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ABSTRACT

Introduction: Sonidegib, a Hedgehog inhibitor
approved for the treatment of advanced basal cell
carcinoma (BCC), reported an objective response rate of
60.6% (central review) and 74.2% (investigator review)
and a median duration of response of 26.1 months in
the pivotal trial BOLT. The therapy showed an excellent
tolerability profile. The most frequent adverse events are
muscle spasms, dysgeusia, alopecia, nausea, increased
creatine kinase, weight loss and fatigue.

Case Report: This article reports the case of a neglected
patient in which sonidegib rapidly led to an important
tumor mass reduction and improvement of quality of life
without of adverse effects.

Conclusion: The peculiar efficacy and tolerability of
sonidegib, in addition to representing a current gold
standard for the treatment of the advanced disease, allow
us to hypothesize its use on a larger scale in a modern
multidisciplinary strategy (delete with surgery and
radiotherapy).
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INTRODUCTION

Sonidegib, a Hedgehog Inhibitor (HHI) approved for
the treatment of advanced basal cell carcinoma (BCC),
reported an objective response rate of 60.6% (central
review) and 74.2% (investigator review) and a median
duration of response of 26.1 months in the pivotal trial
BOLT [1]. The therapy showed an excellent tolerability
profile. The most frequent adverse events are muscle
spasms, dysgeusia, alopecia, nausea, increased creatine
kinase, weight loss and fatigue.

CASE REPORT

We present a case report of a 69-year-old woman with
a social isolation and rejection of medical treatment, with
past medical history of anxiety and depression.

Her story began with a recurrent lesion in the upper
right eyelid that was misdiagnosed and surgically treated
as a chalazion. Photographic documentation, provided
by her caregiver in June 2020, showed a large lesion
affecting the right eyelid and the base of the nose. At that
time, the patient refused any diagnostic and therapeutic
intervention.

In December 2020, the patient showed a very
extensive lesion (delete dome-shaped) measuring 12 x 5
cm in diameter that affected the right orbit, majority of
the forehead and nose, and reaching to the left orbit. The
mass presented ulceration and neovascularization. Due
to pain and general malaise, the patient finally accepted
to undergo head and maxillofacial computed tomography
(CT) scan that showed wide destruction of the surrounding
tissues, including bone structures of nose, right jaw, right
orbit, anterior cranial fossa, pterygopalatine fossa, and
right infratemporal fossa (Figure 1).
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In March 2021, the patient reported for the first time
to our center with intense pain and swelling in the right
half of the face, diffuse rachialgia, and difficult walking.
The mass showed further enlargement with a bleeding
ulcer at the base (Figure 2); therefore, the patient allowed
a biopsy that confirmed an infiltrating scleroderma-like
BCC with baso-squamous features. Since the size and
location of the lesion and the concrete risk of hemorrhagic
and neurological consequences made any loco-regional
approach unfeasible (surgery or radiotherapy), Hedgehog
inhibitor therapy was recommended. Sonidegib 200 mg
orally once daily was prescribed.

Sonidegib was well tolerated and led to reduction of
pain, burning and itching from the first days of treatment.
After only 37 days of therapy, the lesion was significantly
reduced in size and flattened (Figure 3). In subsequent
weeks, there was a constant progressive reduction of the
tumor mass. After four months of therapy the lesion was
flat (Figure 4) and, as shown on head and maxillofacial
computed tomography (CT) scan (Figure 5), the process
of destruction of surrounding tissues stopped almost
completely.

Figure 1: Head and maxillofacial computed tomography (CT)
scan before the start of sonidegib therapy.

Figure 2: Before the start of sonidegib therapy.
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Figure 3: 37 days after the start of sonidegib therapy.

Figure 5: Head and maxillofacial computed tomography (CT)
scan after four months the start of sonidegib therapy.

DISCUSSION

The management of the patient with BCC that cannot
be controlled with surgery and/or radiotherapy has seen
in recent years a profound shift allowed by the significant
results of medical therapy with Hedgehog inhibitors.
Sonidegib combined the brilliant cytoreductive activity
and an optimal tolerability (as reported in BOLT trial [2]).
Our case report show a time to response lower than time
to response in the BOLT trial. This “speeds” of response to
treatment.
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This “speed” of response to treatment can be found in
many case reports reported in the literature [3—5]. The
good tolerability is of particular importance for this subset
of patients: they are often elderly and with important
comorbidities. In case of adverse events, it’s possible the
switch to alternating daily administration (200 mg every
other day) before to consider stop treatment. Moreover,
sonidegib is for oral use: the patient takes the drug at home
without the need to go to hospital. In our case, it’s relevant
to highlight that sonidegib had the ability to rescue a
neglected patient who had previously refused any other
type of therapeutic intervention, allowing her to resume
social life and significantly improving quality of life.
Finally, it is worthy of note that sonidegib was effective on
a BCC with baso-squamous features, as recently reported
also by Toffoli et al. [6].

CONCLUSION

In conclusion, the peculiar efficacy and tolerability
of sonidegib, in addition to representing a current gold
standard for the treatment of the advanced disease, allow
us to hypothesize its use on a larger scale in a modern
multidisciplinary strategy.
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