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Drugs in Focus: Octreotide Use in Children With
Gastrointestinal Disorders
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ABSTRACT

Octreotide, a somatostatin analogue, has been used for more than 20 years in
children with gastrointestinal bleeding, chylothorax or chylous ascites,
intestinal lymphangiectasia, pancreatitis, intestinal dysmotility, and severe
diarrhoea; however, until now, there is a lack of randomised clinical trials
evaluating the efficacy of this compound in childhood. Hence, we aimed to
review the literature in order to determine the evidence of its use and safety
in children, using PubMed from 2000 to 2021 with the search terms
“‘octreotide’” and ‘‘children’” and ‘‘bleeding or chylous ascites or chy-
lothorax or acute pancreatitis or lymphangiectasia or diarrhoea or intestinal
dysmotility”’.

Key Words: bleeding, children, chylous ascites, diarrhoea, ocreotide,
somatostatin
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abundant in the gastrointestinal (GI) tract and exerts several
biological activities. Synthetic agonists were developed, such as
octreotide, with a longer half-life to allow the use for clinical
practice. Today, octreotide is used for the treatment of several
GI disorders, including GI bleeding, chylothorax and chylous
ascites, primary intestinal lymphangiectasia, pancreatitis, intestinal
dysmotility, and severe secretory diarrhoea. The aim of this paper is
to provide information regarding the use, mode of delivery and
safety of this agent in different GI disorders.

S omatostatin, discovered 40years ago, is a peptide that is
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Learning Points

¢ Octreotide, a somatostatin analogue, has been used
for more than 20 years in children with gastrointesti-
nal bleeding, chylothorax or chylous ascites, primary
intestinal lymphangiectasia, pancreatitis, intestinal
dysmotility, and intractable secretory diarrhoea.

* Octreotide can be administered intravenously or
subcutaneously, but not orally due to its digestion
by pancreatic enzymes.

¢ Octreotide decreases lymphatic, splanchnic, hepatic,
and portal blood flow, and modulate the motility of
the stomach and small bowel.

¢ Octreotide can decrease the production of gastroin-
testinal (Gl) peptides as well as the secretion of
pancreatic enzymes and hormones. In addition,
octreotide can decrease fluid secretion and stimulate
absorption of water and electrolytes, hence improv-
ing chronic secretory diarrhoea.

* The level of evidence of paediatric studies is low. It is
important to be cautious on octreotide’s indication,
efficacy, and dose, because no randomised con-
trolled trials have been performed in children.

¢ Based on adult experience, and children case series,
Gl bleeding is the main indication of octreotide.
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Search Strategy

We identified articles on PubMed using the search terms
“‘octreotide’” and ‘‘children’’ and ‘‘bleeding or chylous ascites or
chylothorax or acute pancreatitis or lymphangiectasia or diarrhoea
or intestinal dysmotility”’ from 2000 to 2021. In addition, we
included studies performed in adults, even before 2000, to complete
the knowledge of case reports, case series and small studies
available in children.

Mechanism of Action

Octreotide is a synthetic octapeptide, showing higher resis-
tance to degradation than the natural tetradecapeptide somatostatin.
Consequently, octreotide has a longer half-life than somatostatin,
that is, 1-2hours compared to 2—3 minutes, respectively. As
somatostatin and octreotide have the same effects, the latter is
preferred in clinical practice due to its longer half-life. Octreotide
can be administered intravenously or subcutaneously, but not orally
due to digestion by pancreatic enzymes (1).

Somatostatin is particularly abundant in the GI tract and there
are two active peptides of either 14 or 28 amino acids, which are
both encoded from the somatostatin-1 gene (2). The somatostatin-
14 sequence is highly conserved across species and contains the
biological activity site. Somatostatin-14 is the main form, even
within the GI tract, but significant amounts of somatostatin-28 are
also present in the small intestine, largely produced by enteroendo-
crine cells. In the GI tract, somatostatin is mainly found in the
mucosa, localised in epithelial endocrine cells or in neurons of both
submucosal and myenteric plexus. Its secretion is regulated by
nutritional factors, low pH, gut regulatory peptides, and by both
sympathetic and parasympathetic nervous systems. Five somato-
statin receptors have been characterised (sst1—sst5) (2). All somato-
statin receptors are expressed in the GI tract, and a receptor
selectivity of somatostatin actions has been reported. For example,
sst2 is involved in inhibition of gastric acid secretion, inhibition of
gastric emptying, modulation of intestinal motility, modulation of
epithelial function and blood flow, stimulation of ion transport and
inhibition of chloride secretion by colonic epithelial cells, and
inhibition of glucagon secretion, whilst sst5 is involved in
inhibition of pancreatic amylase release and inhibition of glucagon
secretion (2).

Octreotide may decrease lymphatic, splanchnic, hepatic, and
portal blood flow, and modulate the motility of the stomach and
small bowel (3). Octreotide can decrease the production of GI
peptides as well as the secretion of pancreatic enzymes and
hormones (1). In addition, octreotide can decrease fluid secretion
and stimulate absorption of water and electrolytes, hence improving
chronic secretory diarrhoea (2). Lanreotide, a newer alternative,
shows a much longer half-life, and may be administered on a
weekly or monthly basis with equal benefit.

Gastrointestinal Bleeding

In adults, there is documented efficacy for the use of
octreotide in association with endoscopic procedures for the treat-
ment of oesophageal variceal bleeding in cirrhotic patients (4). As
shown in randomised controlled trials that studied sclerotherapy
alone or in combination with octreotide (5) and band ligation alone
or in combination with octreotide (6), octreotide significantly
decreased bleeding recurrence (5,6). The dosage was 25 pug/h
intravenously for 5 days (5) and 50 pg/h intravenously for 5 days
(6), respectively. The consensus conference of Baveno VI recom-
mends starting vasoactive drugs (terlipressin, somatostatin,
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octreotide) before endoscopy, in combination with endoscopic
therapy, and to continue up to 5 days post-GI bleed (4). In children,
octreotide has been used to control acute variceal (7—10) and non-
variceal GI bleeding (7,9,11,12). One small study suggests that
octreotide is more effective in controlling GI bleeding in children
with portal hypertension than in those without (9) (Table 1). It is
generally used via bolus application, with a dose ranging from 1 to
2 ng/kg over 30 minutes, followed by a maintenance dose of
2ugkg 'h™". Doses up to 5 pgkg™' h™' are often needed, espe-
cially in significant GI bleeding requiring circulatory support, red
cell transfusion and urgent upper GI endoscopic assessment/treat-
ment. Generally, the infusion should not cease until a repeat
endoscopy has ascertained complete cessation of ongoing bleeding.
In one study, octreotide was safely used to augment endoscopic
haemostasis at a dose of 2ugkg 'h™' starting 1 hour before
endoscopy and subsequently tapered down to 1 pgkg™'h~" after
2-3 days (8). Ideally, a referring hospital should start octreotide
before the patient’s transfer to a referral centre with endoscopic
therapeutic experience, with a bolus of 1-2 pg/kg and a mainte-
nance dose of 2 wgkg™'h™". For prophylactic endoscopy, a main-
tenance dose of 2 pgkg 'h™! should be started 1 hour before
endoscopy without bolus, and continued up to 5 days. In children,
placebo-controlled studies or at least registries are required to
confirm octreotide use in GI bleeding.

Octreotide also seems beneficial for GI bleeding from
angiodysplasia. In an adult, cohort study, the recurrence of GI
bleeding significantly decreased in 32 patients treated with octreo-
tide 50 g subcutaneously twice daily for 1 to 2 years (13). In 98
adult patients with chronic GI bleeding from angiodysplasia, the use
of long-acting octreotide reduced the need for red blood cell
transfusions, bleeding episodes and hospitalisation stays (14). They
received octreotide 100 g tid for 28 days, followed by 20 mg long-
acting octreotide for 6 months (14). These patients were classified,
according to the presence/absence of overt bleeding, the level of
haemoglobin and the necessity of one or more cycle of therapy, as
full responders (40.8%), relapsers (32.6%), and poor responders
(26.5%).

In children, experience with octreotide in vascular malfor-
mations is limited to case reports of angiodysplasia secondary to
congenital heart disease with right heart failure (Table 1) (12);
however, long-acting octreotide seemed also to be effective in
achieving haemostasis in children with portal hypertension (15).
Nine children (median age of first GI bleeding: 21 months, range: 1
month—14.5 years), who were refractory to four endoscopic treat-
ments (sclerotherapy or banding ligation), each of them followed by
intravenous infusion of octreotide (50 pg/h independent of weight,
tapered down over 24—48 hours after the bleeding ceased), were
started on intramuscular long-acting octreotide at a dose of 2.5—
20mg once a month. Long-acting octreotide treatment may have
contributed to a reduction in the number of GI bleeding episodes in
all children and cessation of bleeding in seven of nine.

Chylothorax and Chylous Ascites

Chylothorax is defined as a pleural effusion with a fluid
triglyceride level >1.1 mmol/L (without fasting) and a white cell
count >1000/p.L consisting of >80% lymphocytes. The pathophys-
iological mechanisms underlying chylothorax include increased
transpleural filtration pressure, impaired lymphatic drainage, and/
or increased permeability of lymphatic vessels (16). Congenital
chylothorax is caused by intrinsic abnormalities of the lymphatic
system, while acquired chylothorax mainly occurs after cardiotho-
racic surgery. This rare clinical entity is often associated with a
syndrome, of which Noonan syndrome is the most common
one (17).
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Table 1 depicts the use of octreotide in children with
congenital chylothorax (incidence 1:24,000) or chylothorax that
developed after cardiothoracic surgery (3.8% incidence) (7,17-21).
The incidence of postoperative chylothorax was higher in children
undergoing Fontan procedures, heart transplantation, and tetralogy
of Fallot repair (11%) compared to other type of cardiac operations
(22), and was typically observed around 6-9 days after surgery
(19,22).

Octreotide treatment was initiated in children not responding
to nutritional management, when lymphatic leak persisted for
>2weeks or if the amount of lymphatic fluid leak was
>10mLkg 'day™"' (19). A systematic review was performed to
assess the efficacy and safety of octreotide in neonates with
congenital and acquired chylothorax (18). Octreotide was mainly
given intravenously (84/88, 95.5%) and by continuous infusion (82/
84, 97.6%) and was used in 57 neonates with congenital chy-
lothorax and in 27 with postoperative chylothorax (18). In the
majority of neonates, the starting dose of octreotide was
2ugkg™"h™! without bolus. It was increased according to thera-
peutic response to a median maximum dose of 10pgkg 'h™!
(range: 1-20) in congenital chylothorax and to 4 pgkg 'h™!
(range: 1-15) in post-operative patients (P = 0.002). It is difficult
to give strong recommendations regarding the maximum dosage of
octreotide because the data available are based on small case series
that were pooled in this review, explaining the large ranges of
maximum doses (18). The total duration of octreotide therapy was
longer in congenital chylothorax (median 19, range 4-47 days),
than in postoperative chylothorax (median 9.5, range 1-41 days).

Octreotide treatment in children after abdominal surgery and
chylous ascites is not widely reported (Table 1) (21,23-26).
Chylous ascites is characterised by the accumulation of triglycer-
ides -rich peritoneal fluid with a milky or creamy appearance due to
intestinal tract/mesentery leakage. The diagnosis of chylous ascites
can be made if more than three of the five following criteria are
present: milky appearance; triglyceride level >110 mg/dL (or tri-
glyceride ascites/serum ratio >1); cholesterol ascites/serum ratio
<1; cell count >1000/pL with negative culture; and/or a predomi-
nance of lymphocytes (23). After liver transplantation, chylous
ascites occurs in about 6% of children (23,24) in whom risk factors
for chylous ascites were young age and low weight and height
(P <0.005). Chylous ascites did not influence patient or graft
survival, but it was associated with a prolonged length of hospital
stay (24). Chylous ascites can also occur up to 2 years after cardiac
transplantation in children (27). It is also rarely reported after a
Nissen fundoplication (25). When conservative management was
not effective or if ascites flux was more than 20mL kg™ ' day ™
octreotide treatment was started (23). Octreotide use was also
reported in case reports of congenital chylous ascites (Table 1,
Supplemental Digital Content, http://links.lww.com/MPG/C507). A
case series of 11 neonates with congenital and postoperative
chylothorax and chylous ascites found a complete resolution of
chylous effusions after a median of 17.5 days in 36% (28), using a
starting dose of 1 wgkg ™' h™' with a daily increase of 1 wgkg ™' h™'
depending on the response, up to a maximum of 10 pgkg 'h™!
(median 8, range 4—10).

Primary Intestinal Lymphangiectasia

Children with primary intestinal lymphangiectasia generally
present with diarrhoea, lymphopenia and hypogammaglobulinae-
mia. Ascites can be caused by hypoalbuminaemia or by lymphatic
leakage into the peritoneum. These children are managed with a
low-fat diet with medium chain triglycerides. Albumin infusions
may be required. When this nutritional approach is not effective,
octreotide, is one of the therapeutic options (29-31) (Table 1).

4

Pancreatitis

Since octreotide decreases the secretion of pancreatic
enzymes, it has been used for the treatment of severe acute
pancreatitis complicated by pseudocysts and/or ascites (7) and in
that induced by L-asparaginase (32). It has been reported successful
in the prevention of recurrence of L-asparaginase induced acute
pancreatitis (33,34). Octreotide delivered either subcutaneously or
intravenously was efficacious in treating acute pancreatitis, even in
small dose regimens (Table 1). In adults, the use of octreotide in
acute pancreatitis is controversial. A randomised controlled trial
including 302 patients found that subcutaneous octreotide 100 or
200 wgkg™'day™" TID for 7days did not reduce mortality and
complications compared to placebo (35); however, octreotide treat-
ment was associated with a decreased rate of complications (sepsis,
ARDS), hospital stays, and mortality (36). The use of higher doses
of octreotide, 50 wg/h for 3 days and then 25 wg/h for 4 days, was
significantly more effective than a lower dose of 25 pg/h for 7 days
(37). In patients with predicted severe acute pancreatitis, the inci-
dence of severe acute pancreatitis was lower in the high dose group
(37.5%) than in the low dose group (59.8%) (P =0.005). At day 8§,
the number of patients with severe acute pancreatitis was reduced
by 29.8% in the high dose group in comparison with the low dose
group (P =0.004). The use of high dose octreotide may also be
beneficial in the prevention of acute pancreatitis following endo-
scopic retrograde cholangiopancreatography (38).

Intractable Secretory Diarrhoea

Intractable diarrhoea is defined as non-infectious diarrhoea
lasting more than 14 days despite extensive hospital therapy (39).
The effects of octreotide contributing to its possible anti-diarrhoeal
action are the inhibition of GI motility, exocrine digestive secre-
tions, and intestinal absorption. Its effectiveness has been reported
in a child with epithelial dysplasia as well as in a child with short gut
syndrome secondary to necrotising enterocolitis (7). Both showed a
marked reduction of stool output and a decrease of parenteral
nutrition requirement. The doses were 20 wgkg ™" day ' three times
daily and 4 pgkg ™' day ! twice daily subcutaneously for 420 and
240 days, respectively.

Another therapeutic option could be lanreotide, a long-acting
somatostatin analogue. Thirty-three adults with chronic idiopathic
diarrhoea (55.2 4+ 16.4years old) received lanreotide subcutane-
ously at days 0, 28, and 56 (40). A response, defined by a more
than 50% reduction of stools, was found in 42.4% and 51.5% of
patients at days 28 and 56, respectively.

In addition octreotide was effective in 25 of 27 children (92%)
with chemotherapy-induced diarrhoea and in 9 of 11 children with graft
versus host disease associated diarthoea (82%), either partially (defined
as a decrease in diarrhoeal output by 50%) (36%) or completely
(defined as no diarrhoea or return to baseline of bowel function)
(45%) (41). The initiation and the maximum doses of octreotide were
4+5ugkg ' day™! (range: 1-23) and 9+ 9 pgkg™ ' day~' (range:
1-45), respectively.

Intestinal Motility

In a small study in adults, octreotide has been found to
stimulate intestinal motility in normal and in scleroderma patients
(42). In scleroderma patients, it also reduced small intestinal
bacterial overgrowth, which had a positive effect on abdominal
symptoms. Seven female patients with systemic sclerosis with small
bowel involvement not responding to prokinetics responded all to
subcutaneous octreotide 100 g twice daily or intramuscular long-
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TABLE 2. Side effects of octreotide treatment

Reference Endocrine and metabolic Intestinal Systemic Frequency
Roehr (50) Blood glucose changes Transient abdominal
distension, emesis
Bellini (19) Hyperglycaemia, transient Mild abdominal distension, Pulmonary hypertension, 14.2%
hypothyroidism bloody stools, increase severe hypotension
liver enzymes, necrotising
enterocolitis
Testoni (49) Hyperglycaemia (1/1000 Necrotising enterocolitis (2%) Thrombocytopenia (47/1000
infant-days), infant-days),
hypoglycaemia (3/1000 hyperkalaemia (21/1000
infant-days), infant-days), leukocytosis
(20/1000 infant-days),
hypotension requiring
pressors (12%)
Sari (32) Pancreatitis
Al-Hussaini (7) Hyperglycaemia, Bradycardia, hypertension 19%
hypoglycaemia
Zaki (16,29) Hypoglycaemia revealing a Bradycardia complicated by
growth hormone ventricular fibrillation with
deficiency; growth prolonged corrected QT
hormone deficiency, time
hypothyroidism
Koul (10) Transient hyperglycaemia
Ambartsumyan (46) Hyperglycaemia Cholecystitis (gallstones) Anaphylactic reaction, 25%
hypertension

acting octreotide 20 mg once a month (43). In children, an antro-
duodenal manometry study confirmed the efficacy of octreotide in
improving intestinal dysmotility (44). Phase III of the motor
migrating complex (MMC) was present in 13 of 23 children (mean
age 7.4 years) before and in 21 of 23 after SC octreotide—this was
dose-independent (0.5 pg/kg or 1.0 mg/kg). Six of eight children
with paediatric intestinal pseudo-obstruction (PIPO) developed
phase III MMC following octreotide administration, but it was
unclear as to whether this transmitted into a clinical observable
effect. Sixteen children with total parenteral nutrition-dependent
PIPO, median age Syears, were treated with octreotide (45).
Octreotide was delivered at a median of 0.5 pgkg™' day™' (range
0.2—1) in two divided doses via a central venous catheter for a
median duration of 10 weeks (range 3—84), and 7 of 16 children
(44%) were considered responders, as defined by an increase in
enteral feeding of more than 10mLkg~' day ™', and three of them
were weaned from parenteral nutrition. There was an association
between octreotide response and the presence of octreotide-induced
phase III MMC. It is important to note that octreotide delays both
the liquid and solid phase of gastric emptying; hence, in PIPO
patients, a combined use with erythromycin is suggested, but the
pro-motility effect of this class of antibiotics is subject to debate
(46). Colonic motility does not improve after octreotide infusion in
another small study of 13 children with chronic intractable consti-
pation (47).

Safety

Adverse events were reported in several small studies
(Table 2), but their incidence is difficult to quantify due to the
small case numbers. Only one study aimed to assess the safety of
octreotide in infants (48). They identified 428 infants (490 courses
of octreotide treatment) out of 887,855 infants discharged from 333
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neonatal intensive care units who received at least one dose of
octreotide for chylothorax (50%), pleural effusion (32%), and
hypoglycaemia (22%). Possible associated adverse events were
hyperglycaemia (1/1000 infant-days), hypoglycaemia (3/1000
infant-days), hypotension requiring vasopressor treatment (12%),
and necrotising enterocolitis (2%). Laboratory adverse events were
thrombocytopaenia (47/1000 infant-days), hyperkalaemia (21/1000
infant-days), and leucocytosis (20/1000 infant-days). Death
occurred in 11% of infants and was not directly attributable to
the use of octreotide and all observed adverse events were inde-
pendent of the dose and duration of octreotide treatment, making a
cause-effect relationship un-evidenced (18). Of note, a higher rate
of necrotising enterocolitis has been reported in neonatal chy-
lothorax (7%), without significant difference between those treated
or not with octreotide (11% vs 5%, P =0.15) (49).

CONCLUSION

Several studies support the use of octreotide for the treatment
of GI bleeding with or without portal hypertension, neonatal
chylothorax and chylous ascites. Octreotide can also be considered
for the treatment of primary intestinal lymphangiectasia, acute
pancreatitis, severe intestinal dysmotility disorders, and severe
chronic secretory diarrhoea. The safety profile seems beneficial
and associated adverse events are not proven to be due to octreotide,
but assessment of random glucose levels and blood pressure
monitoring would seem sensible whilst on an octreotide infusion.
Finally, registries of children treated with octreotide should be
useful to improve our knowledge and to propose guidelines.

REFERENCES

1. Heikenen JB, Pohl JF, Werlin SL, et al. Octreotide in pediatric patients. J
Pediatr Gastroenterol Nutr 2002;35:600-9.

Copyright © ESPGHAN and NASPGHAN. All rights reserved.



Mas et al

JPGN * Volume 74, Number 1, January 2022

2.

10.

18.

19.

20.

21.

22.

23.

24.

25.

Martinez V. Somatostatin. In: Kastin AJ, ed. Handbook of Biologically
Active Peptides: Gastrointestinal Peptides. Academic Press; 2013:
1320-9.

. Grosman I, Simon D. Potential gastrointestinal uses of somatostain and

its synthetic analogue octreotide. Am J Gastroenterol 1990;85:1061-72.

. de Franchis R. on behalf of the Baveno VI Faculty. Expanding con-

sensus in portal hypertension. Report of the Baveno VI Consensus
Workshop: stratifying risk and individualizing care for portal hyperten-
sion. J Hepatol 2015;63:743-52.

. Besson I, Ingrand P, Person B, et al. Sclerotherapy with or without

octreotide for acute variceal bleeding. N Engl J Med 1995;333:
555-60.

. Sung JJ, Chung SC, Yung MY, et al. Prospective randomised study of

effect of octreotide on rebleeding from oesophageal varices after
endoscopic ligation. Lancet 1995;346:1666-9.

. Al-Hussaini A, Butzner D. Therapeutic applications of octreotide in

pediatric patients. Saudi J Gastroenterol 2012;18:87-94.

. Duche M, Ducot B, Ackermann O, et al. Experience with endoscopic

management of high-risk gastroesophageal varices, with and without
bleeding, in children with biliary atresia. Gastroenterology 2013;145:
801-7.

. Eroglu Y, Emerick KM, Whitingon PF, et al. Octreotide therapy for

control of acute gastrointestinal bleeding in children. J Pediatr Gastro-
enterol Nutr 2004;38:41-7.

Koul PB, Totapally BR, Raszynski A. Continuous octreotide infusion
for treatment of upper gastrointestinal bleeding due to portal hyperten-
sion in children: an observational study from pediatric intensive care
unit. J Pediatr Intensive Care 2012;1:99—103.

. Gonzalez D, Elizondo BJ, Haslag S, et al. Chronic subcutaneous

octreotide decreases gastrointestinal blood loss in blue rubber-bleb
nevus syndrome. J Pediatr Gastroenterol Nutr 2001;33:183-8.

. Puri K, Caldwell RL, Molleston JP. Role of octreotide in pediatric

gastrointestinal bleeding secondary to angiodysplasia in children with
right heart failure. J Pediatr Gastroenterol Nutr 2018;66:e41-4.

. Junquera F, Saperas E, Videla S, et al. Long-term efficacy of octreotide

in the prevention of recurrent bleeding from gastrointestinal angiodys-
plasia. Am J Gastroenterol 2007;102:254-60.

. Nardone G, Compare D, Scarpignato C, et al. Long acting release-

octreotide as “‘rescue” therapy to control angiodysplasia bleeding: a
retrospective study of 98 cases. Dig Liver Dis 2014;46:688—-94.

. O’Meara M, Cicalese MP, Bordugo A, et al. Successful use of long-

acting octreotide for intractable chronic gastrointestinal bleeding in
children. J Pediatr Gastroenterol Nutr 2015;60:48-53.

. Bellini C, Ergaz Z, Boccardo F, et al. Dynamics of pleural fluid effusion

and chylothorax in the fetus and newborn: role of the lymphatic system.
Lymphology 2013;46:75-84.

. Bialkowski A, Poets CF, Franz AR, et al. Congenital chylothorax: a

prospective nationwide epidemiological study in Germany. Arch Dis
Child Fetal Neonatal Ed 2015;100:F169-72.

Bellini C, Cabano R, De Angelis LC, et al. Octreotide for congenital and
acquired chylothorax in newborns: a systematic review. J Paediatr Child
Health 2018;54:840-7.

Chan SY, Lau W, Wong WH, et al. Chylothorax in children after
congenital heart surgery. Ann Thorac Surg 2006;82:1650—6.

Caverly L, Rausch CM, da Cruz E, et al. Octreotide treatment of
chylothorax in pediatric patients following cardiothoracic surgery.
Congenit Heart Dis 2010;5:573-8.

Pessotti CF, Jatene 1B, Buononato PE, et al. Use of octreotide in the
treatment of chylothorax and chyloperitoneum. Arg Bras Cardiol
2011;97:e33-6.

Chan EH, Russell JL, Williams WG, et al. Postoperative chylothorax
after cardiothoracic surgery in children. Ann Thorac Surg 2005;80:
1864-70.

Matsuura T, Yanagi Y, Hayashida M, et al. The incidence of chylous
ascites after liver transplantation and the proposal of a diagnostic and
management protocol. J Pediatr Surg 2018;53:671-5.

Miserachs M, Lurz E, Levman A, et al. Diagnosis, outcome, and
management of chylous ascites following pediatric liver transplantation.
Liver Transpl 2019;25:1387-96.

Park KT, Adikibi B, MacKinlay GA, et al. Chylous ascites after
laparoscopic Nissen fundoplication. Dig Dis Sci 2012;57:28-31.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Yang C, Zhang J, Wang S, et al. Successful management of chylous
ascites with total parenteral nutrition and octreotide in children. Nutr
Hosp 2013;28:2124-17.

Bhatia C, Pratap U, Slavik Z. Octreotide therapy: a new horizon in
treatment of iatrogenic chyloperitoneum. Arch Dis Child 2001;85:
234-5.

Zaki SA, Krishnamurthy MB, Malhotra A. Octreotide use in neonates: a
case series. Drugs R D 2018;18:191-8.

Al Sinani S, Rawahi YA, Abdoon H. Octreotide in Hennekam syn-
drome-associated intestinal lymphangiectasia. World J Gastroenterol
2012;18:6333-17.

Prasad D, Srivastava A, Tambe A, et al. Clinical profile, response to
therapy, and outcome of children with primary intestinal lymphangiec-
tasia. Dig Dis 2019;37:458-66.

Sari S, Baris Z, Dalgic B. Primary intestinal lymphangiectasia in
children: is octreotide an effective and safe option in the treatment?
J Pediatr Gastroenterol Nutr 2010;51:454-7.

Wu SF, Chen AC, Peng CT, et al. Octreotide therapy in asparaginase-
associated pancreatitis in childhood acute lymphoblastic leukemia.
Pediatr Blood Cancer 2008;51:824-5.

Sakaguchi S, Higa T, Suzuki M, et al. Prophylactic use of octreotide for
asparaginase-induced acute pancreatitis. Int J Hematol 2017;106:266—8.
Tokimasa S, Yamato K. Does octreotide prevent L-asparaginase-asso-
ciated pancreatitis in children with acute lymphoblastic leukaemia? Br J
Haematol 2012;157:381-2.

Uhl W, Buchler MW, Malfertheiner P, et al. A randomised, double blind,
multicentre trial of octreotide in moderate to severe acute pancreatitis.
Gut 1999;45:97-104.

Paran H, Mayo A, Paran D, et al. Octreotide treatment in patients with
severe acute pancreatitis. Dig Dis Sci 2000;45:2247-51.

Wang R, Yang F, Wu H, et al. High-dose versus low-dose octreotide in
the treatment of acute pancreatitis: a randomized controlled trial.
Peptides 2013;40:57—64.

Omata F, Deshpande G, Tokuda Y, et al. Meta-analysis: somatostatin or
its long-acting analogue, octreotide, for prophylaxis against post-ERCP
pancreatitis. J Gastroenterol 2010;45:885-95.

Persistent diarrhoea in children in developing countries: memorandum
from a WHO meeting. Bull World Health Organ 1988;66:709—17.
Bisschops R, De Ruyter V, Demolin G, et al. Lanreotide autogel in the
treatment of idiopathic refractory diarrhea: results of an exploratory,
controlled, before and after, open-label, multicenter, prospective clinical
trial. Clin Ther 2016;38:1902.e2—11.e2.

Pai V, Porter K, Ranalli M. Octreotide acetate is efficacious and safe in
children for treating diarrhea due to chemotherapy but not acute graft
versus host disease. Pediatr Blood Cancer 2011;56:45-9.

Soudah HC, Hasler WL, Owyang C. Effect of octreotide on intestinal
motility and bacterial overgrowth in scleroderma. N Engl J Med
1991;325:1461-7.

Nikou GC, Toumpanakis C, Katsiari C, et al. Treatment of small
intestinal disease in systemic sclerosis with octreotide: a prospective
study in seven patients. J Clin Rheumatol 2007;13:119-23.

Di Lorenzo C, Lucanto C, Flores AF, et al. Effect of octreotide on
gastrointestinal motility in children with functional gastrointestinal
symptoms. J Pediatr Gastroenterol Nutr 1998;27:508—12.
Ambartsumyan L, Flores A, Nurko S, et al. Utility of octreotide in
advancing enteral feeds in children with chronic intestinal pseudo-
obstruction. Paediatr Drugs 2016;18:387-92.

Thapar N, Saliakellis E, Benninga MA, et al. Paediatric intestinal
pseudo-obstruction: evidence and consensus-based recommendations
from an ESPGHAN-Led Expert Group. J Pediatr Gastroenterol Nutr
2018;66:991-1019.

Ray Parashette K, Waseem S, Horn D, et al. Effect of octreotide on
colonic motility in pediatric patients with chronic recalcitrant constipa-
tion. J Pediatr Gastroenterol Nutr 2015;61:626-9.

Testoni D, Hornik CP, Neely ML, et al. Safety of octreotide in
hospitalized infants. Early Hum Dev 2015;91:387-92.

Church JT, Antunez AG, Dean A, et al. Evidence-based management of
chylothorax in infants. J Pediatr Surg 2017;52:907-12.

Roehr CC, Jung A, Proquitte H, et al. Somatostatin or octreotide as
treatment options for chylothorax in young children: a systematic
review. Intensive Care Med 2006;32:650-7.

www.jpgn.org

Copyright © ESPGHAN and NASPGHAN. All rights reserved.



	Drugs in Focus: Octreotide Use in Children With Gastrointestinal™Disorders
	Section1
	Search Strategy
	Mechanism of Action
	Gastrointestinal Bleeding
	Chylothorax and Chylous Ascites
	Primary Intestinal Lymphangiectasia
	Pancreatitis
	Intractable Secretory Diarrhoea
	Intestinal Motility
	Safety

	CONCLUSION


