LETTERS TO THE EDITOR

Bowel Obstruction as a Complication of Peptide
Receptor Radionuclide Therapy

TO THE EDITOR: With great interest, we recently read Strosberg
etal.’s publication regarding the risk of bowel obstruction in patients
with mesenteric or peritoneal disease who receive peptide receptor
radionuclide therapy (PRRT) (/). At the author’s institution, 5
patients experienced a bowel obstruction within 3 mo of treatment.
The authors hypothesized that the mechanism of the bowel obstruc-
tion was inflammation induced by PRRT; this hypothesis was sup-
ported by surgical findings of a “frozen abdomen” in 2 of those
patients. Before their publication, there had been no known reports
highlighting intestinal obstruction as a complication of PRRT.

On the basis of our institution’s experience with PRRT (*""Lu-
DOTATATE) for gastroenteropancreatic neuroendocrine tumors,
we would like to provide further evidence supporting Strosberg
et al.’s hypothesis by reporting additional cases of bowel obstruction
after PRRT. After witnessing several patients presenting with abdom-
inal pain in the days shortly after treatment, we reviewed 80 patients
who received PRRT before December 2018 at our institution. We
found that 16 patients went to the emergency department or were
admitted to the hospital within the first 14 d after a PRRT cycle, 4
of whom were ultimately diagnosed with a bowel obstruction.

Our findings are in contrast to the clinical trial data from
NETTER-1. In the supplemental appendix of an article on that trial,
there was a report of only 2 hospitalizations among a much larger
cohort of patients who received PRRT (n = 116) (2). This finding
could be explained by significant differences between the study pop-
ulation and our real-world cohorts. In the NETTER-1 trial, only 17
(15%) and 7 (6%) of the patients in the PRRT arm had metastases to
the mesentery and peritoneum, respectively. On the other hand, all 4
of our patients who had a bowel obstruction had known peritoneal
disease, and in Strosberg et al.’s report, 81 of 159 (51%) of their
patients had peritoneal or mesenteric disease, including all 5 who
had an obstruction (7).

Although peritoneal disease itself is a risk factor for intestinal
obstruction, the fact that the patients at our institution developed
obstructive complications within 14 d of PRRT treatment suggests
an even stronger temporal cause—effect relationship. The hypothesized
inflammation mechanism is even further supported by the radiographic
finding of pseudoprogression with neuroendocrine tumors, which has
already been commonly observed, as shown by other reports (3).

Existing literature regarding the safety of PRRT has previously
focused primarily on long-term complications and laboratory abnor-
malities, such as hematologic or renal toxicity. For example, the rare
but serious complication of secondary myeloid neoplasms has been
well documented (4). There are fewer reports of immediate toxicity
or short-term complications, but in 1 retrospective review of patients
who received PRRT for grade 3 neuroendocrine tumors (n = 69), the
authors reported that “PRRT was well tolerated by all patients™ (5).

Unfortunately, our real-world experience provides additional
examples that support Strosberg et al.’s observation that bowel
obstruction is a short-term complication of PRRT treatment in
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patients with baseline peritoneal and mesenteric disease. To our
knowledge, ours is the only other report that highlights this specific
complication of PRRT. Clinicians should remain cognizant of the
potential for intestinal obstruction when weighing risks and benefits
of treatment options until we have more definitive evidence and
experience.
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Reply: Bowel Obstruction as a Complication of
Peptide Receptor Radionuclide Therapy

REPLY: Dr. Wee and colleagues reviewed their database of gas-
troenteropancreatic neuroendocrine tumor patients treated with
""7TLu-DOTATATE and observed patterns of bowel obstruction
very similar to those described in our study (1). These corrobo-
rating data significantly strengthen the evidence of a causal
link between '’’Lu-DOTATATE and risk of intestinal obstruc-
tion among patients with mesenteric or peritoneal disease. Fortu-
nately, the increased use of high-sensitivity somatostatin
receptor PET imaging (e.g., “*Ga-DOTATATE and ®*Cu-
DOTATATE PET) improves the ability of clinicians to identify
peritoneal carcinomatosis and screen patients who are at risk for
bowel obstruction.
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What can be done to mitigate this complication? We have adopted
a strategy of classifying mesenteric or peritoneal disease patterns as
high or intermediate risk for intestinal obstruction. We define high
risk as extensive peritoneal implants, omental caking, or mesenteric
masses with significant bowel tethering causing symptoms of inter-
mittent partial bowel obstruction. Intermediate risk is defined as
scattered peritoneal or mesenteric metastases (greater than 10 but
not innumerable), mesenteric mass with minimal bowel tethering,
or implants in the rectovesical or rectouterine pouch.

Patients at high risk of obstruction are advised to pursue other
second-line options such as everolimus, cytotoxic drugs, or (in select
cases) debulking peritoneal or mesenteric surgery. We prophylacti-
cally treat intermediate-risk patients with corticosteroids after each
cycle of '""Lu-DOTATATE based on the presumption that
radiation-induced inflammation contributes to the obstructive pro-
cess. The regimen we use generally consists of 8 mg of intravenous
dexamethasone after completion of amino acid infusion followed
the next day by a 3-wk oral dexamethasone taper starting at 4 mg
by mouth daily. We acknowledge that evidence for the prophylactic
use of corticosteroids remains theoretic, and that other regimens (such
as solumedrol dose pack) may be equally effective or ineffective.

We have not observed any episodes of irreversible bowel obstruc-
tion occurring after '"’Lu-DOTATATE since adopting these

mitigation strategies. Hopefully, our real-world experience, com-
bined with that of the Mayo Clinic, will help ensure that clinicians
are cognizant of this potential complication and will stimulate fur-
ther research into prevention strategies.
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