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ABSTRACT
Lazertinib is a third-generation epidermal growth factor receptor tyrosine kinase inhibitor effective in patients with non-small 
cell lung cancer. Although generally well tolerated, this case report presents a rare occurrence of common terminology criteria 
for adverse events grade 3 rhabdomyolysis in a 69-year-old Korean woman after taking lazertinib. The patient exhibited general 
weakness and tea-coloured urine with elevated levels of creatine phosphokinase (CPK), lactate dehydrogenase (LDH), aspartate 
aminotransferase (AST), serum myoglobin and hyperkalemia. Lazertinib was temporarily discontinued, and urine alkalization 
was initiated. After the patient's condition improved, lazertinib was restarted at a reduced dose (80 mg) without any adverse 
effects. This case highlights the importance of assessing CPK and LDH levels in patients undergoing treatment with lazertinib, 
particularly in those with myalgia and elevated AST levels. Further studies are required to clarify the mechanisms underlying 
lazertinib-induced rhabdomyolysis.

1   |   Introduction

Lazertinib is a third-generation epidermal growth factor recep-
tor (EGFR) tyrosine kinase inhibitor (TKI) used to treat non-
small cell lung cancer (NSCLC). Lazertinib has been approved 
as the 2nd line treatment for patients with EGFR T790M-
mutated advanced or metastatic NSCLC. The LASER301 ran-
domised study demonstrated that lazertinib could extend the 
median progression-free survival in the first-line treatment for 
advanced NSCLC patients with exon 19 deletion(E19del) and 
L858R mutations [1]. Based on the findings of the LASER301 
study, the Ministry of Food and Drug Safety in South Korea 
approved lazertinib as a first-line treatment for EGFR-mutated 

(L858R mutation or exon 19 deletion) advanced or metastatic 
NSCLC in 2023.

Adverse events were observed in 96% of patients undergoing 
treatment with 240 mg lazertinib once daily [1]. Only 20% of pa-
tients experienced adverse events of grade 3 or higher, indicat-
ing that lazertinib was generally well-tolerated. However, 21% of 
patients undergoing treatment with lazertinib had their dosage 
reduced owing to treatment-emergent adverse events, and only 
10% discontinued the medication [1].

Rhabdomyolysis, characterised by the breakdown of skele-
tal muscle tissue, is a rare but serious complication. No cases 
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of rhabdomyolysis have been reported in patients treated with 
lazertinib. This report presents the first case of rhabdomyolysis 
after lazertinib administration.

2   |   Case Report

The 69-year-old woman was diagnosed with NSCLC, adenocar-
cinoma with liver and iliac bone metastasis (cT2aN2M1c). The 
tissue was confirmed to contain an exon 21 mutation that acti-
vated the L858R mutation. The patient experienced underlying 
diseases including hypertension, diabetes mellitus, cerebral in-
farction, and stage 3 chronic kidney disease. The patient was ad-
ministered lazertinib (240 mg daily) as the first-line treatment. 
Approximately 20 days after administration, the patient exhib-
ited general weakness and tea-coloured urine.

Figure 1 displays the initial elevation in the levels of aspartate 
aminotransferase (AST) and alanine aminotransferase (ALT). 
Initially, the increasing trend of AST level was more pronounced, 
and this raised the suspicion that it may be due to causes other 

than liver damage. Laboratory results of elevated levels of cre-
atine phosphokinase (CPK), serum myoglobin, lactate dehydro-
genase (LDH), and urine myoglobin and hyperkalemia indicated 
rhabdomyolysis. Figure 2 displays the initial elevations in the lev-
els of CPK and LDH and continuous changes in their levels. The 
bone scan indicated diffuse and mild uptake of the radiotracer 
throughout the body (Figure 3). The patient was diagnosed with 
rhabdomyolysis based on elevated CPK levels and other typical 
symptoms. She had not experienced any recent physical stress 
or used any medications other than lazertinib. Urine alkaliza-
tion was initiated, and lazertinib was discontinued. The patient's 
symptoms were mild, and steroids were not administered.

After 10 days of treatment, CPK levels decreased to below 
1000 IU/L. After 18 days of treatment, the patient resumed 
lazertinib at a dose of 80 mg daily without any reported adverse 
effects. We subsequently increased the daily lazertinib dose to 
160 mg 5 days after resuming at 80 mg daily. At the 1-month fol-
low-up, the patient continued a maintenance dose of 160 mg, and 
no abnormalities were reported. Approximately 2-months after 
the initiation of lazertinib therapy, a computed tomography scan 

FIGURE 1    |    Elevated progression of AST and ALT levels. Initially, the increase in AST was more pronounced than that in ALT. AST, aspartate 
aminotransferase; ALT, alanine aminotransferase.

FIGURE 2    |    Elevated progression of CPK and LDH levels. CPK and LDH levels decreased after discontinuation of lazertinib. After 18 days of 
discontinuation, lazertinib administration was resumed at a reduced dose (80 mg). After 23 days, the dosage of lazertinib was increased to 160 mg; 
however, CPK and LDH levels did not increase and remained stable. CPK, creatine phosphokinase; LDH, lactate dehydrogenase.
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FIGURE 3    |    Bone scan. A bone scan of the patient after diagnosis revealed diffuse and mild uptake of the radiotracer throughout the body.

FIGURE 4    |    CT scans taken before and after the treatment. (a) Baseline CT scan of the patient. (b) CT scan approximately 2 months after the ini-
tiation of lazertinib. CT, computed tomography.
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revealed a partial response (PR) compared to the baseline scan, 
based on the RECIST 1.1 criteria (Figure 4). The best overall re-
sponse was PR, and the patient remains on lazertinib therapy 
with no evidence of disease progression to date.

3   |   Discussion

Patients with rhabdomyolysis exhibit a triad of symptoms, includ-
ing myalgia, weakness, and myoglobinuria. The gold standard 
laboratory diagnosis is the plasma CPK concentration five times 
the upper limit of the normal reference range [2]. Rhabdomyolysis 
may be asymptomatic or evolve into a life-threatening condition 
with complications including disseminated intravascular coagu-
lation and acute renal failure. The early diagnosis and appropriate 
treatment of rhabdomyolysis-induced acute kidney injury are cru-
cial for maintaining kidney function.

Although rare, the occurrence of elevated serum CPK levels 
and rhabdomyolysis following EGFR TKI therapy highlights 
the necessity of monitoring serum CPK levels in patients un-
dergoing these treatments. Lazertinib has not been associated 
with reported cases of rhabdomyolysis in real-world data, and 
no studies have investigated the elevation in serum CPK lev-
els after its administration. However, post-marketing surveil-
lance for erlotinib identified eight cases (0.08%) of elevated 
serum CK levels, while four cases (0.17%) were noted during 
the international phase III trial of afatinib, and four cases 
(0.7%) were observed during the international phase III trial of 
osimertinib, according to pharmaceutical interview data  [3]. 
Furthermore, to the best of our knowledge, rhabdomyolysis 
has been reported with other EGFR TKIs, including two cases 
with afatinib, one with erlotinib, one with gefitinib, and one 
with osimertinib, among which the case involving gefitinib at-
tributed to an overdose rather than standard use [3, 4].

However, the mechanisms underlying lazertinib-induced rhabdo-
myolysis remain unclear. According to an in vitro study, EGFR is 
a key regulator of the differentiation of myoblasts [5]. Myoblasts 
differentiate during skeletal muscle regeneration. Downregulation 
of EGFR activity is observed during the early stages of human 
myoblast differentiation [5]. Lazertinib may more selectively bind 
to EGFR expressed in skeletal muscle compared to other EGFR-
TKIs. Further studies are required to investigate the association 
between rhabdomyolysis and lazertinib use.

In conclusion, we recommend assessing serum CPK levels in pa-
tients undergoing lazertinib, particularly those presenting with 
myalgia and elevated AST levels, to exclude rhabdomyolysis. Based 
on our case report, dose reduction in patients with rhabdomyolysis 
allows the reuse of lazertinib without additional side effects.
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