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To the Editor,33 

Basal cell Q2 carcinoma (BCC) is the most common type of skin can­34 

cer. A minority of patients develop locally advanced tumors or, less 35 

frequently, metastases.1 Hedgehog pathway inhibitors (vismodegib and 36 

sonidegib) are the treatment of choice for advanced BCC when radio­37 

therapy or surgery is contraindicated. However, up to 80% of patients 38 

experience adverse effects, which limits their use.2 The increase in life 39 

expectancy has led to a larger elderly population with specific physiolog­40 

ical and medical characteristics that affect the diagnosis and treatment 41 

of skin cancer.3 Pharmacokinetic and pharmacodynamic differences in 42 

older adults could influence and safety and efficacy profile of treatment. 43 

To date, no studies have ever compared whether the adverse effects of 44 

sonidegib differ between younger and older patients in real-world clin­45 

ical settings. Real-life safety data on sonidegib may help personalize 46 

treatment according to age.47 

∗ Corresponding author.
E-mail address: anajsanchez1@gmail.com (A. Jiménez-Sánchez Q1).

1 Members of the Advanced Basal Cell Carcinoma Working Group are listed in Appendix
1.

Objective 48

To describe and compare the adverse effects of sonidegib in patients 49

aged ≥ 85 years and <85 years, determining whether there are differ­ 50

ences in the frequency, type, and severity of side effects. 51

Methods 52

We conducted a multicenter, retrospective, observational, descrip­ 53

tive study with patients with advanced BCC on a 3-month regimen of 54

sonidegib for more than. The study period spanned from February 2019 55

to February 2024. Clinical, epidemiological, and safety data were col­ 56

lected, and a descriptive analysis comparing both groups was performed. 57

58

Results 59

A total of 119 patients were included: 65 aged ≥ 85 years (51% men) 60

and 54 aged < 85 years (54% men). The mean age was 90.2 and 65.5 61

years, respectively. 62

The most frequent tumor location was the periocular region in both 63

groups (32% of cases in those ≥85 years and 28% in those <85 years). 64

The mean tumor diameter was 39 mm in older patients and 43 mm 65

in younger patients. The most common histological subtype was infil­ 66

trative (77% in ≥85 years vs 64% in <85 years). Regarding prior 67
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Table 1
Clinical, histological, and epidemiological characteristics of patients.

>85 years (N = 65) <85 years (N = 54)
 Sex (male) 33 (51%) 29 (54%)
 Mean age (SD), range 90.2 (3.9), 85–100 65.5 (15.1), 33–84
 Anatomical location N (%) • Periocular 21 (32%)• Rest of face 23 (35%)• Scalp 8 (12.5%)• Extremities 2 (3%)• Neck 1 (1.5%)• Multiple 10 (15%)

• Periocular 15 (28%)• Rest of face 20 (37%)• Scalp 5 (9.25%)• Trunk 3 (5.5%)• Extremities 3 (5.5%)• Multiple 8 (14.8%)
 Maximum diameter (mm), solitary tumors 39, N = 55 43, N = 51
 Most common histology N (%) Infiltrative 50 (77%) Infiltrative 32 (64%) (N = 50)
 Previous surgical procedures N (%) 40 (62%) 22 (40%)
 Number of previous surgical procedures mean (SD), range 3.6 (5.1), 1–30 1.8 (3.48), 0–18
 Previous treatment with vismodegib (%) 14 (22%) 12 (22%)
 Initial daily dosing (%) 55 (85%) 50 (93%)

SD: standard deviation.

Table 2
Frequency of adverse effects in both groups.

 >85 yearsa (N = 65)  <85 years (N = 54)
 Overall adverse events  41 (63%)  40 (74%)
 Adverse events leading to discontinuation  15 (23%)  10 (18.5%)
 Muscle pain or spasms  27 (45%)  29 (54%)
 Nausea/vomiting  10 (15%)  1 (1.85%)
 Diarrhea  3 (4.6%)  1 (1.85%)
 Asthenia  15 (23%)  16 (29%)
 Alopecia  17 (26%)  17 (31%)
 Weight loss  16 (25%)  7 (13%)
 Dysgeusia  19 (29%)  17 (31%)
 Laboratory abnormalities  Elevated CK 1 (1.5%)  Elevated transaminases 2 (3.7%)

CK: creatine kinase.

Table 3
Latency of different adverse effects (weeks).

Latency (weeks)  >85 years (N = 65)  <85 years (N = 54)
Muscle spasms
Mean (SD), Range

 9.2 (7.0), 1–22  10.15 (6.2), 2.1–25.7

Diarrhea
Mean (SD), Median [IQR]

 3.3 (2.0), [1–5]  2.14a

Fatigue
Mean (SD), Median [IQR]

 12.5 (9.5), [1–30]  8.1 (7), 5.85 [3.8–9.5]

Alopecia
Mean (SD), Median [IQR]

 24.8 (15.4), [4–50]  14.7 (9.3), 12.85 [8.5–17.1]

Weight loss
Mean (SD), Median [IQR]

 17.8 (8.1), [4–30]  16.1 (5.9), 18.5 [10.5–21.4]

Dysgeusia
Mean (SD), Median [IQR] Range

 11.2 (7.9), 8.0 [4.0–17.0] 1–3.71  10.1 (9.9), 8.71 [4.28–11.42] 4.28–11.42

Nausea or vomiting
Mean (SD), Median [IQR]

 12.2 (7.9), [2–28]  25.71a

a N = 1. SD: standard deviation, IQR: interquartile range.

treatments, 62% of patients aged ≥ 85 years and 40% of those <85 years 68 

had undergone surgery. In the 2 groups, 22% had previously received 69 

vismodegib. The initial sonidegib dosage was daily in 85% of the ≥85-70 

year group and 93% of the <85-year group (Table 1).71 

Overall, 63% of patients aged ≥ 85 years and 74% of those <85 years 72 

experienced at least 1 adverse event, leading to treatment discontinu­73 

ation in 23% and 18.5% of cases, respectively. Muscle spasms or pain 74 

occurred in 45% of older patients and 54% of younger ones. Nausea or 75 

vomiting was reported in 15% of older patients and in 1.85% of younger 76 

ones, while diarrhea occurred in 4.6% and 1.85%, respectively. Asthenia 77

affected 23% of patients aged ≥ 85 years and 29% of those <85 years. 78

Alopecia and dysgeusia were slightly more frequent among younger 79

patients (26% vs 31% and 29% vs 31%, respectively). Weight loss 80

occurred in 25% of older adults compared with 13% of younger patients. 81

Laboratory abnormalities were rare: one patient aged ≥ 85 years showed 82

elevated CK levels (1.5%), and 2 patients aged < 85 years presented ele­ 83

vated transaminases (3.7%) (Table 2). Statistical analysis revealed no 84

trends or statistically significant differences. 85
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Discussion86 

In our study, both groups exhibited fewer adverse effects compared 87 

with phase II trials and previous real-world studies.4−6 Although no 88 

major differences were observed across different age groups, advanced 89 

age may be associated with better tolerance to muscular adverse effects 90 

due to lower physical activity levels. However, weight loss was more 91 

frequent in older adults, possibly related to comorbidities or frailty. The 92 

proportion of patients who discontinued treatment due to adverse effects 93 

was slightly higher in the ≥85-year group, which may reflect greater 94 

tolerance or willingness to continue therapy among younger patients.95 

The latency of the various adverse effects was similar to that reported 96 

in former studies,6 although, except for muscle spasms, all adverse 97 

events showed longer latency in older adults (Table 3).98 

Limitations99 

Study limitations include its retrospective design, intercenter hetero­100 

geneity, and limited sample size.101 

Conclusions102 

In conclusion, sonidegib seems to have a favorable tolerability and 103 

safety profile comparable between younger and older patients, with no 104 

clinically relevant differences observed in real-world practice. Advanced 105 

age should not be considered a limiting or restrictive factor for its use.106 
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