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[ Abstract ] Background and objective Lung cancer with brain metastasis had poor prognosis. Crizotinib had been
confirmed to be used in ROS1 (C-ros oncogene 1 receptor tyrosine kinase) rearranged lung adenocarcinoma, but its efficacy in
lung cancer with brain metastasis was poor due to the blood brain barrier. In the present study, we reported one case of ROS1
fusion lung adenocarcinoma with symptomatic brain matastasis, who was treated with brain metastases resection, crizotinib,
and whole brain radiotherapy plus boost to residual brain metastasis. The safety and efficacy was summarized. Methods At
first, surgical resection was used to relive mass effect and to biopsy. Then crizotinib (250 mg, bid) was chosen for the existence
of ROSI fusion gene. Whole brain radiotherapy plus boost to residual brain metastasis were used after surgery. Objective re-
sponse was evaluated by Response Evaluation Criteriation in Solid Tumours (RECIST) v1.1 and brain metastasis were evalu-
ated by computer tomography (CT)/magnetic resonance imaging (MRI) image. Adverse events were evaluated according to
Common Terminology Criteria for Adverse Events (CTC AE) v4.0. Results After taking crizotinib for 3 months, the lung le-
sions were close to complete response (CR), the brain metastasis were partial response (PR), the abdomen metastasis were CR
and the symptom of blurred vision relieved. Conclusion Crizotinib combined with palliative operation and radiation therapy
(WBRT plus boost to residual brain metastasis) in the treatment of ROSI fusion gene positive lung adenocarcinoma with
symptomatic brain metastases, can effectively control intracranial lesions with good tolerance.
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Fig 1 Magnetic resonance imaging (MRI) of brain before and after treatment. Red arrow: metastatic lesions of left frontal lobe; yellow arrow:
metastatic lesions of left parietal lobe; green arrow: metastatic lesions of right occipital lobe; black arrow: hemorrhagic lesion of left parietal lobe

occurred 2 days after surgery.
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Fig 2 Clinical radiologic features of the patient. A, B: Before crizotinib treatment, chest CT showing mass and miaximal pleural effusion in right
lung; C: After 3 wk of crizotinib, CT showing tumors shrinkage and ruduced of pleural effusion and shadow in right lung; D: After 3 month of

crizotinib, CT showing disappeared of pleural effusion and shadow in right lung. CT: computed tomography; CR: complete response.
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=1 EEREEEPCRIEMROS1EL S EREFATE (Exon34FA1%)
Tab 1 ROST gene fusion (Exon34) was positive tested by Real time fluorescence quantitative PCR

Type of fusion Splicing gene/exon ROST1 splicing exon Results

ROST1 variant1 SLC34A2 exon4 Exon32 Negative
ROST variant2 SLC34A2 exonl4del

ROST variant3 CD74 exon6

ROST variant4 SDC4 exon2

ROST1 variant5 SDC4 exon4

ROST variant6 SLC34A2 exon4 Exon34 Positive
ROST variant7 SLC34A2 exonl4del

ROST variant8 CD74 exon6

ROST variant9 SDC4 exon4

ROST1 variant10 EZR exon10

ROST variant11 TPM3 exon8 Exon35 Negative
ROST variant12 LRIG3 exon16

ROST variant13 GOPC exon8

ROST1 variant14 GOPC exon4 Exon36 Negative

ROS1: C-ros oncogene 1 receptor tyrosine kinase; PCR: polymerase chain reaction.
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