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INTRODUCTION

Cutaneous phototoxicity is a nonimmunologic
reaction resulting in direct cellular damage after
sun exposure. This phenomenon occurs secondary
to various drugs, including targeted oncologic ther-
apies, in combination with UV-A or visible radia-
tion." Currently, tyrosine kinase inhibitors are the
treatment of choice for the majority of gastrointes-
tinal stromal tumors (GISTs). Avapritinib, a type I
tyrosine kinase inhibitors, was recently approved for
patients with GISTs carrying the D842V mutation.”
To date, there is no documented literature on
photosensitivity secondary to avapritinib. We report
a case of phototoxic cutaneous eruption in a 56-year-
old woman with a GIST on avapritinib.

CASE REPORT

A 56-year-old woman with Fitzpatrick skin type II
and a history of a stage IV GIST presented with well-
demarcated, edematous, brightly erythematous
plaques with overlying ruptured bullae in photo-
distributed areas on the bilateral shins (Fig 1, A-C).
The rash initially appeared as a sunburn on the
patient’s anterior shins and dorsal surface of her feet
after prolonged sun exposure while she was wearing
capri pants with the rest of her legs covered. Over the
next 3 days, the rash worsened, with the develop-
ment of bullae and pain.

Oral avapritinib (300 mg) daily for the patient’s
GIST was initiated 5 months prior to presentation.
Her prior treatment history for her GIST included
trials of imatinib, sunitinib, and regorafenib.

After the appearance of bullae, the patient pre-
sented to the emergency department and was

Abbreviations used:

GISTs: gastrointestinal stromal tumors
UV-A: ultraviolet A

discharged with cephalexin for 7 days in suspicion
of possible cellulitis. She returned to the emergency
department the next day with confusion, lethargy,
worsening bilateral lower-extremity edema, and
pain and was found to be febrile, hypoxic, and
hemodynamically unstable. Blood cultures were
drawn in the emergency department for possible
hospital-acquired pneumonia and/or sepsis, and the
patient was started on piperacillin/tazobactam. The
patient was admitted and required 1 to 4 L of oxygen
via a nasal cannula. Her chest X-ray imaging showed
bilateral pulmonary infiltrates and small bilateral
pleural effusions. Diuresis and diagnostic and ther-
apeutic thoracentesis did not show any infection or
malignancy. For the new-onset rash on her shins,
dermatology was consulted. A punch biopsy of the
right lower extremity was performed (Fig 2, A and B)
and demonstrated marked papillary dermal edema
and mixed inflammation with rare dyskeratotic
keratinocytes.

Avapritinib was discontinued. On day 4 of her
admission, the patient was able to wean off her
oxygen requirement. She was discharged with oral
furosemide 40 mg daily along with the recommen-
dation for strict photoprotection and compression
stockings, and 0.1% triamcinolone cream was initi-
ated, with the improvement of the rash. The patient
continued to improve and was never restarted on
avapritinib, eventually starting ripretinib instead.
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Fig 1. Clinical images of phototoxic cutaneous eruption secondary to avapritinib treatment.
Well-demarcated erythematous plaques on the bilateral anterior shins (A, B) and dorsal foot (C).

Fig 2. Photomicrographs of papillary dermal edema and mixed inflammation secondary to
avapritinib treatment. A, Histopathology demonstrates a basketweave stratum corneum above
an effaced epidermis with vacuolar interface alteration and rare dyskeratotic keratinocytes in
the midspinous layer, basal layer, and follicular interface. No sunburn cells or outer epidermal
necrosis are present (H&E, X20). B, There is massive papillary dermal edema with erythrocyte
extravasation, and a moderately dense perivascular and perifollicular lymphohistiocytic
infiltrate with a few admixed neutrophils (H&E, X50).

DISCUSSION

Most GISTs contain a constitutively active c-Kit
receptor, which is why they are typically treated with
tyrosine kinase inhibitors, such as imatinib, nilotinib,
and dasatinib. These agents have been shown to
cause various cutaneous toxicities that are dose-
related and reversible following drug cessation.
Cutaneous findings documented include edema,
morbilliform eruption, pigmentary changes, alope-
cia, and inflammatory eruptions, such as erythro-
derma.' In 2020, avapritinib was approved by the
Food and Drug Administration for patients with
advanced GISTs, and, as a result, potential adverse
effects are being elucidated.”

Photo-induced cutaneous toxicities have been
reported secondary to multikinase inhibitors, such

as vandetanib and pazopanib.>* Our patient’s
well-demarcated erythematous plaques, along
with the pathologic findings of dermal edema,
mixed inflammatory infiltrates, rare dyskeratotic
keratinocytes, and follicular interface, were
consistent with photosensitivity secondary to
avapritinib.

This patient’s photosensitive eruptions could be
categorized as grade 3 due to the blistering that
developed.” The management consists of corticoste-
roid use and strict photoprotection, such as sun
avoidance, photoprotective clothing, generous
application of broad-spectrum sunscreen with UV-
A—blocking agents, and UV-light—blocking window
films.” For phototoxicities refractory to treatment
with corticosteroids and strict photoprotection, 1
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case report of vandetanib-induced phototoxicity
demonstrated complete clearing following 8 weeks
of oral supplementation with 240 mg of Polypodium
leucotomos extract daily.”

We report a photo-induced eruption occurring in
the setting of avapritinib therapy. Our case empha-
sizes the importance of sun protective precautions
and monitoring for cutaneous findings in patients on
avapritinib for the treatment of GISTs.
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