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1  |  INTRODUCTION

Systemic Mastocytosis (SM) is a rare disorder in which 
mast cells build up pathologically within organs and tis-
sue. The involvement of mast cells can be restricted to 
the skin, or they can be systemic. One subtype of SM is 
called indolent SM, a less aggressive form of the disease 
compared to advanced SM, presenting with organ impair-
ment due to mast cell infiltration.1,2 Multi- kinase inhibi-
tors such as Midostaurin and Imatinib have been used in 
the treatment of KIT D816V mutation- negative advanced 
SM or indolent SM that is refractory to conservative treat-
ment,3,4 but Avapritinib is currently reserved for treatment 
of advanced SM. Here is a case of a KIT D816 mutation- 
positive indolent SM responding to treatment with a lower 
dose of Avapritinib.

2  |  CASE DESCRIPTION

A 51- year- old female was diagnosed with indolent SM in 
2013. She initially had nonspecific symptoms such as nasal 

congestion, rhinorrhea, cough, and wheezing during child-
hood. Within the past 10 years, she continued to develop 
additional symptoms like flushing, itching, telangiectasias, 
hives, and bloating. The various triggers for these symptoms 
included heat, friction, and diet, and occasionally improved 
with Cetirizine. In April 2013, a skin biopsy revealed tel-
angiectasia macularis eruptive perstans, and was positive 
for c- kit and tryptase. In July 2013, a bone marrow biopsy 
revealed atypical mast cells with spindle morphology, 
negative for KIT D816V mutation, and positive for CD117, 
CD25, and CD2. Despite conservative treatment, the patient 
experienced diarrhea, itchiness, hives, and headaches, so 
Cromolyn, Hydroxyzine, and injectable Omalizumab were 
prescribed. Injectable epinephrine was also provided for 
possible anaphylaxis, though the patient never reported any 
anaphylactic episodes. Since her bloating and diarrhea were 
still not optimally controlled and the patient was diagnosed 
with wild type KIT, Imatinib was started in 2015. Although 
the bloating and diarrhea did improve, the medication 
caused significant transaminitis and Imatinib had to be dis-
continued. Midostaurin was the next treatment of choice, 
but the patient had several adverse reactions including 
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rash, hepatotoxicity, and nausea so it was discontinued in 
December 2018. In 2019, the patient's serum KIT mutation 
was found to be positive, and she was enrolled in an ex-
panded access clinical trial. At the time, Avapritinib 200 mg 
daily was only used to treat aggressive SM,5 but the dosage 
was not yet established for indolent SM. Because of her his-
tory of hepatotoxicity to other tyrosine kinase inhibitors, 
the patient was started on a decreased dose of Avapritinib 
at 100 mg daily in April 2020. As time progressed, there 
were three subsequent dose reductions of Avapritinib as 
the patient had gastrointestinal adverse events. In August 
2020, Avapritinib frequency was decreased from 100 mg 
daily to 100 mg every other day because of nausea, mental 
fog, and burning tongue ulcers. The mental fog resolved, 
and the gastrointestinal distress, skin flushing, and nausea 
decreased with Avapritinib at 100 mg every other day. In 
March 2021, the dosage was readjusted to 75 mg daily since 
the patient was able to tolerate it well for a few months. 
However, in July 2021, she developed COVID- 19 infection 
in addition to neck, shoulder, and chest pain, so she discon-
tinued Avapritinib for several weeks. After recovering from 
the infection and musculoskeletal pain, the medication was 
reintroduced at 25 mg daily. This dosage and frequency 
have been controlling the patient's serum tryptase levels, 
itchiness, and gastrointestinal symptoms well with no tox-
icities to the medication. Currently, the patient is still taking 
Famotidine, Cromolyn and Hydroxyzine. She periodically 
takes Ondansetron and has discontinued Pantoprazole.

3  |  DISCUSSION

SM is a rare disease that can be difficult to diagnose and 
stage, as seen in this patient who experienced symptoms 
for 10 years before the official diagnosis was made. 
Although the bone marrow biopsy performed in 2013 
was negative for KIT D816V mutation, this was likely a 
false negative as the assessment for that mutation was 
less sensitive at the time. For patients with indolent SM, 
treatment often involves symptom control. In this case, the 
patient was appropriately on an antihistamine, Cromolyn, 
and Omalizumab to decrease symptoms of mast cell 
overactivation. However, the disease management was 
inadequate as she was still symptomatic despite more 
conservative treatment and other standard therapies were 
limited by transaminitis. Luckily, she was able to tolerate 
Avapritinib. As of 2021, this medication has been approved 
by the United States Food and Drug Administration 
for treatment of advanced SM. While Avapritinib has 
already been approved to treat aggressive SM at 200 mg,5 
research is still being done on its use for indolent SM. 
For this patient, the oral multikinase inhibitor is highly 

effective against indolent SM in improving quality of life, 
decreasing symptoms, and effectively controlling serum 
tryptase levels. The ideal dosage of Avapritinib for this 
patient appears to be 25 mg daily, which is coincidentally 
the same dose that the PIONEER study is investigating 
for the safety and efficacy of Avapritinib in patients with 
Indolent SM with moderate to severe symptoms.6 Perhaps 
Avapritinib should be accepted as an indication for the 
indolent form of SM, rather than limit its use to solely the 
advanced form.
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