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THE ALKFUSION REPORTER 

In this edition of the Reporter, you can 

quickly catch up on all the latest 

research findings in ALK lung cancer. 

 

This issue has the abstracts from the 

virtual ASCO meeting held May 29th 

through May 31st, 2020. Despite 

Covid-19, ALK lung cancer continues 

to be a subject of extensive research. 

 

There are several articles that highlight 

the utility of liquid biopsy for ALK 

lung cancer, both at diagnosis and 

recurrence. 

 

Importantly, we include an article 

with overall survival results from the 

ALEX study, which compared first 

line alectinib to crizotinib. 

 

Have any suggestions or comments?   

Want to help with an edition of the 

Reporter, please contact the editor,  

Laura Greco 

(99lmgreco@gmail.com)   
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“Management cost was €6173.42/patient-year without BM and €21,637.50/patient-year with BM. With  

“Crizotinib (84.6%; n = 492) was the most commonly administered first-line ALK TKI therapy. For 

second-line ALK TKI postcrizotinib (n = 254), 49.6% received ceritinib, 41.7% received alectinib, 5.9% 

received crizotinib retreatment, and 2.8% received brigatinib… Median rwPFS in patients with advanced 

ALK+ NSCLC was < 8 months for first- and second-line ALK TKI therapy and was even shorter in 
patients with brain metastasis, highlighting the need for more effective treatments in this patient 

population.”  
 

 
 

 

 

“Recovered CTCs from patients with RET, ROS1, and ALK-rearranged tumors revealed identical genetic 
aberrations as the primary tumor for each gene using FISH analysis… This advantage opens the 
opportunities not only for CTC expansion off-chip, but also for ex vivo drug testing to direct patient-

specific therapies.”  

 

 
 

 
“At the time of this analysis, most patients who received more than one ALK TKI received crizotinib as 
the initial ALK TKI. Additional ALK TKIs have since been approved in Japan as first-line or later 

therapeutic options for patients with ALK-positive NSCLC, but the optimal sequence of ALK TKI usage 
remains undetermined. As new data continue to emerge, additional research will be warranted to evaluate 

the ALK TKI sequences that do not include crizotinib as the first therapy in this patient population.” 

 

 

 

 

 
“Metastatic disease was present on baseline PET/CT imaging in 65% of patients in this cohort, with a 

high percentage (64% of patients with metastatic disease and 41% of patients overall) presenting with 
multiple sites of metastases. 18F-FDG PET/CT has demonstrated an important role in baseline imaging 

of ALK patients, offering a 60% change in staging over diagnostic CT chest and abdomen alone.” 

GENERAL/REVIEWS 

Treatment Sequencing in Patients with Anaplastic Lymphoma Kinase-Positive Non-

Small Cell Lung Cancer in Japan: A Real-World Observational Study 

18F-FDG PET/CT Confirms a High Proportion of Advanced Disease at Baseline in 

ALK Gene Rearranged Non-Small Cell Lung Cancer: A Case Review and 

Comparison with Diagnostic CT 

Real-World Treatment Patterns and Progression-Free Survival Associated with 

Anaplastic Lymphoma Kinase (ALK) Tyrosine Kinase Inhibitor Therapies for ALK+ 

Non-Small Cell Lung Cancer 

High-Throughput Label-Free Isolation and Expansion of Circulating Tumor Cells 

(CTCs) From Non-Small Cell Lung Cancer (NSCLC) Patients for Personalized 

Treatments 

https://europepmc.org/article/med/32472430
https://europepmc.org/article/med/32472430
http://jnm.snmjournals.org/content/61/supplement_1/1335.short
http://jnm.snmjournals.org/content/61/supplement_1/1335.short
http://jnm.snmjournals.org/content/61/supplement_1/1335.short
https://theoncologist.onlinelibrary.wiley.com/doi/pdfdirect/10.1634/theoncologist.2020-0011
https://theoncologist.onlinelibrary.wiley.com/doi/pdfdirect/10.1634/theoncologist.2020-0011
https://theoncologist.onlinelibrary.wiley.com/doi/pdfdirect/10.1634/theoncologist.2020-0011
https://clincancerres.aacrjournals.org/content/26/11_Supplement/B45.abstract
https://clincancerres.aacrjournals.org/content/26/11_Supplement/B45.abstract
https://clincancerres.aacrjournals.org/content/26/11_Supplement/B45.abstract
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“The most common partner is EML4, forming the variant 1 (v1, E13:A20, 18/44), variant 2 (v2, E20:A20, 
5/44), and variant 3 (v3, E6:A20, 13/44). Moreover, we detected a new ALK fusion partner HMBOX1. 

At the mutation level, TP53 is the most frequently mutated gene (24%), followed by ALK (12%) and 
STED2 (12%).”  

 
 
 

 
 

 

“Treatment of patients with ALK + NSCLC with ceritinib or alectinib as post-crizotinib, second-line ALK 

inhibitor therapy represents a high economic burden. Healthcare costs and resource utilization were 

significantly higher for patients with ALK + NSCLC with BM versus no BM.”  

 

 
 

 
“This review characterizes and summarizes the pharmacokinetic parameters and drug–-drug interactions 

associated with ALK-TKIs to provide specific recommendations for oncologists and clinical pharmacists 

when prescribing ALK-TKIs.”  

 
 
 
 

“These data suggest that CGP of DNA should be supplemented with immunohistochemistry or RNA-

based testing to further resolve these events and match patients to effective therapies.”  

 

 

 
“Brain metastasis occurs easily, and prognosis of patients with stage IIIA is relatively poor. Detection of 
ALK fusion protein should be a routine testing. Postoperative adjuvant crizotinib treatment for patients 

with stage IIIA NSCLC harboring ALK fusion protein is promising.” 
 

 

 

 

 

“ITC analysis showed that there were no significant differences in PFS between the brigatinib and 
alectinib arms. However, the SUCRA values revealed that alectinib ranked the highest by efficacy in the 

overall patient population, whereas brigatinib ranked the highest by efficacy in the CNS metastasis sub-

group.”  

The Genomic Characteristics of ALK Fusion Positive Tumors in Chinese NSCLC 

Patients 

Economic Burden in Patients with ALK + Non-Small Cell Lung Cancer, With Or 

Without Brain Metastases, Receiving Second-Line Anaplastic Lymphoma Kinase 

(ALK) Inhibitors 

Pharmacokinetic-Based Drug–Drug Interactions with Anaplastic Lymphoma Kinase 

Inhibitors: A Review 

Patients with NSCLCs Harboring Internal Inversions or Deletion Rearrangements of 

the ALK Gene Have Durable Responses to ALK Kinase Inhibitors 

 

Clinicopathological Characteristics of Patients with Surgically Resected Lung Cancer 

Having Tumours Harboring Anaplastic Lymphoma Kinase Fusion Protein. 

 

Brigatinib and Alectinib for ALK Rearrangement-Positive Advanced Non-Small Cell 

Lung Cancer with or without Central Nervous System Metastasis: A Systematic 

Review and Network Meta-Analysis 

 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7225306/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7225306/
https://www.tandfonline.com/doi/full/10.1080/13696998.2020.1762620
https://www.tandfonline.com/doi/full/10.1080/13696998.2020.1762620
https://www.tandfonline.com/doi/full/10.1080/13696998.2020.1762620
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7198400/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7198400/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7184117/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7184117/
https://europepmc.org/article/med/32296229
https://europepmc.org/article/med/32296229
https://www.mdpi.com/2072-6694/12/4/942
https://www.mdpi.com/2072-6694/12/4/942
https://www.mdpi.com/2072-6694/12/4/942


THEALKFUSION REPORTER  ISSUE NO. 10 

4 
© ALKFusion 2020 

 

 

 
 

“All patients with ALK rearrangement showed disease progression within three months from the initiation 

of anti-PD-1 treatment. Our data suggested that ICI treatment was significantly less efficacious in patients 

with ALK rearrangement than in patients with EGFR mutations, and PD-L1 expression was not a critical 

biomarker for ICI treatment for patients with one of these mutations.”  

 
 

 
 

“Herein, using NGS and malignant pleural effusion (MPE) cfDNA, we report a novel latent transforming 

growth factor β binding protein 1 ( LTBP1) -ALK fusion in a patient with NSCLC.”  

 

 
 

 
“This meta-analysis indicated that concurrent TP53 mutations was a negative prognostic factor and 
associated with poorer outcomes of patients with EGFR-TKIs or ALK-TKIs treatments in advanced 

NSCLC.”  

 
 

 
 

“Extra caution for DILI due to ALK‐TKIs may be needed when recommending ALK‐TKIs for patients 

over 64 years of age, or with decreased renal function. CT images of the majority of patients with DILI by 

ALK‐TKIs show an OP pattern.”  

 

 

 
 

“Ceritinib is effective in the treatment of patients with ALK‐rearranged NSCLC with crizotinib resistance. 
The Disease Control Rate (DCR) was up to 76%, and PFS was extended to 7.6 months. The AEs were 
acceptable.” 

 
 
 

 
 

 
 

 
 

 
 

Efficacy of Immune Checkpoint Inhibitor Monotherapy for Advanced Non-Small-

Cell Lung Cancer with ALK Rearrangement 

LTBP1-ALK: A Novel Fusion Identified in Malignant Pleural Effusions from A 

Patient with Advanced Lung Adenocarcinoma 

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 

 

Clinical Characteristics and Risk Factors of Drug‐Induced Lung Injury By ALK 

Tyrosine Kinase Inhibitors: A Single Center Retrospective Analysis 

Efficacy and Safety of Ceritinib In Anaplastic Lymphoma Kinase‐Rearranged Non‐
Small Cell Lung Cancer: A Systematic Review And Meta‐Analysis 

https://www.mdpi.com/1422-0067/21/7/2623
https://www.mdpi.com/1422-0067/21/7/2623
https://www.lungcancerjournal.info/article/S0169-5002(20)30355-X/abstract
https://www.lungcancerjournal.info/article/S0169-5002(20)30355-X/abstract
https://link.springer.com/content/pdf/10.1186/s12885-020-06805-5.pdf
https://link.springer.com/content/pdf/10.1186/s12885-020-06805-5.pdf
https://onlinelibrary.wiley.com/doi/full/10.1111/1759-7714.13416
https://onlinelibrary.wiley.com/doi/full/10.1111/1759-7714.13416
https://onlinelibrary.wiley.com/doi/full/10.1111/jcpt.13157
https://onlinelibrary.wiley.com/doi/full/10.1111/jcpt.13157
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“Mature PFS data from ALEX confirmed significant improvement in PFS for alectinib over crizotinib in 

ALK-positive NSCLC. OS data remain immature, with a higher 5-year overall survival (OS) rate with 

alectinib versus crizotinib. This is the first global randomized study to show clinically meaningful 

improvement in OS for a next-generation tyrosine kinase inhibitor versus crizotinib in treatment-naïve 

ALK-positive NSCLC.”  

 

 

 

 

 

“Positive PD-L1 expression was associated with unfavorable clinical outcomes in patients with ALK-

positive lung ADC receiving crizotinib.”  

 

 
 

“Here, we performed targeted next-generation sequencing on plasma circulating tumor DNA (ctDNA) 
from 24 patients to assess the clinical utility of ctDNA genomic profiling. Patients with detectable ctDNA 

prior to treatment had worse progression-free survival (PFS) than those without (median 8.7 vs. 15.2 
months, p = 0.028). In addition, the presence of ctDNA within two months after treatment initiation 

predicted inferior PFS (median 4.6 vs. 14.5 months, p = 0.028). Longitudinal monitoring of ctDNA with 

droplet digital PCR during treatment reflected the radiological response and revealed potential acquired 
resistance mutations. Interestingly, an increase in the ctDNA concentration was evident prior to the 

determination of progressive disease by conventional radiological imaging,”  

 
 
 

 
 

“Next-generation, targeted, amplicon-based sequencing for liquid biopsy specimen profiling provides 
clinically relevant detection of ALK/ROS1 fusions in TKI-naïve patients and allows for the identification 

of resistance mutations in patients treated with TKIs.”  

 

 
 

 

CLINICAL TRIAL RESULTS 

Updated Overall Survival and Final Progression-Free Survival Data for Patients 

with Treatment-Naïve Advanced ALK-Positive Non-Small-Cell Lung Cancer In The 

ALEX Study 

Association of Programmed Death-Ligand 1 Expression with Fusion Variants and 

Clinical Outcomes in Patients with Anaplastic Lymphoma Kinase-Positive Lung 

Adenocarcinoma Receiving Crizotinib 

Genomic Profiling of Circulating Tumor DNA Predicts Outcome and Demonstrates 

Tumor Evolution in ALK-Positive Non-Small Cell Lung Cancer Patients 

Clinical Relevance of an Amplicon-Based Liquid Biopsy for Detecting ALK and 

ROS1 Fusion and Resistance Mutations in Patients with Non–Small-Cell Lung 

Cancer 

https://www.sciencedirect.com/science/article/pii/S0923753420397969
https://www.sciencedirect.com/science/article/pii/S0923753420397969
https://www.sciencedirect.com/science/article/pii/S0923753420397969
https://pubmed.ncbi.nlm.nih.gov/32386255/
https://pubmed.ncbi.nlm.nih.gov/32386255/
https://pubmed.ncbi.nlm.nih.gov/32386255/
https://pubmed.ncbi.nlm.nih.gov/32386255/
https://www.mdpi.com/2072-6694/12/4/947
https://www.mdpi.com/2072-6694/12/4/947
https://ascopubs.org/doi/abs/10.1200/PO.19.00281
https://ascopubs.org/doi/abs/10.1200/PO.19.00281
https://ascopubs.org/doi/abs/10.1200/PO.19.00281
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“Plasma NGS permits the detection of targetable resistance mechanisms in patients with ALK-positive 

NSCLC and drug resistance. Sensitivity of different plasma NGS assays for ALK fusions varies. This assay 

may help guide oncologists across the country to select best treatment options after resistance. Such 

remote-participation studies may offer a new mechanism for characterizing resistance to emerging targeted 
therapies in rare cancer populations.”  
 

 
 
“Our data suggest that liquid biopsies could help to improve the care of ALK+ NSCLC patients through 

early detection of disease progression and tailored treatment of resistant tumors. Although individual 
courses were seen, rising mutation levels could indicate the need of radiologic reassessment earlier than 

scheduled. Detection of CNVs as surrogate for genomic instability and acquired TP53 mutations in liquid 
identified high-risk cases and suggests the potential clinical utility of cfDNA monitoring for this disease 
beyond profiling of ALK resistance mutations.” 

 
 
 

 

“This paper provides new insights into the primary resistance to brigatinib in NSCLC patients carrying 

ALK G1202R mutation. The new fusion form of NTRK rearrangement was detected, which may provide 

potential treatment options after brigatinib resistance.”  

 

 

 
“When NCI-H3122 cell lines acquire resistance to pemetrexed, the expression of EGFR and HER is 

increased compared to the parent cell line. These results suggest that the alternative activation of EGFR-
HER signal pathways may contribute to the acquisition of resistance to pemetrexed by non-small-cell lung 
cancer cells that are EML4-ALK rearrangement. Inhibition of this alternative survival signaling pathway 

with afatinib overcame this resistance.”  

 
 

 
 
 

“Sequential use of different generation’s ALK-TKIs and combination therapies may yield prolonged 
responses with satisfactory quality of life in patients with advanced ALK-positive NSCLC. However, the 

development of EMT is a major hurdle and may explain rapid disease progression and lack of response to 
continued ALK-inhibition.” 

Longitudinal Analysis of Cell-Free DNA for Therapy Monitoring of ALK-Positive 

Non-Small Cell Lung Cancer 
 

Primary Resistance to Brigatinib In A Patient with Lung Adenocarcinoma 

Harboring ALK G1202R Mutation And LIPI-NTRK1 Rearrangement 

TREATMENT RESISTANCE 

SPACEWALK: Plasma NGS For Remote Evaluation of ALK Drug Resistance in 

Advanced NSCLC 

Resistance Mechanism to Pemetrexed According to Genetic Characteristics of Lung 

Cancer Cell Lines 
 

Changing ALK-TKI-Resistance Mechanisms in Rebiopsies of ALK-Rearranged 

NSCLC: ALK- and BRAF-Mutations Followed by Epithelial-Mesenchymal 

Transition 

https://clincancerres.aacrjournals.org/content/26/11_Supplement/A21.abstract
https://clincancerres.aacrjournals.org/content/26/11_Supplement/A21.abstract
https://www.dovepress.com/primary-resistance-to-brigatinib-in-a-patient-with-lung-adenocarcinoma-peer-reviewed-fulltext-article-OTT
https://www.dovepress.com/primary-resistance-to-brigatinib-in-a-patient-with-lung-adenocarcinoma-peer-reviewed-fulltext-article-OTT
https://clincancerres.aacrjournals.org/content/26/11_Supplement/A28.abstract
https://clincancerres.aacrjournals.org/content/26/11_Supplement/A28.abstract
http://s-space.snu.ac.kr/handle/10371/167771
http://s-space.snu.ac.kr/handle/10371/167771
https://www.mdpi.com/1422-0067/21/8/2847
https://www.mdpi.com/1422-0067/21/8/2847
https://www.mdpi.com/1422-0067/21/8/2847
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In conclusion, this case report illustrates the usefulness NGS to guide therapeutic decisions in ALK-

positive NSCLC patients based tumor molecular profile upon disease progression.  

 

 

 

 

“Here, we report a novel HPCAL1-ALK fusion variant in ctDNA was identified in a patient with NSCLC 

responding to ALK inhibitor treatments, using an ultra-deep (20000X) 160-gene panel through the NGS 

platform”   

 
 

 
“We present the case of a 57-year-old woman with solid nodule in the left upper lung and a ground glass 
nodule in the left lower lobe, who underwent radical operation. Pathological examination confirmed 

multifocal adenocarcinoma, molecular tests revealed that the left upper lung lesion was positive for ALK 

rearrangement but the left lower lobe displayed EGFR mutation positive separately.”  

 

 

 
“In this case, since ALK was positive, targeted therapy was initiated, but the progression of the lung 

cancer could not be prevented. Therefore, a marked increase in the WBC count at initial diagnosis can be 

indicative of G CSF-producing lung cancer. Surgical resection should be considered as a first option in 
case of diagnosed G-CSF-producing lung cancer, because although ALK is positive, the response to 

medical treatment is expected to be poor.”  

 

 

“Here, we report the identification of an ALK resistance mutation in a patient with ALK tyrosine 

inhibitor-naïve multimetastatic NSCLC.”  

 

 

 

“Cases achieving complete response with ceritinib treatment are rare. In this paper, we aimed to 

emphasize the complete response in stage 4 NSCLC in an elderly patient.”  

CASE STUDIES 

Granulocyte Colony-Stimulating Factor-Producing Anaplastic Lymphoma Kinase-

Positive Lung Cancer 

Next-Generation Sequencing to Dynamically Detect Mechanisms of Resistance to 

ALK Inhibitors In ALK-Positive NSCLC Patients: A Case Report 

Responses to ALK Inhibitor Treatments in a Patient with Non-Small Cell Lung 

Cancer Harboring a Novel HPCAL1-ALK Fusion Variant: A Case Report 

Concomitant EGFR Mutation and ALK Rearrangement in Multifocal Lung 

Adenocarcinoma: A Case Report 

A Naive Lung Adenocarcinoma Harboring G1269 ALK Resistance Mutation 

Complete Response After Ceritinib Treatment in Non-Small Cell Lung Cancer in 

An Elderly Patient 

https://www.atsjournals.org/doi/pdf/10.1164/ajrccm-conference.2020.201.1_MeetingAbstracts.A5736
https://www.atsjournals.org/doi/pdf/10.1164/ajrccm-conference.2020.201.1_MeetingAbstracts.A5736
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7225153/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7225153/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7234975/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7234975/
https://diagnosticpathology.biomedcentral.com/articles/10.1186/s13000-020-00969-1
https://diagnosticpathology.biomedcentral.com/articles/10.1186/s13000-020-00969-1
https://www.jtocrr.org/article/S2666364320300527/abstract
https://journals.sagepub.com/doi/abs/10.1177/1078155220919172?journalCode=oppa
https://journals.sagepub.com/doi/abs/10.1177/1078155220919172?journalCode=oppa
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“A novel small molecule tyrosine kinase inhibitor 6-[6-Amino-5-[(1R)-1-(2,6-dichloro-3-

fluorophenyl)ethoxy]-3-pyridyl]-1′-methylspiro[indoline-3,4′-piperidine]-2-one (SMU-B) had good activity 
against ALK (anaplastic lymphoma kinase) and ROS1 (c-ros oncogene 1) targets in non-small-cell lung 

cancer… CYP3A4/5 was the principal isoform involved in SMU-B metabolism, as shown by chemical 

inhibition and recombination human enzyme studies.”  

 

 
 
 

“Our findings support the monomerization of ALK fusion proteins using EML4cc peptides for 

competitive inhibition of dimerization as a promising therapeutic strategy for EML4-ALK NSCLC.”  

 

  
 

 

 
 

“Here, we report the case of a patient with a hyperglycemic hyperosmolar state (HHS) recurrence after the 

re-administration of dose-reduced ceritinib.”  

 

 

 

“Here, we describe a case of successful rechallenge with alectinib by utilizing a desensitization procedure 
in a patient who had developed severe alectinib-induced skin toxicity about two weeks into treatment.”  

 

 
 

“Anaplastic lymphoma kinase (ALK) inhibitors have been used in patients with non-small cell lung cancer 
(NSCLC) harboring EML4-ALK fusion gene.1 Severe skeletal muscle adverse events of ALK inhibitors, 

such as muscle weakness, have seldom been reported.2,3 Herein, we describe a patient who showed a 
severe skeletal muscle deficit after the administration of the ALK inhibitor, alectinib, and was successfully 

treated by corticosteroids without withdrawal from the cancer therapy.”   

 

DRUGS IN DEVELOPMENT 

Anaplastic Lymphoma Kinase Inhibitor-Associated Myositis 

 

Recurrent Hyperglycemic Hyperosmolar State After Re-Administration of Dose-

Reduced Ceritinib, An Anaplastic Lymphoma Kinase Inhibitor 

The Cytochrome P450 Metabolic Profiling of SMU-B In Vitro, A Novel Small 

Molecule Tyrosine Kinase Inhibitor 

Monomerization of ALK Fusion Proteins as a Therapeutic Strategy in ALK-

Rearranged Non-small Cell Lung Cancers 

 

SIDE EFFECTS 

Successful Alectinib Desensitization in A Patient with Anaplastic Lymphoma 

Kinase-Positive Adenocarcinomaof The Lung and Alectinib-Induced Drug Rash 

https://nn.neurology.org/content/7/4/e735.abstract
https://link.springer.com/article/10.1007/s13340-020-00442-w
https://link.springer.com/article/10.1007/s13340-020-00442-w
https://www.sciencedirect.com/science/article/abs/pii/S0731708520312863
https://www.sciencedirect.com/science/article/abs/pii/S0731708520312863
https://www.frontiersin.org/articles/10.3389/fonc.2020.00419/full
https://www.frontiersin.org/articles/10.3389/fonc.2020.00419/full
https://journals.sagepub.com/doi/full/10.1177/1078155220918644?casa_token=d3hV3scHKfYAAAAA%3Aeihyr4vCTioudD5l-4F-A64sdpMAL0k5vU_5pYS4tDY5KVqtqXmK2TtPMoOzU6UM-FOS-QOvd8NL3Q
https://journals.sagepub.com/doi/full/10.1177/1078155220918644?casa_token=d3hV3scHKfYAAAAA%3Aeihyr4vCTioudD5l-4F-A64sdpMAL0k5vU_5pYS4tDY5KVqtqXmK2TtPMoOzU6UM-FOS-QOvd8NL3Q
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“This case highlights the importance of looking for drug induced lung injury, detecting them early and 
intervening appropriately to prevent significant lung injury. Although, there have been reports of ILD 

associated with ALK inhibitors, alectinib induced interstitial pneumonitis/ILD is not very common.”  

 

 

“This case demonstrates that there may be a role for systemic immunosuppression as our patient showed 

radiographic and clinical improvement after a 6 week course of prednisone. Future studies are needed to 

both examine the mechanism of lung injury and the role of immunosuppression in treating it.”  

 

 

 

The following are abstracts from the ASCO20 Virtual Scientific Program that pertain to ALK lung cancer.  

 

A Phase II Study of Lorlatinib In Patients (Pts) With ALK-Positive (ALK+) Lung Cancer with Brain-

Only Progression. 

“Lorlatinib induces durable intracranial responses in pts with CNS-only progression on 2nd-gen ALK 

TKIs, suggesting that CNS-specific relapses are primarily driven by ALK-dependent mechanisms. Further 
studies are needed to characterize the molecular basis of sensitivity to lorlatinib in this unique subgroup of 

pts with ALK+ lung cancer.”  

Lorlatinib For Advanced ALK And ROS1+ Non-Small Cell Lung Cancer (NSCLC): Efficacy and 

Treatment Sequences in the IFCT-1803 LORLATU Expanded Access Program (EAP) Cohort. 

“These real-life results confirmed lorlatinib as a major treatment option for patients with advanced 

refractory ALK or ROS1+ NSCLC.” 

Correlation of Baseline Molecular and Clinical Variables with ALK Inhibitor Efficacy In ALTA-1L. 

“EML4-ALK fusion variant 3 and TP53 mutation were identified as poor prognosis biomarkers in ALK+ 

NSCLC. brigatinib demonstrated better efficacy than crizotinib as first-line therapy in pts regardless of 
EML4-ALK fusion variant and TP53 mutation status. These findings may help define areas of greatest 

unmet need.”  

Population Pharmacokinetic (PK) And Exposure-Response Analyses from The Pivotal ALTA-1L 

Study: Model-Based Analyses Supporting the Brigatinib Dose In Patients With Anaplastic Lymphoma 

Kinase (ALK)–Positive Non–Small Cell Lung Cancer (NSCLC). 

“These results support a favorable benefit/risk profile of the proposed 180 mg qd brigatinib dose (with a 7-

day lead-in at 90 mg) for the front-line treatment of patients with ALK+ NSCLC.”  

Alectinib Induced Interstitial Pneumonitis / ILD 

A Case of Crizotinib Induced Diffuse Lung Disease Responsive to Systemic 

Corticosteroids 

ASCO ANNUAL MEETING 2020: Selected Abstracts 

https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9595
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9595
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9615
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9615
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9517
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e21725
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e21725
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e21725
https://www.atsjournals.org/doi/pdf/10.1164/ajrccm-conference.2020.201.1_MeetingAbstracts.A3132
https://www.atsjournals.org/doi/pdf/10.1164/ajrccm-conference.2020.201.1_MeetingAbstracts.A3126
https://www.atsjournals.org/doi/pdf/10.1164/ajrccm-conference.2020.201.1_MeetingAbstracts.A3126
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Brigatinib In Japanese ALK Positive NSCLC Patients Previously Treated with ALK Tyrosine Kinase 

Inhibitors: J-ALTA. 

“The primary analysis of brigatinib in this cohort (data cut-off date 26 September 2019) demonstrated an 

IRC-assessed, confirmed ORR of 30% and a median DoR of 6.1 months. The median PFS was 7.3 
months. Clinically meaningful intracranial efficacy was also observed…Brigatinib also showed anti-tumor 

activity in patients with refractory secondary mutations in the ALK kinase domain, including G1202R, 

I1171N, V1180L, and L1196M. Conclusions: Brigatinib showed clinically meaningful efficacy in 

Japanese patients .” 

Trends in ALK Inhibitors for Non-Small Cell Lung Cancer. 

“Our analyses demonstrate alectinib is the preferred first-line ALK inhibitor in the last twelve months of 
available data. Furthermore, the increased ER and in-patient costs may substantiate the findings of the 

ALEX trial, notably higher liver toxicity and more nausea, vomiting, and diarrhea for crizotinib. There is 

not yet sufficient data on the newer ALK inhibitors, brigatinib and lorlatinib in the real-world.” 

Surviving Metastatic Non-Small Cell Lung Cancer (Mnsclc): The Lived Experience and Supportive 

Care Needs of Patients (Pts) Receiving Immunotherapy (IT) Or Targeted Therapy (TT). 

“Longer term survivors of mNSCLC report significant physical, psychological and functional concerns 

and unmet needs. Self-management strategies for chronic toxicities, professional psychological services to 
manage fear of cancer progression and scan-related anxiety, and tailored information regarding work and 

financial planning may mitigate these concerns. Future work should examine these issues in a larger 

population.”  

Anaplastic Lymphoma Kinase (ALK) Partners Identified by Next-Generation Sequencing in Chinese 

Patients with Solid Tumors. 

“Among all the ALK fusion cases (n = 72), lung cancer were the largest proportion with 77.8% (n = 56), 

colorectal cancer accounted for, 5.5% (n = 4), liver cancer accounted for 4.2% (n = 3), biliary cancer, 
melanoma, carcinosarcoma and inflammatory myofibroblastic tumor accounted for 2.8% (n = 2) 

respectively, and only one case (n = 1) was malignant peritoneal mesothelioma.”  

Clinical Impact of Targetable Gene Alterations on Therapeutic Outcomes in Stage II/III Locally 

Advanced Non-Small Cell Lung Cancer Patients. 

“In stage II/III NSCLC, the total frequency of targetable gene alterations was similar to that previously 
evaluated in our stage IV cohort (45%), and the current standard therapies showed early progression in the 

targetable gene-altered patients. A novel effective multimodality treatment in combination with targeted 

therapies is needed for this population.”  

Longitudinal Monitoring by Next Generation Sequencing of Plasma Cell-Free DNA In ALK-

Rearranged Non-Small Cell Lung Cancer (NSCLC) Patients Treated With ALK Tyrosine Kinase 

Inhibitors. 

“NGS of cell-free plasma DNA is useful not only for the detection of ALK fusions and resistance 

mutations but also for assessing prognosis and monitoring the dynamic changes of genomic alterations in 

ALK+ NSCLC treated with ALK TKI.”  

https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9537
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9537
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e14046
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e24185
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.e24185
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.3555
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.3555
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9038
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9038
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9603
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9603
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9603
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.9603
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A Multicenter Real-World Study of Tumor-Derived DNA From Pleural Effusion Supernatant in 

Genomic Profiling of Advanced Lung Cancer. 

“This real world large cohort study verified that genomic profiling of PE-supernatant has higher actionable 

mutation detection sensitivity than plasma. It offers an alternative approach in assessing tumor genomics 

in advanced lung cancer when tumor tissue is not available.”  

3rd-Line Anaplastic Lymphoma Kinase (ALK) Inhibitors (Alki) In Advanced Non-Small Cell Lung 

Cancer (Ansclc): Real-World Comparison to Non-Alki Therapy. 

“Following progression on a 2ndALKi, OS and TNT were numerically higher for pts receiving a 3rd ALKi, 
but statistically non-significant. Extensive exposure of pts in the non-ALKi Tx Gr to an ALKi at a later 
stage might have impacted these results. Further studies are required to identify patients likely to benefit 

from ALKi after progressing on 2 or more ALKi Tx lines.”  

A Phase I, Dose-Escalation and Expansion Study Of TQ-B3139, A Novel ALK TKI, In Chinese ALK 

Or ROS1 Positive Advanced Non-Small Cell Lung Cancer (NSCLC). 

“TQ-B3139 was well tolerated in Chinese NSCLC patients with high antitumor activity. RP2D was 

established at 600mg bid. A randomized phase III trial of TQ-B3139 versus Crizotinib in advanced ALK-

TKI naïve NSCLC patients is underway.”  

A Phase I Study to Evaluate Safety, Tolerability, Pharmacokinetics, And Preliminary Antitumor 

Activity Of TQ-B3101. 

“TQ-B3101 was well tolerated and showed preliminary antitumor activity in ALK+, ROS1+ and MET 

amplification pts. Recommended phase II dose (RP2D) might be 300mg BID according longtime safety 
data. Further anti-tumor research in pts with ROS1+ is under going as multicenter clinical study in 

China.”  

SAF-189s In Previously Treated Patients with Advanced ALK-Rearranged Non-Small Cell Lung 

Cancer (NSCLC): Results from The Dose-Finding Portion in A Single-Arm, First-In-Human Phase 

I/II Study. 

“In the dose-escalation portion of this study, SAF-189s was safe, very tolerable, and demonstrated both 

systemic and intracranial activity in pts with advanced ALK-positive NSCLC who had failed to at least 1 
prior systemic therapy. Therefore, this study warrants further investigation to prove SAF-189s as an 

effective therapeutic option for pts who have ALK+ NSCLC.”  
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