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MET exon 14 skipping mutation (METex14m) is rare and occurs in
approximately 1-4% of all non-small cell lung cancer (NSCLC) patients and
approximately 2.8% of resected stage I-1ll NSCLC patients. Savolitinib is an oral,
potent and highly selective type Ib MET inhibitor, which has been shown to be
promising activity and acceptable safety profile in patients with advanced
NSCLC harboring METex14m. Most recently, many studies have been
probing into the feasibility and efficacy of target therapy for perioperative
application in NSCLC. Interestingly, there are very few recorded cases of such
treatments. Here, we presented that systemic treatment with the MET inhibitor
savolitinib before surgery could provide the potential to prolong overall survival
(OS) of patients with locally advanced potentially resectable NSCLC. A 49-year-
old woman was diagnosed with stage IlIA (T2bN2MO) primary lung
adenocarcinoma exhibiting a METex14m by real-time quantitative
polymerase chain reaction (RT-gPCR). Given that the tumor load and the size
of lymph nodes experienced a significant downstaging after the neoadjuvant
treatment of savolitinib with 600mg once a day for 5 weeks, left lower
lobectomy and systemic lymphadenectomy were successfully performed.
The pathological response was 50% and the final postoperative pathological
staging was pT1cNOMO, IA3 (AJCC, 8" edition). The case provides empirical
basis for the neoadjuvant treatment with savolitinib in METex14m-positive
locally advanced primary lung adenocarcinoma, which will offer some
innovative insights and clinical evidence for more effective clinical treatment
of neoadjuvant targeted therapy for METex14m-positive NSCLC.
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Introduction

The tyrosine-protein kinase Met (c-Met), also known as
hepatocyte growth factor receptor (HGFR), is a heterodimer
transmembrane tyrosine kinase receptor encoded by the MET
proto-oncogene. MET is a novel therapeutic target for lung
cancer and is closely related to the survival, prognosis and
certain drug resistance of lung cancer patients (1). MET exon
14 skipping mutation (METex14m), MET kinase domain
mutation, MET amplification and MET fusions are included in
MET genomic alterations. METex14m is an independent
oncogenic driver occurring in 1%-4% of non-small-cell lung
cancer (NSCLC) patients. Patients with METex14m have a
distinct clinicopathology and face-poor prognoses (2).

Several TKIs currently have been approved for advanced
NCSLC patients with METex14m, such as savolitinib,
capmatinib and tepotinib. Savolitinib is an oral, potent and
highly selective type Ib MET inhibitor that has yielded
promising activity and acceptable safety profile in patients with
pulmonary sarcomatoid carcinoma and other NSCLCs harboring
METex14m (2). Recently, a growing body of research has shown
the feasibility of the neoadjuvant targeted therapy for early-stage
resectable NSCLC patients with anaplastic lymphoma kinase
(ALK) fusion gene, epidermal growth factor receptor (EGFR)
mutations, RET rearrangements and ROS proto-oncogene 1
(ROSI) rearrangements (3-6). The fact suggests that the
untargeted patients with METex14m had a shorter disease-free
survival (DFS) (7). More importantly, since there have been
presently no reported instances of savolitinib as a neoadjuvant
treatment for NSCLC patients with METex14m. Here, we present
the first case of stage IITA-N2 primary lung adenocarcinoma
patient harboring METex14m, who underwent left lower
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lobectomy and systemic lymphadenectomy resection treatment
after receiving neoadjuvant savolitinib targeted therapy. Most
encouraging of all, the patient received recovered well
postoperatively and had no signs of recurrence during follow-
up, which may predict better quality of life and prognosis. The
case presented primary clinical evidence that supports the use of
neoadjuvant treatment with savolitinib in METex14m-positive
locally advanced primary lung adenocarcinoma.

Case report

A 49-year-old female patient visited a local municipal
tertiary hospital with symptoms including dry cough, chest
tightness and voice hoarseness for 1 month. The contrast-
enhanced chest CT scan on July 1, 2021 demonstrated a
3.8 cm x 2.9 cm abnormal lung mass in the lobe of left lung.
Enhanced signal was not detected inside the mass. Left hilar and
subcarinal lymphadenopathy were also observed (Figure 1A).
Fluorine-18 fluorodeoxyglucose (F18-FDG) positron emission
tomography (PET)/CT was performed to evaluate the whole-
body situation on July 6, 2021. The 18F-FDG PET/CT showed
strong 18-FDG uptake in the left lung mass, as well as the left
hilar and subcarinal lymph node, measuring up to 2.5 cm and
2.2 cm in short diameters, respectively, but there was no
evidence of distant metastasis (Figure 2 and Supplementary
Material). The patient had no history of smoking, no other
concomitant diseases, and no family history of cancer.

After initial medical examination and assessment, the patient
was admitted to our hospital on July 8, 2021. Stage IIIA
(T2bN2MO) lung adenocarcinoma was confirmed on the basis
of the 18F-FDG PET/CT results, CT guided lung puncture, and

Chest CT scans of the patient before and after savolitinib treatment. (A) The chest contrast-enhanced CT scan on July 1, 2021 demonstrates a
3.8 cm X 2.9 cm abnormal lung mass (white arrows) in the lobe of left lung. Enhanced signal was not detected inside the mass. Left hilar and
subcarinal lymphadenopathy (red arrows) also were observed. (B) After 21 days of savolitinib therapy, the chest CT scan on August 13, 2021
showed the mass (red arrows) had shrunk to 2.6 cm X 2.2 cm, achieving a partial response (PR). The Left hilar and subcarinal lymph node (blue
arrows) also shrank significantly, and the short diameter did not exceed 7 mm.
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FIGURE 2

The 18F-FDG PET/CT examination was performed to evaluate the patient’'s tumor stage. The 18-FDG PET/CT revealed strong 18-FDG uptake in
the left lung mass, as well as the left hilar and subcarinal lymph node, measuring up to 2.5 cm and 2.2 cm in short diameters, respectively, but
there was no evidence of distant metastasis. See Supplementary Material for a dynamic 3D visualization

subsequent pathological diagnosis. Genetic tests (real-time
quantitative polymerase chain reaction, RT-qPCR) of the lung
lesion biopsy revealed the results of METex14m, whereas other
tested driver genes (EGFR, ALK, ROSI, KRAS, BRAF, HER2,
NRAS, PIK3CA, and RET) were absent. After active discussions
with the multiple disciplinary team (MDT) including respiratory
physicians, thoracic surgeons, and radiologists, we all agreed that
potentially resectable stage IIIA primary adenocarcinoma after
adjuvant therapy would improve prognosis, prolong survival, and
improve quality of life. Considering the N2 lymph node
metastases involvement, we offered neoadjuvant chemotherapy
followed by surgical resection. However, the patient preferred
neoadjuvant target therapy rather than neoadjuvant
chemotherapy. Given that there was no neoadjuvant indication
for MET inhibitors, after adequate communication with the
patient and her family and receiving written informed consent,
we advised the patient to receive the target drug savolitinib as a
neoadjuvant therapy based on the results of genomic testing.

On July 24, 2021, the patient received savolitinib, 600 mg
orally, once daily as neoadjuvant therapy. Around three weeks
later (August 13, 2021), the first evaluation of the therapeutic effect
presented a partial response (PR) (target lesion shrank from 3.8
cm X 2.9 cm at baseline to 2.6 cm x 2.2 cm), on the basis of the
Response Evaluation Criteria in Solid Tumors version 1.1
(RECIST 1.1). Additionally, the left hilar and subcarinal lymph
node obviously shrank, and the short diameter did not exceed
7 mm (Figure 1B). At the same time, we had also focused on
evaluating the patient’s drug tolerance state and adverse drug
reactions. The patient experienced grade 2 impaired liver function
(ALT 96 TU/L, AST 103 IU/L) during the first 4 weeks after the
treatment. Liver enzyme levels in the patient were further
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increased (ALT 350 IU/L, AST 279 IU/L) after taking
diammonium glycyrrhizin enteric-coated capsules for
subsequent 5 days. Then, targeted therapy was temporarily
discontinued on August 30, 2021 and the patient received
glutathione in combination with magnesium isoglycyrrhizinate
injection for 2 weeks. On September 14, 2021, the liver function
tests returned to normal. There were no other adverse drug
reactions such as fatigue, nausea and vomiting, appetite loss,
rash, diarrhea, and edema. Considering that radiological
downstaging was indicated after 5 weeks of savolitinib
treatment, based on the re-discussion of the MDT team,
surgical resection of the left lower lung lobe with dissection of
the mediastinal lymph nodes was performed on September 24,
2021. The pathological diagnosis was poorly differentiated lung
adenocarcinoma (solid type) with a size of 2.2 cm % 2.0 cm x 1.2
cm, and the visceral pleura was not involved. No infiltration of
cancer cells was detected in the bronchus cutting edges, achieving
RO resection. The pulmonary hilar lymph node was negative (0/5)
(Figure 3). The pathological response was 50% and the final
postoperative pathological staging pT1cNOMO, IA3 (AJCC, 8™
edition). The patient recovered well and the quality of life has been
improved accordingly. For patients with completely resected IITA-
N2 stage NSCLC, adjuvant cisplatin-based chemotherapy for 4-6
cycles is recommended to prevent recurrence and improve
survival by eradicating minimal residual disease (MRD).
Therefore, the patient received following 5 cycles of pemetrexed
plus carboplatin adjuvant chemotherapy. Up to now, the patient
has been followed up postoperatively for 38 weeks with no sign of
recurrence based on the last chest CT examination on June 3,
2022. The timeline for diagnosis and therapeutic interventions for
the patient can be seen in Figure 4.
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FIGURE 3

Operative and pathological findings. The pathological diagnosis was poorly differentiated lung adenocarcinoma (solid type) with the size of 2.2 cm X
2.0 cm x 1.2 cm, and the visceral pleura was not involved. No infiltration of cancer cells was detected in the bronchus cutting edges. Pulmonary
hilar lymph node (-, 0/5). Immunohistochemistry outcomes were presented as: HE (A), TTF-1 (+) (B), NapsinA (+) (C), CK7 (+) (D), CK5/6 (-), CK

(pan) (4), and Ki-67 (+, about 50%).

Discussion

Patients with stage I-II NSCLC are generally treated with
curative-intent surgery if they are operable. However, some
locally advanced (stage III) NSCLC cannot be operated due to
factors such as tumor size and/or location. The prognosis of
patients with unresectable stage III NSCLC is poor even after
concurrent chemoradiotherapy (8). In unresectable stage III
NSCLC, despite combination aggressive treatment with
radiotherapy and chemotherapy, the 5-year relative survival
rate is about 15%-20% (9). Stage III NSCLC is a highly
heterogeneous disease and surgical resection with or without
neoadjuvant therapy could be carried out in selected patients.
Increasing the surgical resection rate is the key link to improving
the overall prognosis and survival of patients. Neoadjuvant
therapy may improve the overall resection rate and the RO
surgical resection rate of the primary tumor. The potential
value of targeted therapy as neoadjuvant therapy for NSCLC
patients with specific driver genes has been explored actively.
NEOS study (ChiCTR1800016948) evaluated the efficacy and
safety of osimertinib as a neoadjuvant treatment in resectable
EGFR mutation-positive (EGFRm) lung adenocarcinoma. This
study demonstrated the promising efficacy and good tolerability
of neoadjuvant osimertinib (10). ESTERN was constructed to
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provide more insight into the effects on neoadjuvant erlotinib
improving operability and survival in EGFRm NSCLC patients
with stage IITA-N2. Among the 19 patients who received
erlotinib treatment, 14 patients underwent surgical treatment.
The radical resection rate was 68.4% (13/19) with 21.1% (4/19)
rate of pathological downstaging. The median progression-free
survival (PFS) and overall survival (OS) were 11.2 and 51.6
months respectively in 19 patients with neoadjuvant therapy
(11). CTONG 1103 was a randomized controlled phase II trial
with erlotinib versus gemcitabine plus cisplatin as neoadjuvant/
adjuvant therapy for stage IIIA-N2 EGFRm NSCLC patients.
The study showed that neoadjuvant/adjuvant EGFR-TKI has
potential and has a promising OS for resected N2 patients with
EGFRm NSCLC (12). In a study involved 11 ALK-positive
patients with pathologically confirmed N2 NSCLC, after
received crizotinib at a starting dose of 250 mg twice daily, ten
patients received an RO resection and two patients achieved a
pathological complete response to neoadjuvant crizotinib, which
provided the evidence for neoadjuvant crizotinib in locally
advanced NSCLC (4).

Previous clinical trials have already verified the availability of
EGFR and ALK inhibitors neoadjuvant targeted therapy in the
disease control and pathological downstaging for early-stage
NSCLC patients harboring the corresponding mutation, and
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FIGURE 4

Timeline of diagnosis and treatment of this case. (A) The chest contrast-enhanced CT scan at the first visit to the hospital on July 1, 2021. (B) The
18-FDG PET/CT examination on July 6, 2021. (C) The chest CT scan after 21 days (August 13, 2021) savolitinib neoadjuvant therapy. (D)
Postoperative chest x-ray on October 13, 2021 revealed good lung expansion of left lung. (E-G) The patients underwent re-examination of chest
CT on December 20, 2021, March 2, 2022, and June 3, 2022 respectively, which showed postoperative changes and no signs of recurrence.

some case reports also observed that target therapy provided
effective radiologic and pathologic response in ALK, RET and
ROSI-positive resectable NSCLC patients (3, 6, 13-15).
METex14m is an independent oncogenic driver occurring in
2.8% of resected stage I-III NSCLC patients (16). A previous case
report on neoadjuvant treatment with crizotinib in a locally
advanced, unresectable METex14m lung adenocarcinoma
achieved pathologic complete response and led to the
conversion to resectable disease (17). However, there is no
evidence suggests that whether savolitinib can play a role in
potentially resectable NSCLC patients. Savolitinib, an oral,
highly selective ATP-competitive MET inhibitor for treating
various cancers including NSCLC, gastric, renal cell
carcinoma, esophageal carcinoma, and medulloblastoma, has
been approved in China for treating metastatic NSCLC with
METex14m alterations, particularly in patients who fail to
tolerate platinum-based chemotherapy or has progress after
chemotherapy (18). To date, this is the first case of stage IIIA-
N2 METex14m primary lung adenocarcinoma treated with
savolitinib neoadjuvant targeted therapy combined with
surgery to reveal noteworthy clinical efficacy. Here,
neoadjuvant savolitinib achieved tumor downstage, achieved
RO resection, and even complete the conversion to a
potentially curable disease. We found that the patient achieved
NO disease the following 5 weeks of the neoadjuvant savolitinib,
whereas 50% of the tumor cells in the postoperative tissues of the
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patient were still active, which implies the importance of radical
resection after the induction of targeted therapy. It is worth
noting that drug-induced liver injury (DILI) has been the most
common adverse effect of savolitinib during clinical trials and
post-market surveillance (19). In this case, the patient
experienced grade 3 DILI that led to savolitinib
discontinuation after 5 weeks neoadjuvant treatment. After
savolitinib withdrawal and liver protection treatment for 2
weeks, the patient’s liver function returned to normal. It is
suggested that when using savolitinib, liver function should be
monitored carefully.

Additionally, a phase II trial of neoadjuvant and adjuvant
capmatinib in patients with stages IB-IITA, N2, and selected ITIB
(T3N2 or T4N2) NSCLC with METex14m or high MET
amplification (Geometry-N) is ongoing (NCT04926831) (20).
Given the prevalence of the METex14m in early-stage NSCLC
and the preliminary findings from case reports of MET
inhibitors as neoadjuvant therapies in early-stage NSCLC,
clinical trials exploring the role of neoadjuvant MET targeted
therapies in this population may be warranted.

Overall, the case presented primary clinical evidence that
neoadjuvant savolitinib targeted therapy is an effective treatment
for METex14m-positive locally advanced primary lung
adenocarcinoma, which can provide a reference for clinical
treatment of such patients. Neoadjuvant savolitinib targeted
therapy in IITA-N2 lung adenocarcinoma with METex14m

frontiersin.org


https://doi.org/10.3389/fonc.2022.954886
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

Fu et al.

could achieve pathological downstaging and increase the
possibility of radical surgery and RO resection. Additionally,
monitoring liver function is necessary during savolitinib
treatment. Along with an acceptable side effect, neoadjuvant
targeted therapy probably deserves to be recommended for these
patients with lung cancers that harbor a targetable oncogene,
which may have much more impressive therapeutic effects than
the platinum-based chemotherapy typically used for
neoadjuvant therapy. The findings of this case would provide
some inspiring insights for prospective clinical studies to further
explore the clinical value of neoadjuvant targeted therapy for
METex14m-positive NSCLC.

Data availability statement

The original contributions presented in the study are
included in the article/Supplementary Material. Further
inquiries can be directed to the corresponding authors.

Ethics statement

The studies involving human participants were reviewed and
approved by the Medical Ethics Committee of the First Affiliated
Hospital of University of Science and Technology of China
(Anhui Provincial Hospital) (Ethical Approval Number: 2022-
RE-056). The patients/participants provided their written
informed consent to participate in this study. Written
informed consent was obtained from the individual(s) for the
publication of any potentially identifiable images or data
included in this article.

Author contributions

L-JC, J-QZ, and MF contributed to the conception and
presentation of the case report. L-JC, J-QZ, and D-QX provided
clinical expertise and interpretations. L-JC and J-QZ organized the
MDT meeting. YF and WX recorded the detail of the MDT meeting.
LJC, J-QZ H-LX, N-NH, Z-JL, MF, WX, and Z-MJ overall
management and treat the patient. MF was responsible for the
manuscript writing, literature review, and pictures production. C-
MEF contributed to manuscript revision, editing and proofreading. All
authors contributed to the article and approved the submitted version.

References

1. Wood GE, Hockings H, Hilton DM, Kermorgant S. The role of MET in chemotherapy
resistance. Oncogene (2021) 40(11):1927-41. doi: 10.1038/s41388-020-01577-5

2. Drusbosky LM, Dawar R, Rodriguez E, Ikpeazu CV. Therapeutic strategies in
METex14 skipping mutated non-small cell lung cancer. ] Hematol Oncol (2021) 14
(1):129. doi: 10.1186/s13045-021-01138-7

Frontiers in Oncology

06

10.3389/fonc.2022.954886

Funding

This work was supported by the Anhui Provincial Key
Clinical Specialty Discipline Construction Program
(2021szdzk05). The funding body had no role in the design of
the study, and collection, analysis, and interpretation of data and
writing the manuscript.

Acknowledgments

We are thankful to Jing-Jing Kang from the Department of
Endocrinology, Fuyang People’s Hospital, who provided of the
baseline contrast-enhanced chest CT and PET-CT images of the
case. The authors want to thank the colleagues in pathologic and
radiologic department for providing the pictures in this case.
Finally, we thank the patient for providing consent for this
case report.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

Publisher’s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed
or endorsed by the publisher.

Supplementary material

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/
fonc.2022.954886/full#supplementary-material

3. Zhao S, Zhu S, Lei X, Xu D, Shi T, Chen Q, et al. Use of crizotinib as neoadjuvant
therapy for non-small cell lung cancers patient with ROS1 rearrangement: A case report.
Thorac Cancer (2021) 12(20):2815-8. doi: 10.1111/1759-7714.14112

4. Zhang C, Li SL, Nie Q, Dong S, Shao Y, Yang XN, et al. Neoadjuvant
crizotinib in resectable locally advanced non-small cell lung cancer with ALK

frontiersin.org


https://www.frontiersin.org/articles/10.3389/fonc.2022.954886/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fonc.2022.954886/full#supplementary-material
https://doi.org/10.1038/s41388-020-01577-5
https://doi.org/10.1186/s13045-021-01138-7
https://doi.org/10.1111/1759-7714.14112
https://doi.org/10.3389/fonc.2022.954886
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

Fu et al.

rearrangement. J Thorac Oncol (2019) 14(4):726-31. doi: 10.1016/
1jth0.2018.10.161

5. ShiX, Dong X, Zhai ], Liu X, Lu D, Ni Z, et al. Current evidence of the efficacy
and safety of neoadjuvant EGFR-TKIs for patients with non-small cell lung cancer.
Front Oncol (2021) 11:608608. doi: 10.3389/fonc.2021.608608

6. Zhou N, Li T, Liang M, Ren F, Ni H, Liu W, et al. Use of pralsetinib as
neoadjuvant therapy for non-small cell lung cancer patient with RET
rearrangement. Front Oncol (2022) 12:848779. doi: 10.3389/fonc.2022.848779

7. LiY, Gao L, Ma D, Qiu T, Li W, Li W, et al. Identification of MET exonl4
skipping by targeted DNA- and RNA-based next-generation sequencing in
pulmonary sarcomatoid carcinomas. Lung Cancer (2018) 122:113-9.
doi: 10.1016/j.lungcan.2018.06.001

8. Durm GA, Jabbour SK, Althouse SK, Liu Z, Sadiq AA, Zon RT, et al. A phase 2
trial of consolidation pembrolizumab following concurrent chemoradiation for
patients with unresectable stage III non-small cell lung cancer: Hoosier cancer
research network LUN 14-179. Cancer (2020) 126(19):4353-61. doi: 10.1002/
cncr.33083

9. Nagasaka M, Gadgeel SM. Role of chemotherapy and targeted therapy in
early-stage non-small cell lung cancer. Expert Rev Anticancer Ther (2018) 18(1):63-
70. doi: 10.1080/14737140.2018.1409624

10. Chao L, Wentao F, Wenjie ], Haitao M, Jia W, Xu S-D, et al. Osimertinib as
neoadjuvant therapy in patients with EGFR mutated resectable stage II-IIIB lung
adenocarcinoma (NEOS): Updated results. 2021 Eur Soc Med Oncol (ESMO).

11. Xiong L, Li R, Sun J, Lou Y, Zhang W, Bai H, et al. Erlotinib as neoadjuvant
therapy in stage IITA (N2) EGFR mutation-positive non-small cell lung cancer: A
prospective, single-arm, phase II study. Oncologist (2019) 24(2):157-e64.
doi: 10.1634/theoncologist.2018-0120

12. Wu Y-L, Zhong W-Z, Chen K-N, Chen C, Gu C-D, Yang F, et al.
CTONGI1103: Neoadjuvant erlotinib versus chemotherapy for stage IIIA-N2

Frontiers in Oncology

07

10.3389/fonc.2022.954886

EGFR-mutant NSCLC: Final overall survival analysis of the randomized phase II
trial. 2021 ASCO Abstract 8502.

13. Xie XH, Zhan 7], Qin YY, Jiang JH, Yin WQ, Zheng RH, et al. Case report:
Neoadjuvant and adjuvant crizotinib targeted therapy in stage IIIA-N2 ALK-positive non-
Small-Cell lung cancer. Front Oncol (2021) 11:655856. doi: 10.3389/fonc.2021.655856

14. Tian Y, Huang], Li C, Jiang L, Lin H, Lu P, et al. Perioperative crizotinib in a
patient with stage IIIB ALK-positive non-small cell lung cancer: A case report. Ann
Transl Med (2020) 8(12):770. doi: 10.21037/atm-20-3927

15. Gu R, Shi Z, Duan T, Song M. Feasibility and safety of neoadjuvant alectinib in
pulmonary invasive mucinous adenocarcinoma with ALK rearrangement: Case report
and literature review. Onco Targets Ther (2021) 14:5107-13. doi: 10.2147/OTT.S334213

16. Recondo G, Guo R, Cravero P, Ricciuti B, Falcon C, Vokes N, et al. Clinical
characteristics, genomic features, and recurrence risk of early-stage MET exon 14
mutant non-small cell lung cancer (NSCLC). 2020 ASCO Abstract 9042.

17. Rotow JK, Woodard GA, Urisman A, McCoach CE, Bivona TG, Elicker BM,
et al. Pathologic complete response to neoadjuvant crizotinib in a lung
adenocarcinoma patient with a MET exon 14 skipping mutation. Clin Lung
Cancer (2019) 20(2):e137-41. doi: 10.1016/j.cl1c.2018.11.003

18. Markham A. Savolitinib: First approval. Drugs (2021) 81(14):1665-70.
doi: 10.1007/s40265-021-01584-0

19. Lu S, Fang J, Li X, Cao L, Zhou J, Guo Q, et al. Once-daily savolitinib in
Chinese patients with pulmonary sarcomatoid carcinomas and other non-small-
cell lung cancers harbouring MET exon 14 skipping alterations: a multicentre,
single-arm, open-label, phase 2 study. Lancet Respir Med (2021) 9(10):1154-64.
doi: 10.1016/S2213-2600(21)00084-9

20. Kelly K, Lin J, Catherine S. Phase II of neoadjuvant and adjuvant capmatinib
in NSCLC (Geometry-n), U.S. National Library of Medicine. ClinicalTrials.gov
Identifier: NCT04926831. (2022). Available at: https://clinicaltrials.gov/ct2/show/
NCT04926831.

frontiersin.org


https://doi.org/10.1016/j.jtho.2018.10.161
https://doi.org/10.1016/j.jtho.2018.10.161
https://doi.org/10.3389/fonc.2021.608608
https://doi.org/10.3389/fonc.2022.848779
https://doi.org/10.1016/j.lungcan.2018.06.001
https://doi.org/10.1002/cncr.33083
https://doi.org/10.1002/cncr.33083
https://doi.org/10.1080/14737140.2018.1409624
https://doi.org/10.1634/theoncologist.2018-0120
https://doi.org/10.3389/fonc.2021.655856
https://doi.org/10.21037/atm-20-3927
https://doi.org/10.2147/OTT.S334213
https://doi.org/10.1016/j.cllc.2018.11.003
https://doi.org/10.1007/s40265-021-01584-0
https://doi.org/10.1016/S2213-2600(21)00084-9
https://clinicaltrials.gov/ct2/show/NCT04926831
https://clinicaltrials.gov/ct2/show/NCT04926831
https://doi.org/10.3389/fonc.2022.954886
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

	Neoadjuvant Savolitinib targeted therapy stage IIIA-N2 primary lung adenocarcinoma harboring MET Exon 14 skipping mutation: A case report
	Introduction
	Case report
	Discussion
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Supplementary material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


