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Abstract: RAS mutations constitute one of the major tumorigenic mechanisms and are 
detected in approximately 20% of lung cancers. The most frequent mutated and well-studied 
RAS isoform is KRAS, which is associated with an overall poor prognosis in non-small-cell 
lung cancer (NSCLC). However, the clinical significances of NRAS and HRAS in NSCLC are 
rarely reported. Here, we present a 58-year-old male smoker who was diagnosed with stage 
IV lung adenosquamous carcinoma. A rare NRAS and HRAS double mutation was detected in 
the primary tumor and lymph node samples using next-generation sequencing (NGS). The 
patient showed rapid disease progression and passed away due to respiratory failure after 15 
days of osimertinib in combination with cisplatin. To the best of our knowledge, this is the 
first report associating NRAS and HRAS double mutation in the poor prognosis of NSCLC. 
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Introduction
The RAS oncogene affects numerous cellular functions, including proliferation, 
growth, apoptosis, migration, division, and differentiation of the cells. It has 3 
known isoforms: Harvey-RAS (HRAS), Kirsten-RAS (KRAS), and neuroblastoma- 
RAS (NRAS).1 The incidence of KRAS mutation in lung adenocarcinoma is 
between 12% and 36%. Previous studies have demonstrated that KRAS mutation 
frequently occurs in lung adenocarcinoma patients who are former or current 
smokers and are associated with poor overall prognosis.2,3 In contrast, NRAS and 
HRAS mutations are extremely rare in lung cancer regardless of histopathological 
subtypes, with only a few cases reported in the literature. Here, we present a case of 
pulmonary adenosquamous carcinoma harboring NRAS and HRAS double mutation, 
who failed to respond to chemotherapy plus targeted therapy.

Case Presentation
A 58-year-old male smoker presented to our hospital with one-month history of 
chest and back pain. The performance status (PS) value of the patient was 0. 
Systemic evaluation including brain magnetic resonance imaging (MRI) and con
trast-enhanced computed tomography (CT) scan showed a cavitary nodule on the 
inferior lobe of the right lung and the presence of malignant pleural effusion (Figure 
1). Histopathology review of the tissue biopsy sample suggested stage IV poorly 
differentiated carcinoma. Twelve days after admission, malignant pleural effusion 
was aggravated and a video-assisted thoracoscopic lobectomy and lymph node 
dissection was performed for symptom management. Pathological examination of 
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tumor, visceral pleura, and lymph nodes confirmed the 
diagnosis of poorly differentiated adenosquamous carci
noma and the presence of tumor cells in the visceral pleura 
and lymph nodes. Amplification refractory mutation sys
tem (ARMS)-polymerase chain reaction (PCR) assay was 
performed using pleural effusion samples to profile the 
EGFR mutation status, which showed weak signals for 
L858R and T790M mutations (CT value: 43.83 and 
40.67, respectively, Figure 2A). The patient was adminis
tered with third-generation EGFR-TKI osimertinib 
(150 mg, orally thrice daily) combined with cisplatin 
(40 mg every ten days). After 5 days of osimertinib treat
ment, pleural effusion was reduced. Unfortunately, the 
patient showed a rapid disease progression and died of 
respiratory failure after 15 days of osimertinib plus cispla
tin administration. To understand the underlying mechan
ism of treatment failure, both surgical and lymph node 
tissue samples were subjected to capture-based ultra-deep 
sequencing that target the exons and critical introns of 520 
cancer-related genes (Oncoscreen PlusTM, Burning Rock 
Biotech, China). HRAS Q61L and NRAS Q61K were con
sistently found in the primary tumor and lymph nodes 
(Figure 2B and C). However, EGFR mutations were not 
detected, indicating that the EGFR L858R and T790M 
detected by ARMS-PCR may be false-positive mutations.

Discussion
This case reported the poor prognosis of pulmonary ade
nosquamous carcinoma with NRAS and HRAS mutation. 
The patient had a rapid progression leading to death. To 
the best of our knowledge, this is the first case which 

describes the detection of NRAS/HRAS double mutation 
and its prognostic value in lung cancer.

RAS mutations constitute a major tumorigenic 
mechanism and are detectable in approximately 20% of 
lung cancers. The most common KRAS mutations account 
for 80–90% of all RAS mutations. KRAS mutations are 
generally considered to be a negative predictive factor 
for EGFR-tyrosine kinase inhibitor (TKI) therapy and are 
associated with a poor overall prognosis in NSCLC.2,3 

HRAS and NRAS mutations have been reported in various 
cancer types including head and neck carcinoma, gastro
intestinal cancer, genitourinary cancer, and malignant 
melanoma.4–7 The frequency of HRAS and NRAS muta
tions in bladder cancer is up to 84%.8 In colorectal cancer, 
patients with any known KRAS or NRAS mutation should 
not be treated with either cetuximab or panitumumab 
according to the NCCN guidelines. Likewise, HRAS- 
mutated colorectal cancer also results in the resistance to 
anti-EGFR therapies.9 However, HRAS and NRAS muta
tions are extremely rare in lung cancer; hence, studies 
documenting their clinical significance are scarce. 
Cathcart-Rake et al have reported an elderly former smo
ker with HRAS mutant NSCLC. The patient had a rapid 
progression from stage IB disease to metastatic adenocar
cinoma and death, indicating that HRAS mutations are 
associated with poor overall prognosis in NSCLC, similar 
to KRAS.10 An in vitro study has showed that mutant 
HRAS hyperactivates the RAS and the mTOR pathway in 
various cancer cell lines including lung cancer, which 
might serve as a therapeutic target.11 NRAS mutations are 
more common in current/former smokers with NSCLC 

Figure 1 Chest CT at the time of the diagnosis.
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Figure 2 ARMS-PCR demonstrated EGFR mutations L858R and T790M (A) and NGS identified HRAS Q61L (B) and NRAS Q61K (C) mutations.
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and NRAS-mutant cell lines were demonstrated to be sen
sitive to the MEK inhibitors, selumetinib and trametinib.12

While the single mutation in either NRAS or HRAS is 
rare in lung cancer, the double mutation in NRAS and 
HRAS, which we present in this case report, is even rarer 
and had never been reported before. The patient had rapid 
progression and died about 1 month after diagnosis. It is 
worth mentioning that EGFR L858R/T790M mutations 
were detected by ARMS-PCR in the pleural effusion sam
ple, prompting the administration of osimertinib. However, 
no EGFR mutation was found by NGS, a more precise and 
comprehensive methodology for mutation analysis. 
Whether tumor heterogeneity or false detection that 
brought about these inconsistent results from the two 
molecular assays is unclear; however, the use of EGFR- 
TKIs could partly account for the patient’s poor prognosis. 
In conclusion, our case indicates that NRAS and HRAS 
mutations in NSCLC are associated with poor prognosis. 
Further research and description of clinical cases are 
needed for improved better understanding of these genetic 
mutations in NSCLC.
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