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ABSTRACT
Since the discovery of the echinoderm microtubule-associated protein-like 4-anaplastic lymphoma kinase (EML4-

-ALK) fusion in non-small-cell lung cancer (NSCLC), followed by the identification of many different fusion variants, 

molecularly targeted therapy has revolutionized treatment for patients with ALK-positive lung cancer. Recent re-

search has focused on understanding how specific variants may influence the biological and molecular behavior 

of cancer cells and how this knowledge can be used in routine clinical practice. This article explores the current 

understanding of EML4-ALK variants and highlights unanswered questions in the field.
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Introduction

Since the discovery of ALK gene rearrangement 
in non-small-cell lung cancer (NSCLC), many fusion 
variants of echinoderm microtubule-associated pro-
tein-like 4-anaplastic lymphoma kinase (EML4-ALK), 
categorized on the basis of EML4 breakpoints, have 
been identified [1]. The EML4-ALK is the dominant 
fusion variant, accounting for approximately 80% of 
ALK-positive NSCLC cases [2]. It is also known that 
fusions occur with KIF5B, TFG, KLC1, HIP1, TPR, 
SOCS5, and BIRC6  [3, 4]. Pathogenic ALK gene 
variants are observed in 2–9% of NSCLC patients 
[5]. Progress made in treating ALK-positive NSCLC 
patients has been documented by the approval of six 
ALK tyrosine kinase inhibitors (TKIs): 1st-generation 
crizotinib, 2nd-generation alectinib, brigatinib, ceritinib, 
ensartinib,  and 3rd-generation lorlatinib.  Therapeutic 
advances have been accompanied by significant progress 

in diagnostic methods. Initially, ALK gene rearrange-
ment was detected through immunohistochemistry 
(IHC), which identifies the expression of abnormal 
ALK protein on the surface of cancer cells, or by using 
the fluorescence in situ hybridization (FISH) technique, 
which detects EML4/ALK translocation.  However, 
these tests do not allow for the identification of fusion 
partners or the determination of the specific EML4-
ALK fusion variants. This limitation was addressed 
by next-generation sequencing (NGS) technology. In 
Poland, all three methods are employed to qualify 
NSCLC patients for treatment, but access to NGS is 
available in few oncology centers.

EML4-ALK variants in NSCLC

The EML4-ALK rearrangement arises from an in-
version on the short arm of chromosome 2, where both 

https://orcid.org/0000-0003-3872-0620


2

ONCOLOGY IN CLINICAL PRACTICE

EML4 and ALK are located [6]. To date, 16 breakpoints 
have been identified within EML4: 2, 3, 6, 7, 8, 10, 12, 
14, 15, 16, 17, 18, 19, 20, 21, and 23 [7–13]. These break-
points result in various EML4-ALK variants with differ-
ing lengths and protein stability [14]. The most common 
variant is v1 (v1), in which exon 13 of EML4 fuses with 
exon 20 of ALK (33%), followed by variant 3a/3b (v3), 
where exon 6a or 6b of EML4 fuses with exon 20 of ALK 
(29%), and v2, in which exon 20 of EML4 fuses with exon 
20 of ALK (10%) [14]. The full-length EML4 protein 
contains an N-terminal coiled-coil trimerization domain, 
followed by a tandem atypical beta-propeller (TAPE) 
domain that constitutes the rest of the EML4 protein 
[15]. The TAPE structure comprises a hydrophobic 
motif in the EML protein domain (HELP), which me-
diates tubulin binding, and nine tryptophan-aspartate 
(WD) repeats that facilitate protein-protein interac-
tions. Functionally and clinically, EML4-ALK variants 
can generally be classified as “short” variants (v3a/b 
and v5a/b, which lack the TAPE domain) and “long” 
variants, which include parts of the TAPE domain, 
resulting in varying degrees of cellular protein stability 
[15, 16]. Detailed information on the most common 
EML4-ALK variants, their frequency, and the presence 
of the TAPE domain is presented in Table 1 [1, 14, 17].

Retrospective single-center analysis

In 2016, Yoshida and colleagues [15], through 
a retrospective analysis of 35 patients with advanced 
NSCLC harboring ALK gene rearrangements, demon-
strated differences in survival and response rates based 
on the fusion variant. The patients were treated with 
crizotinib in the first, second, or third line of therapy. 
The most common variant in the studied group was v1, 
identified in 19 patients (54%), followed by v2 (5 pa-
tients,14%), and variants 3a/3b (4 patients, 12%). Other 
variants were reported in the remaining patients. For 
the analysis of survival rates and objective response rates 
(ORR), the study population was divided into groups 
with and without v1. The ORR in the v1 group was 74% 
compared to 63% in the group without v1. A significantly 
higher proportion of patients with v1 achieved disease 

control compared to patients without v1 (95% vs. 63%). 
Similarly, median progression-free survival (PFS) was 
significantly longer in the v1 group (11.0 months) com-
pared to the group without v1 (4.2 months). For patients 
with ALK-positive NSCLC, the most common site of 
progression was the CNS. In the studied population, 
there were no differences in the rate of intracranial 
progression between the analyzed groups [15].

Retrospective analyses of randomized 
prospective trials 

Of the global phase III randomized trials conducted 
to verify an ALK TKIs values PROFILE1014 [18], 
ASCEND-4 [19], ALEX [20], ALTA-1L [21], eX-
alt3 [22], CROWN [23] additional survival analyses in 
relation to EML4-ALK variants were performed exclu-
sively in the ALEX and ALTA-1L trials [24, 25].

In the ALEX trial, 303 patients were randomized 
1:1 to receive either alectinib 600 mg twice daily or cri-
zotinib 250 mg twice daily. Treatment was continued until 
disease progression or unacceptable toxicity. Patients 
with asymptomatic CNS metastases were eligible for 
the study. At the start of the trial, plasma and tumor tis-
sue samples were collected for NGS analysis to assess the  
frequency of the most common EML4-ALK variants 
(v1, v2, and v3a/b), dividing the samples into plasma 
and tumor tissue subgroups [24]. Camidge and colleagues 
demonstrated that the most common fusion variants were 
v1 and v3a/b, with similar frequencies in plasma samples 
(v1: 37%, v3a/b: 36.3%) and tumor tissue samples (v1: 
42.7%, v3a/b: 37.1%) [24]. In the plasma subgroup, me-
dian PFS for patients treated with alectinib compared 
to crizotinib was 34.8 vs. 7.4 months for patients with 
v1. For v2 patients, PFS was 24.8 vs. 8.8 months. For v3a/b 
patients, median PFS was 17.7 vs. 9.1 months [24]. In this 
additional analysis, also in the tumor tissue subgroup, me-
dian PFS for patients treated with alectinib compared to  
crizotinib was not reached (NR) for alectinib compared  
to 12.9 months for crizotinib in variant 1, 11.5 vs. 8.8 months 
in variant 2, and 34.9 vs. 14.6 months in variant 3a/b. 
Differences in PFS between variants 1, 2, and 3a/b were 
not significant in either treatment arm or sample type.

Table 1. The most common EML4-ALK fusion variants

variant breakpoint location Frequency TAPE domain References

Variant 1 E13 A20 33% Partial TAPE 1, 14, 17

Variant 2 E20 A20 10% Partial TAPE 1, 14, 17

Variant 3 E6 A20 29% No TAPE 14, 17

Variant 4’ E14 A20 3% Partial TAPE 17

Variant 5 E20 A20 2% No TAPE 17

TAPE — tandem atypical beta-propeller
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In the ALTA-1L trial, evaluating the efficacy of 
brigatinib versus crizotinib in the first-line treatment 
of ALK-positive NSCLC, additional analyses of effi-
cacy in relation to fusion variants were also conducted 
[25]. During screening, blood samples were collected, 
and NGS analysis was performed to determine the fu-
sion variant. The study included 124 patients in the bri-
gatinib arm and 127 patients in the crizotinib arm. The 
three dominant EML4-ALK fusion variants (v1, v2, v3) 
were evenly distributed between arms, with v1 more 
commonly observed in patients without CNS metasta-
ses (47% vs. 36%). Sex and age did not influence the  
frequency of individual variants. Brigatinib demonstra- 
ted superiority in terms of ORR and median PFS com-
pared to crizotinib across all variants; however, v3 patients  
had poorer PFS compared to those with v1 and v2, 
regardless of the treatment used.

Does the fusion variant have 
prognostic significance?

Christopoulos and colleagues analyzed a group of 
67 patients with the most common fusion variants (v1, 
v2, and v3) and demonstrated that patients harboring 
v3 had a higher number of metastases than those with 
the other two variants (v3: 3.25 vs. v1: 1.88 vs. v2: 1.57) 
[26]. Both intrapulmonary metastases and extrathoracic 
metastases were more frequently reported in patients 
with v3. Additionally, metastases in atypical locations, 
such as the spleen or kidneys, were commonly observed. 
Patients with the v3 fusion variant in NSCLC had shorter 
median PFS when treated with both first- and sec-
ond-generation TKI inhibitors (7.3 vs. 39.3 months 
for first-line treatment and 5.0 vs. 11.3 months for 
second-line treatment) [26].

Co-occurring mutations

The TP53 gene mutation is the most common genetic 
alteration in NSCLC and may co-occur with driver muta-
tions, such as EGFR mutations or ALK gene rearrange-
ments. Previous studies have shown that the presence 
of a TP53 mutation is an unfavorable prognostic factor 
for survival rates [27]. However, no differences were 
observed in the frequency of TP53 mutations across 
the most common EML4-ALK fusion variants (v1, v2, 
and v3) [28].

EML4-ALK fusion variants in resectable 
NSCLC

Hong Tao and colleagues [29] reported findings from 
a study of 55 patients with resectable NSCLC in clinical 
stages I–III. The most common variant in the studied 

population was v 1 (45.5%), followed by v3 (34.5%) 
and v2 (14.5%). The frequency of v3, associated with 
poorer prognosis, was lower in earlier stages of disease 
compared to stage III (29.0% vs. 41.7%). However,  
no clinically significant correlation was observed between 
the frequency of individual variants and the clinical stage 
of the disease. The median disease-free survival (DFS) 
was 22.1 months. Multivariate analysis showed that 
patients with stage T1 disease and variants other than 
v3 had longer DFS than patients with stage T2-T4 dis-
ease [hazard ratio (HR) = 0.350; 95% confidence in-
terval (CI) 0.45–0.845; p = 0.020] and v3 (HR = 0.249; 
95% CI 0.076–0.823; p = 0.023) [29].

Discussion

The identification of EML4-ALK fusion variants 
has significantly contributed to our understanding of 
ALK-positive NSCLC and its therapeutic implica-
tions. As demonstrated in multiple studies, a specific 
fusion variant may influence treatment response, disease 
progression, and survival outcomes. A retrospective 
analysis conducted by Yoshida et al. [15] revealed that 
v1 was the most prevalent fusion type and was associated 
with better treatment outcomes in response to crizotinib 
compared to other variants. Patients harboring v1 had 
higher ORR and longer PFS than those without v1.  
This aligns with findings from randomized trials, such 
as ALEX and ALTA-1L, which further demonstrated 
that PFS differed among patients with various fusion 
variants but did not show statistically significant differ-
ences in overall survival (OS) [24, 25]. Superior PFS was 
observed in v1 patients, which suggests that this variant 
may be more sensitive to ALK TKI therapy, particu-
larly with second-generation inhibitors like alectinib 
and brigatinib.

Conversely, patients harboring v3 often have 
poorer prognosis. Christopoulos et al. [26] reported that 
the v3 fusion variant was associated with higher meta-
static burden and shorter median PFS when treated with 
first- and second-generation ALK TKIs. This suggests 
that structural differences in the fusion protein may 
impact its stability and oncogenic potential, influencing 
the tumor’s aggressiveness. The increased presence of 
metastases in atypical locations further underscores 
the potential of v3 as a marker of aggressive disease.

The presence of co-occurring TP53 mutations has 
also been explored as a factor influencing prognosis 
in ALK-positive NSCLC. While TP53 mutations are 
generally considered unfavorable prognostic factors 
in NSCLC, studies have not demonstrated significant 
differences in their frequency among EML4-ALK vari-
ants [27, 28]. 

In the context of resectable NSCLC, studies indi-
cate that the frequency of v3 increases with disease 



4

ONCOLOGY IN CLINICAL PRACTICE

progression, although no significant correlation between 
fusion variants and disease stage has been established 
[29]. Notably, patients with non-v3 variants and lower 
tumor stages had significantly longer DFS, highlighting 
the potential prognostic value of fusion variant profiling 
in early-stage disease management.

Despite these insights, several questions remain. 
While EML4-ALK variants exhibit differential responses 
to ALK TKIs, the exact biological mechanisms underly-
ing these differences are not fully understood. Further 
research is needed to elucidate how specific structural 
features of the fusion protein influence kinase activity, 
drug binding, and resistance mechanisms. Additionally, 
the role of emerging biomarkers, such as circulating 
tumor DNA (ctDNA), in refining treatment strategies 
warrants further investigation.

Access to NGS remains a challenge in certain re-
gions, including Poland, limiting the ability to compre-
hensively profile ALK fusion variants in clinical practice. 
Expanding access to NGS and integrating variant- 
-specific treatment strategies could enhance personalized 
therapeutic approach es, optimizing patient outcomes.

Conclusions

In conclusion, EML4-ALK fusion variants play a cru-
cial role in determining NSCLC prognosis and treatment 
response. While v1 is associated with better outcomes 
with current ALK TKIs, v3 is associated with a more 
aggressive disease course. Future research should focus 
on improving variant-specific treatment strategies, iden-
tifying additional prognostic biomarkers, and expanding 
the use of comprehensive molecular profiling in routine 
clinical practice.

Article Information and Declarations

Author contributions
K.W.: conceptualization, investigation, resources, writ-
ing — review and editing; D.M.K., M.K.: supervision.
All authors have read and agreed to the published ver-
sion of the manuscript.

Funding
None.

Acknowledgments
None.

Conflict of interest
The authors declare no conflict of interest.

Supplementary material
None.

References

1.	 Soda M, Choi Y, Enomoto M, et al. Identification of the transforming 
EML4–ALK fusion gene in non-small-cell lung cancer. Nature. 2007; 
448(7153): 561–566, doi:  10.1038/nature05945, indexed in Pub-
med: 17625570.

2.	 Horn L, Pao W. EML4-ALK: honing in on a new target in non-
-small-cell lung cancer. J Clin Oncol. 2009; 27(26): 4232–4235, 
doi: 10.1200/JCO.2009.23.6661, indexed in Pubmed: 19667260.

3.	 Lin YT, Liu YN, Shih JY. The Impact of Clinical Factors, ALK Fusion 
Variants, and BIM Polymorphism on Crizotinib-Treated Advanced 
EML4-ALK Rearranged Non-small Cell Lung Cancer. Front Oncol. 2019; 
9: 880, doi: 10.3389/fonc.2019.00880, indexed in Pubmed: 31608224.

4.	 Mitiushkina NV, Tiurin VI, Iyevleva AG, et al. Variability in lung cancer 
response to ALK inhibitors cannot be explained by the diversity of 
ALK fusion variants. Biochimie. 2018; 154: 19–24, doi:  10.1016/j.
biochi.2018.07.018, indexed in Pubmed: 30071258.

5.	 Kwak E, Bang YJ, Camidge D, et al. Anaplastic Lymphoma Kinase 
Inhibition in Non–Small-Cell Lung Cancer. N Engl J Med. 2010; 
363(18): 1693–1703, doi: 10.1056/nejmoa1006448, indexed in Pub-
med: 20979469 .

6.	 Gaughan EM, Costa DB. Genotype-driven therapies for non-small cell 
lung cancer: focus on EGFR, KRAS and ALK gene abnormalities. Ther 
Adv Med Oncol. 2011; 3(3): 113–125, doi: 10.1177/1758834010397569, 
indexed in Pubmed: 21904575.

7.	 Ou SHI, Bartlett CH, Mino-Kenudson M, et al. Crizotinib for the 
treatment of ALK-rearranged non-small cell lung cancer: a success 
story to usher in the second decade of molecular targeted therapy in 
oncology. Oncologist. 2012; 17(11): 1351–1375, doi: 10.1634/theon-
cologist.2012-0311, indexed in Pubmed: 22989574.

8.	 Ali SM, Hensing T, Schrock AB, et al. Comprehensive Genomic Pro-
filing Identifies a Subset of Crizotinib-Responsive ALK-Rearranged 
Non-Small Cell Lung Cancer Not Detected by Fluorescence In Situ 
Hybridization. Oncologist. 2016; 21(6): 762–770, doi: 10.1634/theon-
cologist.2015-0497, indexed in Pubmed: 27245569.

9.	 Zheng D, Wang R, Zhang Y, et al. Prevalence and clinicopathological 
characteristics of ALK fusion subtypes in lung adenocarcinomas from 
Chinese populations. J Cancer Res Clin Oncol. 2016; 142(4): 833–843, 
doi: 10.1007/s00432-015-2081-4, indexed in Pubmed: 26646246.

10.	 Wen S, Dai L, Wang L, et al. Genomic Signature of Driver Genes 
Identified by Target Next-Generation Sequencing in Chinese Non-
-Small Cell Lung Cancer. Oncologist. 2019; 24(11): e1070–e1081, 
doi: 10.1634/theoncologist.2018-0572, indexed in Pubmed: 30902917.

11.	 Zhou X, Shou J, Sheng J, et al. Molecular and clinical analysis of 
Chinese patients with anaplastic lymphoma kinase (ALK)-rearranged 
non-small cell lung cancer. Cancer Sci. 2019; 110(10): 3382–3390, 
doi: 10.1111/cas.14177, indexed in Pubmed: 31444835.

12.	 Du X, Shao Y, Qin HF, et al. ALK-rearrangement in non-small-
-cell lung cancer (NSCLC). Thorac Cancer. 2018; 9(4): 423–430, 
doi: 10.1111/1759-7714.12613, indexed in Pubmed: 29488330.

13.	 Sabir SR, Yeoh S, Jackson G, et al. EML4-ALK Variants: Biological 
and Molecular Properties, and the Implications for Patients. Cancers 
(Basel). 2017; 9(9), doi: 10.3390/cancers9090118, indexed in Pub-
med: 28872581.

14.	 Sasaki T, Rodig SJ, Chirieac LR, et al. The biology and treatment of 
EML4-ALK non-small cell lung cancer. Eur J Cancer. 2010; 46(10): 
1773–1780, doi:  10.1016/j.ejca.2010.04.002, indexed in Pub-
med: 20418096.

15.	 Yoshida T, Oya Y, Tanaka K, et al. Differential Crizotinib Respon-
se Duration Among ALK Fusion Variants in ALK-Positive Non-
-Small-Cell Lung Cancer. J Clin Oncol. 2016; 34(28): 3383–3389, 
doi: 10.1200/JCO.2015.65.8732, indexed in Pubmed: 27354483.

16.	 Richards MW, Law EWP, Rennalls LP, et al. Crystal structure of EML1 
reveals the basis for Hsp90 dependence of oncogenic EML4-ALK by 
disruption of an atypical β-propeller domain. Proc Natl Acad Sci U S 
A. 2014; 111(14): 5195–5200, doi: 10.1073/pnas.1322892111, indexed 
in Pubmed: 24706829.

17.	 Heuckmann JM, Balke-Want H, Malchers F, et al. Differential protein 
stability and ALK inhibitor sensitivity of EML4-ALK fusion variants. Clin 
Cancer Res. 2012; 18(17): 4682–4690, doi: 10.1158/1078-0432.CCR-
11-3260, indexed in Pubmed: 22912387.

18.	 Solomon BJ, Mok T, Kim DW, et al. PROFILE 1014 Investigators. First-
-line crizotinib versus chemotherapy in ALK-positive lung cancer.  
N Engl J Med. 2014; 371(23): 2167–2177, doi:  10.1056/NEJ-
Moa1408440, indexed in Pubmed: 25470694.

19.	 Soria JC, Tan DSW, Chiari R, et al. First-line ceritinib versus platinum-
-based chemotherapy in advanced ALK-rearranged non-small-cell lung 
cancer (ASCEND-4): a randomised, open-label, phase 3 study. Lancet. 

http://dx.doi.org/10.1038/nature05945
https://www.ncbi.nlm.nih.gov/pubmed/17625570
http://dx.doi.org/10.1200/JCO.2009.23.6661
https://www.ncbi.nlm.nih.gov/pubmed/19667260
http://dx.doi.org/10.3389/fonc.2019.00880
https://www.ncbi.nlm.nih.gov/pubmed/31608224
http://dx.doi.org/10.1016/j.biochi.2018.07.018
http://dx.doi.org/10.1016/j.biochi.2018.07.018
https://www.ncbi.nlm.nih.gov/pubmed/30071258
http://dx.doi.org/10.1056/nejmoa1006448
https://www.ncbi.nlm.nih.gov/pubmed/20979469
http://dx.doi.org/10.1177/1758834010397569
https://www.ncbi.nlm.nih.gov/pubmed/21904575
http://dx.doi.org/10.1634/theoncologist.2012-0311
http://dx.doi.org/10.1634/theoncologist.2012-0311
https://www.ncbi.nlm.nih.gov/pubmed/22989574
http://dx.doi.org/10.1634/theoncologist.2015-0497
http://dx.doi.org/10.1634/theoncologist.2015-0497
https://www.ncbi.nlm.nih.gov/pubmed/27245569
http://dx.doi.org/10.1007/s00432-015-2081-4
https://www.ncbi.nlm.nih.gov/pubmed/26646246
http://dx.doi.org/10.1634/theoncologist.2018-0572
https://www.ncbi.nlm.nih.gov/pubmed/30902917
http://dx.doi.org/10.1111/cas.14177
https://www.ncbi.nlm.nih.gov/pubmed/31444835
http://dx.doi.org/10.1111/1759-7714.12613
https://www.ncbi.nlm.nih.gov/pubmed/29488330
http://dx.doi.org/10.3390/cancers9090118
https://www.ncbi.nlm.nih.gov/pubmed/28872581
http://dx.doi.org/10.1016/j.ejca.2010.04.002
https://www.ncbi.nlm.nih.gov/pubmed/20418096
http://dx.doi.org/10.1200/JCO.2015.65.8732
https://www.ncbi.nlm.nih.gov/pubmed/27354483
http://dx.doi.org/10.1073/pnas.1322892111
https://www.ncbi.nlm.nih.gov/pubmed/24706829
http://dx.doi.org/10.1158/1078-0432.CCR-11-3260
http://dx.doi.org/10.1158/1078-0432.CCR-11-3260
https://www.ncbi.nlm.nih.gov/pubmed/22912387
http://dx.doi.org/10.1056/NEJMoa1408440
http://dx.doi.org/10.1056/NEJMoa1408440
https://www.ncbi.nlm.nih.gov/pubmed/25470694


5

Kinga Winiarczyk et al., Fusion variants of the ALK gene

2017; 389(10072): 917–929, doi:  10.1016/S0140-6736(17)30123-X, 
indexed in Pubmed: 28126333.

20.	 Peters S, Camidge DR, Shaw AT, et al. ALEX Trial Investigators. Alec-
tinib versus Crizotinib in Untreated ALK-Positive Non-Small-Cell Lung 
Cancer. N Engl J Med. 2017; 377(9): 829–838, doi:  10.1056/NEJ-
Moa1704795, indexed in Pubmed: 28586279.

21.	 Camidge D, Kim H, Ahn MJ, et al. Brigatinib Versus Crizotinib in Ad-
vanced ALK Inhibitor–Naive ALK-Positive Non–Small Cell Lung Cancer: 
Second Interim Analysis of the Phase III ALTA-1L Trial. J Clin Oncol. 
2020; 38(31): 3592–3603, doi: 10.1200/jco.20.00505.

22.	 Selvaggi G, Wakelee HA, Mok T, et al. ID:1882 Phase III Randomized Stu-
dy of Ensartinib vs Crizotinib in Anaplastic Lymphoma Kinase (ALK) PO-
SITIVE NSCLC Patients: eXalt3. J Thorac Oncol. 2020; 15(10): e41–e42.

23.	 Shaw AT, Bauer TM, de Marinis F, et al. CROWN Trial Investigators. First-
-Line Lorlatinib or Crizotinib in Advanced -Positive Lung Cancer. N Engl 
J Med. 2020; 383(21): 2018–2029, doi:  10.1056/NEJMoa2027187, 
indexed in Pubmed: 33207094.

24.	 Camidge D, Dziadziuszko R, Peters S, et al. Updated Efficacy and 
Safety Data and Impact of the EML4-ALK Fusion Variant on the Efficacy 
of Alectinib in Untreated ALK-Positive Advanced Non–Small Cell Lung 
Cancer in the Global Phase III ALEX Study. J Thorac Oncol. 2019; 14(7): 
1233–1243, doi: 10.1016/j.jtho.2019.03.007.

25.	 Camidge D, Niu H, Kim H, et al. Correlation of baseline molecular 
and clinical variables with ALK inhibitor efficacy in ALTA-1L. J Clin 
Oncol. 2020; 38(15_suppl): 9517–9517, doi: 10.1200/jco.2020.38.15_
suppl.9517.

26.	 Christopoulos P, Endris V, Bozorgmehr F, et al. EML4-ALK fusion variant 
V3 is a high-risk feature conferring accelerated metastatic spread, early 
treatment failure and worse overall survival in ALK non-small cell lung 
cancer. Int J Cancer. 2018; 142(12): 2589–2598, doi: 10.1002/ijc.31275, 
indexed in Pubmed: 29363116.

27.	 Qin K, Hou H, Liang Yu, et al. Prognostic value of TP53 concurrent 
mutations for EGFR- TKIs and ALK-TKIs based targeted therapy in 
advanced non-small cell lung cancer: a meta-analysis. BMC Cancer. 
2020; 20(1): 328, doi:  10.1186/s12885-020-06805-5, indexed in 
Pubmed: 32299384.

28.	 Song P, Zhang F, Li Y, et al. Concomitant  TP53  mutations with 
response to crizotinib treatment in patients with  ALK‐rearranged 
non‐small‐cell lung cancer. Cancer Medicine. 2019; 8(4): 1551–1557, 
doi: 10.1002/cam4.2043.

29.	 Tao H, Shi L, Zhou A, et al. Distribution of EML4-ALK fusion variants and 
clinical outcomes in patients with resected non-small cell lung cancer. 
Lung Cancer. 2020; 149: 154–161, doi: 10.1016/j.lungcan.2020.09.012, 
indexed in Pubmed: 33017727.

http://dx.doi.org/10.1016/S0140-6736(17)30123-X
https://www.ncbi.nlm.nih.gov/pubmed/28126333
http://dx.doi.org/10.1056/NEJMoa1704795
http://dx.doi.org/10.1056/NEJMoa1704795
https://www.ncbi.nlm.nih.gov/pubmed/28586279
http://dx.doi.org/10.1200/jco.20.00505
http://dx.doi.org/10.1056/NEJMoa2027187
https://www.ncbi.nlm.nih.gov/pubmed/33207094
http://dx.doi.org/10.1016/j.jtho.2019.03.007
http://dx.doi.org/10.1200/jco.2020.38.15_suppl.9517
http://dx.doi.org/10.1200/jco.2020.38.15_suppl.9517
http://dx.doi.org/10.1002/ijc.31275
https://www.ncbi.nlm.nih.gov/pubmed/29363116
http://dx.doi.org/10.1186/s12885-020-06805-5
https://www.ncbi.nlm.nih.gov/pubmed/32299384
http://dx.doi.org/10.1002/cam4.2043
http://dx.doi.org/10.1016/j.lungcan.2020.09.012
https://www.ncbi.nlm.nih.gov/pubmed/33017727

