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Case Report: COVID-19 Misdiagnosed as a Drug Reaction to Miltefosine
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Abstract. We present case reports of two patients treated with miltefosine for mucocutaneous leishmaniasis whose
gastrointestinal symptoms were initially diagnosed as a drug reaction and only later recognized as due to COVID-19.
Gastrointestinal symptoms of COVID-19 are unusual, whereas gastrointestinal adverse drug reactions are very common.
These reports exemplify that this infrequent presentation of COVID-19 is likely to be ascribed to a more common etiology

such as a gastrointestinal drug reaction.

Perhaps the simplest way of showing how COVID-19 has
upended routine life is to observe that as of February 23, 2021, the
United States has experienced 27,938,083 cases of the disease
with 497,415 deaths.’ Although COVID-19 presents with fever,
respiratory symptoms, body aches and fatigue, headache, loss of
taste or smell, and sore throat and runny nose, the Center for Dis-
ease Control's list of symptoms also includes nausea/vomiting/
diarrhea at the end.! Nausea/vomiting, diarrhea, and abdominal
pain are thought to occur in 7.8%, 7.7%, and 2.7% of COVID-19
cases, respectively.2 The similarity of the infrequent gastrointestinal
symptoms of COVID-19 to the standard presentations of gastro-
intestinal diseases has led to COVID-19 being misdiagnosed as
acute pancreatitis,® appendicitis,* acute surgical abdomen,®”
mesenteric lymphadenopathy,® abdominal pain,®'° and epigastric
discomfort and dyspepsia.'’ Misdiagnosis of COVID-19 as a
gastrointestinal adverse drug reaction (ADR) has apparently been
less frequently reported.

CASE REPORTS

Patient 1, a 22-year-old male in his 12th day of treatment for
cutaneous leishmaniasis with miltefosine, complained of se-
vere nausea, occasional episodes of vomiting and abdominal
pain, profuse sweating without fever, general malaise, and
mild headache (Table 1). Because nausea, vomiting, and
headache occur in 36%, 4.5%, and 28% of miltefosine pa-
tients, respec’[ively,12 adverse reactions to miltefosine were
suspected and symptomatic management (metoclopramide
and paracetamol) was instituted. However, the persistence of
this clinical picture for 4 days led to laboratory tests which
revealed a positive PCR test for SARS-CoV-2. The patient
continued with the same management for five more days, and
the symptoms subsided without stopping miltefosine.

Patient 2, a 56-year-old male in his third day of treatment for
mucosal leishmaniasis with miltefosine, complained of severe
nausea, headache, and episodes of vomiting and diarrhea (Table 1).
He had a temperature of 38.3°C with profuse diaphoresis. The
presumed adverse reaction to miltefosine was managed with
domperidone and diclofenac, and miltefosine treatment was sus-
pended. Because the patient’s symptoms were judged not severe,
miltefosine was restarted on day 5, and symptomatic treatment
was suspended on day 10. On day 11, laboratory testing revealed a
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positive PCR for SARS-CoV-2. Symptoms essentially remitted on
day 15. The patient was able to complete the standard 28-day
course of miltefosine.

DISCUSSION

The gastrointestinal tract is arguably the organ system most
affected by ADRs: 21.6% of ADRs were referable to the gastroin-
testinal system.® The most common drug reactions to miltefosine
are gastrointestinal; however, there are also warnings conceming
reproductive effects and renal and hepatic biochemical abnor-
malities. "2 Because the gastrointestinal effects of COVID-19 can be
misdiagnosed as gastrointestinal diseases, it is also likely that a
gastrointestinal presentation of COVID-19 can be misdiagnosed as
gastrointestinal ADRs. The concordance of nausea/vomiting/
diarrhea between COVID-19 symptoms and miltefosine ADRs
speaks to the ease of confusing these two etiologies; however, for
our two patients, it can be recognized in retrospect that diaphoresis
is a common sign of COVID-19 infection but is not a miltefosine
ADR. The disease for which our patients were treated, cutaneous
leishmaniasis, does not have systemic manifestations and would
not be confused either with an ADR or with COVID-19.

TaBLE 1
Demographics and clinical course

Parameter

Patient #1

Patient #2

Age (years) 22 56
Gender Male Male
Concomitant diseases No No
Concomitant No No
medications
Day of milt RX 12 3
that SX began
Symptoms Nausea: severe Nausea: severe

Vomit/Abd pain:

Vomit/diarrhea:

occasional occasional
Sweating: profuse Sweating: profuse
Febrile? no Febrile: 38.3°C
Headache: mild Headache
Malaise: general -
Miltefosine stopped? No Yes: 2 days
Days symptomatic 12-21* 3-10t
treatment
Day PCR (SARS-CoV-2) 16 11
results
Day SX largely remit 21 15
Milt course completed? Yes Yes

Abd = abdominal; milt = miltefosine; RX = 2.5 mg/kg/day for 28 days; SX = symptoms.
*Metoclopramide and paracetamol.

1 Domperidone and diclofenac.
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Although we have not been able to identify previous reports of
the presentation of COVID-19 being mistaken as a gastrointestinal
ADR, we suspect that confusion between COVID-19 and ADRs is
not unusual. The incidence of COVID-19 is enlarging; for example,
Bolivia, with a population of approximately 11,700,000, had a total
of 142,889 positive tests for COVID-19 as of November 12, 2020
but 210,726 positive cases as of January 28, 2021 with 10,226
deaths. Adverse drug reactions encompass more than just gas-
trointestinal symptoms. Fatigue represents 7.4% of ADRs; dizzi-
ness, 4.3%; headache, 1.6%; myalgia, 1.2%; and cough, 2.3%"'%;
and all these are also symptoms of COVID-19. Our case reports of
treatment of a parasitic disease illustrate the misdiagnosis of an
infrequent manifestation of COVID as acommon ADR. We suspect
that COVID-19 and ADRs will also be confused inversely: the
misdiagnosis of less common ADRs as common manifestations of
COVID-19.
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