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Crizotinib is an oral selective small-molecular tyrosine kinase inhibitor (TKI) that suppress the activity of anaplastic lymphoma kinase (ALK) and ROS1 kinases, as well as mesenchymal-epithelial transition. The cumulative clinical trials in patients with advanced ALK- or ROS1-rearrangement NSCLC indicate that crizotinib has significant antitumor activity and a tolerable safety profile, with mild or moderate adverse events of visual disorders, diarrhea, nausea, and vomiting. As with other TKIs, however, the occurrence of crizotinib-related interstitial lung disease (crizotinib-ILD) remains a major clinical dilemma that can lead to the permanent discontinuation of TKI during cancer treatment. When there is no suitable alternative therapy for patients who develop crizotinib-ILD, some clinicians have reported successful crizotinib retreatment in cases of ALK-rearrangement NSCLC. Unfortunately, there are no specific guidelines for the treatment or retreatment of TKI-related ILD. We herein report the first successful crizotinib retreatment after crizotinib-ILD in a patient with ROS1-rearranged NSCLC, and suggest a retreatment strategy after crizotinib-ILD based on a literature review.
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Introduction

ROS1 proto-oncogene receptor tyrosine kinase is activated by chromosomal rearrangement in a variety of human cancers, including non-small cell lung cancer (NSCLC) (1). ROS1-rearrangements occur in approximately 1−2% of patients with NSCLC and are more common in those who have no or only a light smoking history and NSCLC of adenocarcinoma histology (1–3). Crizotinib is the only oral tyrosine kinase inhibitor (TKI) approved by the US Food and Drug Administration (FDA) (in March 2016) for patients with advanced ROS1-rearrangement NSCLC (4).

Although crizotinib has clear clinical benefits and has led to a paradigm shift in the treatment of advanced ROS1-rearrangement NSCLC (1, 2), the occurrence of crizotinib-related interstitial lung disease (crizotinib-ILD) remains a major clinical dilemma that can lead to the permanent discontinuation of TKI during cancer treatment. When there is no suitable alternative therapy for patients who develop crizotinib-ILD, some clinicians have reported successful crizotinib retreatment in cases of anaplastic lymphoma kinase (ALK)-rearrangement NSCLC (5–9). However, there are no specific guidelines for the treatment or retreatment of TKI-related ILD. We herein report the first successful crizotinib retreatment after crizotinib-ILD in a patient with ROS1-rearranged NSCLC, and suggest a retreatment strategy after crizotinib-ILD based on a literature review



Case presentation

An otherwise healthy 54-year-old Chinese women residing in Korea, with no smoking history, presented with a 2-week history of a non-productive cough and palpable neck lymph nodes (LNs). Chest computed tomography (CT) showed a right lower lobe (RLL) mass with lung-to-lung metastases and pleural retraction (Figure 1A), and she was diagnosed with stage IV lung adenocarcinoma (cT4N3M1c) with two brain metastases. Mutational analysis of LN tissue revealed positivity only for ROS1 rearrangements, as determined by reverse transcription-polymerase chain reaction assay. Crizotinib was administered orally (250mg twice per day) as first-line chemotherapy following brain CyberKnife treatment. After 3 months, chest CT revealed good responses (beyond partial remission) of the RLL tumor, multiple LNs and lung-to-lung nodules. However, 4 months after initiating crizotinib, chest X-ray showed diffuse infiltration of both lower lobes. She exhibited dry cough and dyspnea on exertion. Physical examination revealed; respiratory rate of 18 beats/min, temperature 36.5°C, pulse of 90 beats/min, and blood pressure 130/80 mmHg. She had inspiratory crackles in both lung bases. The remainder of her examination was normal. Laboratory data included a white cell count of 5,050/mm3 (65.4% neutrophils, 0.1% eosinophils), an erythrocyte sedimentation rate of 15 mm/h (normal, 0-22 mm/h) and a C-reactive protein level of 0.5 mg/dL (normal, 0-0.5 mg/dL). Arterial blood gas values included a partial oxygen pressure of 73 mmHg, a partial carbon dioxide pressure of 35.9 mmHg, a pH of 7.42, and an oxygen saturation of 94% while resting on 2 L/min of oxygen. Our baseline target oxygen saturation range was 94–96%. Chest CT revealed newly developed extensive diffuse ground-glass opacities throughout both lungs, despite obvious shrinkage of the RLL primary tumor and multiple additional nodules (Figure 1B). Bronchoalveolar lavage (BAL) identified 94% lymphocytes, 2% monocytes and transbronchial lung biopsy demonstrated patchy lymphocytic infiltration of the peribronchiolar interstitium (Figure 1D). BAL was performed under local anesthesia and mild conscious sedation with midazolam according to the guidelines for the standardization of BAL, as described in our previous study (10). Echocardiography, laboratory tests, and BAL fluids (Figure 1E) showed no evidence of heart failure, rheumatologic diseases, pulmonary infections, or progression of lung cancer.




Figure 1 | Chest computed tomography images showing. (A) A lobulated mass with pleural retraction in the posterobasal segment of the right lower lobe (RLL) and multiple tiny nodules in both lungs at the time of diagnosis. (B) Four months after initiating crizotinib, bilateral ground-glass opacities were observed, despite an obvious decrease in the size of the primary tumor in the RLL and multiple nodules in both lungs. (C) Nine weeks after crizotinib retreatment, a further decrease in the size of the primary RLL tumor and almost complete clearing of the bilateral ground-glass opacities was seen, without recurrence of ILD. (D) Transbronchial lung biopsy specimen showing patchy lymphocytic infiltration of the peribronchiolar interstitium and intra-alveolar accumulation of foamy macrophages (hematoxylin-eosin stain, x100). (E) Photograph of the non-diagnostic, yellowish fluid aspirated through bonchoalveolar lavage.



Taken together, we considered the lung lesions to be consistent with Grade 3 crizotinib-ILD according to the National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE) v5.0. and thus discontinued administration of crizotinib immediately. After withdrawing crizotinib, intravenous methylprednisolone (1 mg/kg daily for 5 days then switch to oral prednisolone 40mg/day, reduction dose by half dose every 4 weeks), empirical antibiotics, and prophylactic trimethoprim-sulfamethoxazole were initiated. She responded well to the corticosteroid therapy and the infiltration dramatically improved. The patient and her family expressed a desire to retry crizotinib therapy rather than conventional chemotherapy, even after the risk of recurrent ILD was explained. Therefore, and because there was no better alternative therapy for her lung cancer considering her preference and medical insurance, we restarted crizotinib (250 mg/day for 1 month and then 200 mg twice daily) 30 days after discontinuing the medication. The steroid dose has been gradually and successfully tapered and, at 9 weeks after crizotinib retreatment, there was neither disease progression nor recurrence of ILD (Figure 1C).



Discussion

Over the past 20 years, various TKIs have been developed. These agents have dramatically improved patient survival and quality of life, and led to a paradigm shift in the treatment of various solid tumors (11). Crizotinib is an oral selective small-molecular TKI that suppress the activity of ALK and ROS1 kinases, as well as mesenchymal-epithelial transition (3). Crizotinib was initially approved for ALK-rearrangement NSCLC (12). Preclinical experiments have shown that cell lines with ROS1 rearrangement are highly sensitive to crizotinib (3). Also, in a clinical study of patients with advanced ROS1-rearrangement NSCLC, crizotinib showed marked antitumor activity, with an objective response rate of 72% and acceptable safety profile (1). Based on these results, the US FDA designated crizotinib as a breakthrough therapy for advanced ROS1-rearrangement NSCLC in 2016 (4). Crizotinib also provided meaningful clinical benefits and a durable response in East Asian patients with advanced ROS1-rearrangement NSCLC, with a similar objective response rate (71.7%) (2).

The findings of these clinical trials show that crizotinib has significant antitumor activity and a tolerable safety profile, with mild or moderate adverse events of visual disorders, diarrhea, nausea, and vomiting (1, 2, 13). As with other TKIs, however, the occurrence of crizotinib-ILD has been reported in the treatment of lung cancer (5–9, 14). Two systematic reviews of crizotinib-ILD in ALK-rearrangement NSCLC (15, 16), which included 4 PROFILE clinical trials and 29 studies, respectively, reported incidences of crizotinib-ILD of 1.2% (20/1669) and 1.8% (49/2706), respectively. The frequency of ILD was low with crizotinib compared to second-generation ALK-TKIs (alectinib, 2.6%; brigatinib, 7%), but the mortality rate reached 50%. Furthermore, the onset of ILD ranged from 3-763 days after initiation of crizotinib, indicating that ILD can occur at any time during therapy (15, 16). By contrast, crizotinib-ILD in patients with ROS1-rearrangement NSCLC has been reported only rarely (13, 17). In phase I/II studies of ROS1-rearrangement NSCLC, no case of crizotinib-ILD was reported (1, 2). Therefore, crizotinib-ILD in patients with ROS1-rearrangement NSCLC is very rare.

Although the exact mechanism underlying TKI-ILD has not yet been elucidated, one study suggested a putative mechanism, in which an epidermal growth factor receptor-TKI induces prolonged inflammation in the epithelial cells, which repair the airways, in turn, this may promote lung injury (18). A retrospective study suggested that crizotinib-ILD could be explained by drug-related hypersensitivity pneumonitis, which was associated with a longer response duration (19). However, more research is required to fully understand these issue.

Crizotinib-ILD is a relatively rare but sometimes fatal complication, and a major cause for permanent withdrawal of a drug during cancer treatment. Discontinuation of TKIs can be an especially significant clinical dilemma in the following cases: when a patient obtained marked clinical benefits from TKIs before ILD occurred and there was no suitable alternative therapy covered by their country’s medical insurance, and when rapid tumor progression is observed after discontinuing TKIs. In addition to crzotinib, entrectinib is the most recently an oral TKI approved by the US FDA (in August 2019) as a first-line therapy another option for patients with metastatic ROS1-rearrangement NSCLC (20). A recent comparative study of clinical trial results for crizotinib and entrectinib showed that the two TKIs have comparable or similar efficacy in ROS1-rearrangement NSCLC (20). In particular, entrectinib exhibited substantial systemic and intracranial efficacy in the first-line ROS1 TKI patients, and entrectinib-related pneumonitis were reported in less than 1% (1/134 patients) (21, 22). Unfortunately, our patient was unable to choose the entrectinib under current medical insurance.

As well as the present case, other cases of successful crizotinib retreatment after crizotinib-ILD have been reported (5–9). All of these cases are summarized in Table 1; ours was the only ROS1-rearrangement NSCLC case. All patients were Asian and used crizotinib as the first-line therapy. The median onset of ILD after the initiation of crizotinib was 6 weeks (range: 2-16 weeks), and the median time to restarting crizotinib after discontinuation was 5 weeks (range: 1-25 weeks). Except for one asymptomatic patient (8), all patients were treated with steroids, and combination therapy with steroids was considered when crizotinib was restarted. One patient suffered under conventional chemotherapy (9) and the remaining ones did not want to undergo chemotherapy as an alternative therapy. Generally, immediate discontinuation of the causative drug is recommended for symptomatic TKI-ILD. Systemic steroids are typically administered, although guidelines for TKI-ILD management have not been fully specified (23). Based on several cases and a literature review, we suggest an algorithm for a retreatment strategy to aid decision-making in situations where crizotinib retreatment should be considered in patients who develop crizotinib-ILD (Figure 2).


Table 1 | Summary of cases of successful crizotinib retreatment after crizotinib-related interstitial lung disease (ILD) in patients with lung adenocarcinoma.






Figure 2 | Suggested crizotinib retreatment strategy after crizotinib-related interstitial lung disease (ILD) in patients with NSCLC, based on a literature review.



In summary, to our knowledge, this is the first case report of successful crizotinib retreatment after crizotinib-ILD in a patient with ROS1-rearrangement NSCLC. There is no doubt that crizotinib plays a pivotal and irreplaceable role in the treatment of ALK- or ROS1-rearrangement NSCLC. Although crizotinib-ILD is a relative rare complication, it is sometimes fatal to patients and can pose a major clinical dilemma for clinicians. Therefore, crizotinib retreatment should be considered for closely monitored patients who develop crizotinib-ILD during lung cancer treatment if the following conditions are satisfied: the patient obtained marked clinical benefits from crizotinib before ILD occurred, there is no suitable alternative therapy covered by their country’s medical insurance or according to the patient’s preferences, and the ILD responded well to steroids.



Data availability statement

The datasets for this article are not publicly available due to concerns regarding participant/patient anonymity. Requests to access the datasets should be directed to the corresponding author.



Ethics statement

Ethical review and approval was not required for the study on human participants in accordance with the local legislation and institutional requirements. The patients/participants provided their written informed consent to participate in this study.



Author contributions

H-SN treated the case and wrote the manuscript. WR wrote the manuscript and acquired clinical data. HC acquired clinical data. MP, JK, and J-SC participated in the diagnosis and treatment of the patients. LK and K-HL contributed to pathologic and radiologic response evaluation, respectively. All authors contributed to the article and approved the submitted version.



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.



References

1. Shaw, AT, Ou, SH, Bang, YJ, Camidge, DR, Solomon, BJ, Salgia, R, et al. Crizotinib in Ros1-rearranged non-Small-Cell lung cancer. N Engl J Med (2014) 371(21):1963–71. doi: 10.1056/NEJMoa1406766

2. Wu, YL, Yang, JC, Kim, DW, Lu, S, Zhou, J, Seto, T, et al. Phase ii study of crizotinib in East Asian patients with Ros1-positive advanced non-Small-Cell lung cancer. J Clin Oncol (2018) 36(14):1405–11. doi: 10.1200/JCO.2017.75.5587

3. Bergethon, K, Shaw, AT, Ou, SH, Katayama, R, Lovly, CM, McDonald, NT, et al. Ros1 rearrangements define a unique molecular class of lung cancers. J Clin Oncol (2012) 30(8):863–70. doi: 10.1200/JCO.2011.35.6345

4.Fda expands use of xalkori to treat rare form of advanced non-small cell lung cancer (2016). Available at: https://www.fda.gov/news-events/press-announcements/fda-expands-use-xalkori-treat-rare-form-advanced-non-small-cell-lung-cancer.

5. Tachihara, M, Kobayashi, K, Ishikawa, Y, Hori, S, Tamura, D, Otera, H, et al. Successful crizotinib rechallenge after crizotinib-induced interstitial lung disease. Jpn J Clin Oncol (2014) 44(8):762–4. doi: 10.1093/jjco/hyu074

6. Maka, VV, Krishnaswamy, UM, Anil Kumar, N, Chitrapur, R, and Kilara, N. Acute interstitial lung disease in a patient with anaplastic lymphoma kinase-positive non-Small-Cell lung cancer after crizotinib therapy. Oxf Med Case Rep (2014) 2014(1):11–2. doi: 10.1093/omcr/omu004

7. Asai, N, Yokoi, T, Yamaguchi, E, and Kubo, A. Successful crizotinib rechallenge after crizotinib-induced organizing pneumonia in anaplastic lymphoma kinase-rearranged non-small cell lung cancer. Case Rep Oncol (2014) 7(3):681–4. doi: 10.1159/000366516

8. Asai, N, Yamaguchi, E, and Kubo, A. Successful crizotinib rechallenge after crizotinib-induced interstitial lung disease in patients with advanced non-Small-Cell lung cancer. Clin Lung Cancer (2014) 15(3):e33–5. doi: 10.1016/j.cllc.2013.12.004

9. Yanagisawa, S, Inoue, A, Koarai, A, Ono, M, Tamai, T, and Ichinose, M. Successful crizotinib retreatment after crizotinib-induced interstitial lung disease. J Thorac Oncol (2013) 8(8):e73–4. doi: 10.1097/JTO.0b013e318293dfc1

10. Ryu, WK, Moon, Y, Park, MH, Lim, JH, Kim, YS, Lee, KH, et al. A preliminary study on the prognostic impact of neutrophil to lymphocyte ratio of the bronchoalveolar lavage fluid in patients with lung cancer. Diagnos (Basel) (2021) 11(12):2201. doi: 10.3390/diagnostics11122201

11. Huang, L, Jiang, S, and Shi, Y. Tyrosine kinase inhibitors for solid tumors in the past 20 years (2001-2020). J Hematol Oncol (2020) 13(1):143. doi: 10.1186/s13045-020-00977-0

12. Kwak, EL, Bang, YJ, Camidge, DR, Shaw, AT, Solomon, B, Maki, RG, et al. Anaplastic lymphoma kinase inhibition in non-Small-Cell lung cancer. N Engl J Med (2010) 363(18):1693–703. doi: 10.1056/NEJMoa1006448

13. Masuda, K, Fujiwara, Y, Shinno, Y, Mizuno, T, Sato, J, Morita, R, et al. Efficacy and safety of crizotinib in patients with Ros1 rearranged non-small cell lung cancer: A retrospective analysis. J Thorac Dis (2019) 11(7):2965–72. doi: 10.21037/jtd.2019.07.44

14. Tamiya, A, Okamoto, I, Miyazaki, M, Shimizu, S, Kitaichi, M, and Nakagawa, K. Severe acute interstitial lung disease after crizotinib therapy in a patient with Eml4-Alk-Positive non-Small-Cell lung cancer. J Clin Oncol (2013) 31(1):e15–7. doi: 10.1200/JCO.2012.43.3730

15. Pellegrino, B, Facchinetti, F, Bordi, P, Silva, M, Gnetti, L, and Tiseo, M. Lung toxicity in non-Small-Cell lung cancer patients exposed to alk inhibitors: Report of a peculiar case and systematic review of the literature. Clin Lung Cancer (2018) 19(2):e151–e61. doi: 10.1016/j.cllc.2017.10.008

16. Yoneda, KY, Scranton, JR, Cadogan, MA, Tassell, V, Nadanaciva, S, Wilner, KD, et al. Interstitial lung disease associated with crizotinib in patients with advanced non-small cell lung cancer: Independent review of four profile trials. Clin Lung Cancer (2017) 18(5):472–9. doi: 10.1016/j.cllc.2017.03.004

17. Wu, S, Liu, K, Ren, F, Zheng, D, and Pan, D. Fatal interstitial lung disease associated with crizotinib pathologically confirmed by percutaneous lung biopsy in a patient with Ros1-rearranged advanced non-Small-Cell lung cancer: A case report. BMC Pulm Med (2018) 18(1):121. doi: 10.1186/s12890-018-0682-9

18. Harada, C, Kawaguchi, T, Ogata-Suetsugu, S, Yamada, M, Hamada, N, Maeyama, T, et al. Egfr tyrosine kinase inhibition worsens acute lung injury in mice with repairing airway epithelium. Am J Respir Crit Care Med (2011) 183(6):743–51. doi: 10.1164/rccm.201002-0188OC

19. Crequit, P, Wislez, M, Fleury Feith, J, Rozensztajn, N, Jabot, L, Friard, S, et al. Crizotinib associated with ground-glass opacity predominant pattern interstitial lung disease: A retrospective observational cohort study with a systematic literature review. J Thorac Oncol (2015) 10(8):1148–55. doi: 10.1097/JTO.0000000000000577

20. Tremblay, G, Groff, M, Iadeluca, L, Daniele, P, Wilner, K, Wiltshire, R, et al. Effectiveness of crizotinib versus entrectinib in Ros1-positive non-Small-Cell lung cancer using clinical and real-world data. Future Oncol (2022) 18(17):2063–74. doi: 10.2217/fon-2021-1102

21. Drilon, A, Chiu, CH, Fan, Y, Cho, BC, Lu, S, Ahn, MJ, et al. Long-term efficacy and safety of entrectinib in Ros1 fusion-positive nsclc. JTO Clin Res Rep (2022) 3(6):100332. doi: 10.1016/j.jtocrr.2022.100332

22. Drilon, A, Siena, S, Dziadziuszko, R, Barlesi, F, Krebs, MG, Shaw, AT, et al. Entrectinib in Ros1 fusion-positive non-Small-Cell lung cancer: Integrated analysis of three phase 1-2 trials. Lancet Oncol (2020) 21(2):261–70. doi: 10.1016/S1470-2045(19)30690-4

23. Nishino, M, Hatabu, H, Hodi, FS, and Ramaiya, NH. Drug-related pneumonitis in the era of precision cancer therapy. JCO Precis Oncol (2017) 1:1–12. doi: 10.1200/PO.17.00026



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.

Copyright © 2022 Ryu, Cha, Park, Kim, Choi, Kim, Lee and Nam. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.


OEBPS/Images/logo.jpg
& frontiers | Frontiers in Oncology





OEBPS/Text/toc.xhtml


  

    Table of Contents



    

		Cover



      		

        Efficacy of crizotinib retreatment after crizotinib-related interstitial lung disease in a patient with ROS1-rearranged advanced lung adenocarcinoma: A case report and potential crizotinib retreatment strategy

      

        		

          Introduction

        



        		

          Case presentation

        



        		

          Discussion

        



        		

          Data availability statement

        



        		

          Ethics statement

        



        		

          Author contributions

        



        		

          Conflict of interest

        



        		

          References

        



      



      



    



  



OEBPS/Images/fonc-12-900966-g001.jpg





OEBPS/Images/crossmark.jpg
©

2

i

|





OEBPS/Images/fonc-12-900966-g002.jpg
Suspected crizotinib-related ILD

* Symptoms : dyspnea with or without cough and/or fever

 If feasible, bronchoscopy with bronchoalveolar lavage and/or transbronchial lung biopsy

* Exclusion of differential diagnosis (especially pulmonary infections, progression of lung cancer)

Immediately discontinuation of crizotinib and systemic corticosteroid therapy
+ Steroid : 0.5-2mg/kg/day methylprednisolone or equivalent
+ Consider antibiotics and/or trimethoprim-sulfamethoxazole prophylaxis

Clinical and chest X-ray monitoring
* At least every 2-3 days

Refractory and persistent
* Permanent discontinuation of crizotinib
* Consider other immunosuppressive therapy

Improvement
Gradual tapering of steroid

Complete resolution of ILD
Patient obtained marked clinical benefits
from crizotinib before ILD occurred

No suitable alternative therapy

Patient and their family agree

Crizotinib retreatment through a reduction of starting dose
* Consider combination therapy with oral steroid

Gradually increase to initial dosage Recurrence of ILD

l‘





OEBPS/Images/table1.jpg
First
author

Age (y)/sex
smoker/ethnicity

Yanagisawa (9) 53/female

Maka (6)

Asai (8)

Tachihara (5)

Asai (7)

Ryu
(present)

“Time from initiation of crizotinib to onset of ILD; "Time from discontinuation of crizotinib to retreatment; *Methylprednisolone (mPD) 1000mg daily for 3days, then the steroid dosage
was tapered gradually on a weekly basis, until it was 2mg daily; *Crizotinib retreatment after various conventional chemotherapies; IPrednisolone at 0.5 mg/kg and gradually tapered over 8
weeks; *Crizotinib retreatment (250 mg qd) after 2 weeks of first ILD occurrence, but ILD recurrence at 45 days after crizotinib retreatment. second crizotinib retreatment at 28 days after
ILD recurrence; “Prednisolone (PD) (20 mg/day) use with initial crizotinib therapy due to multiple endobronchial metastases, and continued at 5 mg/day after reducing in a stepwise
fashion. PD (20mg/day) used with crizotinib retreatment; **Organizing pneumonia pattern confirmed by transbronchial lung biopsy; "Prednisolone (PD) at 0.5 mg/kg and gradually
tapered over 2 weeks; ALK, anaplastic lymphoma kinase; bid, twice daily; BL, bilateral; GGO, ground-glass opacity; Lt, left; qd, once daily; Re-Tx, retreatment; T/W, times per week; Tx,

treatment.

no/Japanese
47/female

no/Indian

70/female
no/Japanese
70/male
current/Japanese
60/male
current/Japanese
54/female

no/Chinese

Mutation
stage/

ALK
IV(Mlc)
ALK
IV(Mlc)

ALK
IV(Mlc)
ALK
IV(Mlc)
ALK
B
ROSI
IV(Mlc)

Finding at the time of ILD occurrence

Symptoms Onset*

Cough, 2 weeks
dyspnea (14 days)
Cough, 8 weeks
dyspnea 2
months)
No 5 weeks
(35 days)
Cough, 4 weeks
fever (25 days)
No 7 weeks
(50 days) 0.5 mg/kg
Cough, 16 weeks
dyspnea (4
months)

Radiology Steroid

Tx
BL GGO mPD*
1000 mg
BL GGO ppl
0.5 mg/kg
BL GGO No
Lt GGO PD" 5 mg

Lt GGO™ pD'

BL GGO mPD

1 mg/kg

Crizotinib dose

Initial

250 mg
bid

250 mg
qd

200 mg
bid
250 mg
bid
250 mg
bid

250 mg
bid

Re-Tx

250 mg bid

250 mg qd

250 mg qd§
250 mg bid
250 mg 3T/

w

250 mg qd

Restart
period’

25 weeks
(6 months)®

8 weeks

4 weeks (2"%)*
(28 days)

1 week
6 weeks

4 weeks
(30 days)





OEBPS/Images/fonc.2022.900966_cover.jpg
, frontiers ‘ Frontiers in Oncology

Efficacy of crizotinib retreatment
after crizotinib-related interstitial
lung disease in a patient with
ROS1-rearranged advanced
lung adenocarcinoma: A case
report and potential crizotinib
retreatment strategy





