAA). Once absorbed, it is
metabolized in the liver by oxidation, demethylation and
acetylation. Intravenous administration

is the fastest to reach maximum levels, followed by
intramuscular and oral routes, the latter having almost
100% absorption. Therefore, pharmacokinetics do not justify
a four-fold higher dosage parenterally versus orally. The
difference in the dosage of both formulations seems to be
related to the indications, meaning that it may be associated
with greater clinical benefit in patients whose pain is more
intense, a faster effect is required, and the patient is also
usually intolerant to oral administration. However, this
reasoning does not determine the most appropriate pattern.

On December 13, 2018, after a review of medicines
containing metamizole and given that their adverse effects
may be dose-related, the European Medicines Agency (EMA)
made a consensus recommendation of the maximum daily
dose in the European Union (EU)” and addressed inconsisten-
cies in product information marketed in many EU member
states. The recommendations included a maximum single oral
dose of 1 gup to 4 times a day in patients over the age of 15, and
a maximum daily dosage of 5 g when the formulation is
parenteral. These recommendations were sent to the Euro-
pean Commission (EC), which issued a final legally binding
decision on March 20, 2019 that is valid throughout the EU.

Table 1 shows the presentations marketed in Spain and the
dosage according to the drug data sheets. The biggest differences
are in the Normon® metamizole magnesium data sheet,® which
recommends a 2 g vial/8 h (exceeding EU recommendations),
versus the Mabo® date sheet,® which recommends 2 g/12 h, or
the Nolotil® data sheet,” which recommends 1 g/6-8 h and a

possible maximum daily dose of up to 5 g. Regardless of the
presentations, the dose of 2 g/8 h frequently continues to be used
in hospitals. This exceeds the maximum daily dose of 5 gand the
usual pattern of 1 gevery 6—8 h or 2 g/12 h. In our opinion, with
these dosages, the equivalence to the oral dose of 1-2 capsules
every 8 h makes more sense.

We conclude that we are overdosing parenteral metamizole
in routine daily practice. After a multidisciplinary consensus
was reached at our hospital, we recommend a dosage of 1 g/
6—8 h, thus guaranteeing adherence to the binding decision of
the EC. It is true that the current presentations of 2 g ampoules
do not facilitate its applicability, and we hope that pharma-
ceutical companies will revise their drug data sheets in order to
unify criteria, adjusted to the recommended dosage and to
promote the safe use of metamizole. Lastly, this information
should be transmitted to all medical professionals in order to
correct this extended clinical practice, because, in this
instance, common practice is not always the best practice.
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Degeneration of Barrett’s esophagus after sleeve

gastrectomy”™

Check for
updates

Degeneracion del esofago de Barrett tras gastrectomia vertical

Bariatric surgery is the most effective and long-lasting thera-
peutic option for the treatment of morbid obesity and its
comorbidities. In the last decade, sleeve gastrectomy has been
established as the most widely used surgical procedure in
bariatric surgery, showing exponential growth.' Even so, gastric
bypass is the technique of choice when sleeve gastrectomy is not
an absolute contraindication but should be indicated with
caution, especially in cases of previous gastroesophageal reflux.?

Compared to the population at large, people with morbid
obesity have a higher incidence of gastroesophageal reflux,
esophagitis, Barrett’s esophagus, and esophageal adenocarci-
noma.® Although some studies describe a decrease in gastroe-
sophageal reflux after sleeve gastrectomy,* recent studies show
the high risk of developing de novo reflux, esophagitis and
Barrett’s esophagus in the medium to long term after this
procedure,””*” with the subsequent risk of malignancy. Table 1
shows the percentage of esophagitis and Barrett’s esophagus
after sleeve gastrectomy observed in several studies. A recent
meta-analysis has indicated that, after sleeve gastrectomy, 23%
of patients have de novo gastroesophageal reflux, 28% esopha-
gitis, and 8% develop Barrett’s esophagus’ (compared to 1.6% of
the general population®). The increased incidence of reflux is
probably due to an imbalance between intragastric pressure and
the pressure of the lower esophageal sphincter. A directly
proportional relationship has also been observed between the
diameter of the tubular stomach and the incidence of reflux.®

Another notable feature is that the endoscopic findings do
not correlate with the severity of the gastroesophageal reflux
symptoms perceived by the patient.® In fact, some authors
suggest performing systematic follow-up endoscopies to
screen for lesions associated with reflux, regardless of
whether there are symptoms or not.»>%8

Given that sleeve gastrectomy is widely used around the
world, this is a topic of special interest in young patients, who
have many years ahead to develop complications. It is unknown
whether the progression to Barrett’s esophagus and adenocar-

cinoma occurs identically in patients who undergo sleeve
gastrectomy compared to the rest of the population.® The
optimal approach to follow after the diagnosis of Barrett’s
esophagus in a patient with sleeve gastrectomy is also unclear:
follow-up, or conversion to gastric bypass?

Despite the above, the literature published on cases of
esophageal adenocarcinomas in patients treated with sleeve
gastrectomy is very limited. Khoury et al. described a patient who
already had Barrett’s esophagus before sleeve gastrectomy.’
Wright et al. reported a case of a patient with a normal
preoperative endoscopy study, who developed reflux after surgery
and had developed esophageal adenocarcinoma 5 years later.””

We present the case of a 60-year-old patient with a history of
hypertension, diabetes, dyslipidemia, acute myocardial infarc-
tion and stent placement in 2002, depression and morbid obesity,
with a body mass index of 39, no symptoms of gastroesophageal
reflux and previous fibrogastroscopy that was normal. In May
2011, the patient underwent sleeve gastrectomy.

Given the latest publications on esophagitis and Barrett’s
esophagus after sleeve gastrectomy in asymptomatic patients,
at our hospital we carried out a follow-up study of patients
who had undergone sleeve gastrectomy (all of them with
previous fibrogastroscopy) with more than 4 years of evolu-
tion. We analyzed both symptoms and endoscopic findings.

In the context of this study, our patient was studied by
fibrogastroscopy in January 2019, which found evidence of a 9-
mm lesion in the distal esophagus. Barrett's esophagus was
confirmed with high-grade epithelial dysplasia. An immu-
nohistochemical study showed marked positivity with a
component of high-grade dysplasia (CK CAMS.2), high
proliferative index (Ki-67), and nuclear positivity for p53 in
the high-grade component. In March 2019, endoscopic
resection of the mucosa was performed; the pathological
study showed Barrett’s esophagus with foci of high-grade
dysplasia with free margins, and no infiltrative component.
Fibrogastroscopy was repeated 2 months later and demons-

* Please cite this article as: Lucas Guerrero V, Luna A, Rebasa P, Montmany S, Navarro S. Degeneracién del eséfago de Barrett tras

gastrectomia vertical. Cir Esp. 2021;99:70-71.


mailto:almudena.ribed@salud.madrid.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.cireng.2020.02.013&domain=pdf

	Adenocarcinoma over a jejunal duplication cyst
	Acknowledgements
	References

	Are we overdosing parenteral metamizole?
	References

	Degeneration of Barrett’s esophagus after sleeve gastrectomy
	References

	Thymic cysts: A rare entity in adults
	References

	Cytoreductive surgery in functioning peritoneal pheochromocytomatosis
	Conflict of interests
	References


