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[ Abstract ] Background and objective Lung adenocarcinoma with miliary metastasis in both lungs is easily mis-
diagnosed. The aim of this study is to investigate the clinical features of lung adenocarcinoma with miliary metastases in both
lungs and to improve the clinician's understanding of the disease. Methods The clinical manifestation, radiology and pathology
were analyzed in one patient with miliary intrapulmonary carcinomatosis in Affiliated Hospital of Zunyi Medical University. A
review of literature was performed with “miliary intrapulmonary carcinomatosis”, “lung cancer miliary”, “pulmonary nodule,
lung cancer” and “EGFR miliary” as key words in PubMed, Wangfang datebase and CNKI. Results The patient was a 52 year-
old woman with a history of productive cough for 2 months, which aggraveted with shortness of breath for 1 month. Her com-
puted tomography of chest showed diffuse military nodules distributed at bilateral lungs. Computed tomography (CT)-guided
needle biopsy of the left lung revealed lung adenocarcinoma and epidermal growth factor receptor (EGFR) exon 21 L858R mu-
tation. The patient was treated with gefitinib 250 mg per day. The chest CT was reviewed several times during this period, which
shows the double lung nodules were reduced. The patient is generally in good condition and her symptoms have improved. By
literature review, we found relevant 7 Chinese articles and 56 English articles, a total of 16 cases have been reported. 17 patients
were lung adenocarcinoma, 2 patients did not describe whether to detect EGFR gene mutations, 1 patient did not have EGFR
gene mutation; 10 patients were EGFR exon 19 deletion, 1 patient was ALK positive, 1 patient was EGFR exon 21L858R muta-

tion, 2 patients were EGFR exon 20 insertion. Conclusion Lung adenocarcinoma with miliary metastasis in both lungs is a
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rare phenomenon. We should pay attention to the performance to avoid misdiagnosis. Most of the adenocarcinoma subtypes

have EGFR mutations, and EGFR-tyrosine kinase inhibitors (EGFR-TKIs) are the preferred treatment choice for this type of

patients.

[ Keywords ] EGFR mutations; Lung miliary metastases; Lung neoplasms; Lung adenocarcinoma
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Fig 1 Changes of chestimaging in the patient during treatment. A, B: Chest CT shows (March 28, 2018) diffuse nodules in both lungs, mediastinal
and right hilar lymph nodes increased in number and size; C, D: After Gefitinib treatment for 1 month reexamination of chest CT (May 14, 2018)
shows decreased lung nodules zoom out comparing with chest CT on March 28, 2018; E, F: Reexamination of chest CT (October 1, 2018) shows
bilateral lung nodules were obvious increased in number comparing with chest CT on May 14, 2018; G, H: Chest CT (November 30, 2018) shows
bilateral pulmonary nodules decreased comparing with chest CT on October 1, 2018. CT: computed tomography.
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Fig 2 HE staining pathological picture. A: Haematoxylin and eosin staining, 200 times magnification: (bronchial brush) a small amount of
heterotypic cell mass and necrotic debris, suspected highly differentiated adenocarcinoma; B: Haematoxylin and eosin staining,200times
magnification: (lung puncture) see malignant tumor cells, considering non-small cell lung cancer; C: Haematoxylin and eosin staining, 300 times
magnification: (lung tissue) lung adenocarcinoma, partially micro-papillary.
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Tab 1 Clinical data of 16 cases of lung adenocarcinoma with bilateral miliary metastases reported in the literature

Author Gender  Age Symptoms Radiography Pathology Distant metastasis Treatment Result
Qiao YX, Male 36yr Cough;shortness  Cystic shadow on the left Lung adenocarcinoma;no  PET/CT: diffuse nodules in Crizotinib Improvement
20182 of breath upper lobe, multiple nodules EGFR gene mutation both lungs
in both lungs detected
Jiang N, Female 39yr Shortness of breath Miliary pulmonary Lung adenocarcinoma; Biopsy showed left Chemotherapy Improvement
20168 metastases EGFR exon 19 deletion cervical lymph node
adenocarcinoma metastasis
Beck TN, Male 55yr Dry cough; Miliary pulmonary Lung adenocarcinoma; PET/CT: extensive Afatinib Improvement
201814 shortness of breath metastases EGFR exon 19 deletion metastasis of bilateral lung
parenchyma
Lim CK, Male 64 yr Dry cough; A 2.5 cm nodule at right Lung adenocarcinoma; = Afatinib Improvement
20158 shortness of breath lower lung; miliary nodules EGFR exon-19 deletion
at bilateral lungs mutation
Tejas Patil, Female 56yr Shortnessof breath Innumerable and diffuse Lung adenocarcinoma; Multiple hepatic and Erlotinib; posterior Improvement
2018 pulmonary nodules in both EGFR exon 19 deletion osseous lesions; pathologic  spinal fusion and
lungs cervical fracturesatthe C6 decompression
and C7 levels
Schaller A, Male 47yr  Cough; fatigue; Miliary multiple Lung adenocarcinoma - Cisplatin- Improvement
20147 weight loss micronodules in both lungs pemetrexed-
bevacizumab
Khadem N, Male 51yr Palpitations; Extensive, bilateral, Lung adenocarcinoma Left thigh Anti-tuberculosis; Death
2017® night sweats; randomly distributed chemotherapy
intermittent chest pulmonary nodules
pain; shortness of
breath; left thigh
pain; weight loss
Laack E, Female 40yr = Miliary pulmonary Lung adenocarcinoma; Brain Erlotinib Patient was
2011 metastases EGFR exon 19 deletion 19 months
in complete
remission before
the tumor
progressed
Laack E, Female 70yr - Miliary pulmonary Lung adenocarcinoma; - Chemotherapy; Improvement
2011 metastases EGFR exon 19 deletion erlotinib
Laack E, Female 42yr S Miliary pulmonary Lung adenocarcinoma; Chemotherapy, 4 months
2011 metastases EGFR exon 19 deletion erlotinib later, the CT

scan revealed
a partial
remission, and
the miliary lung
metastases had
almost

disappeared
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Tab 1 Clinical data of 16 cases of lung adenocarcinoma with bilateral miliary metastases reported in the literature (Continued)

- 803 -

tosis

Author Gender  Age Symptoms Radiography Pathology Distant metastasis Treatment Result
Laack E, Male 63yr - Miliary Lung adenocarcinoma; EGFR - Chemotherapy, Improvement
2011 pulmonary metastases exon 19 deletion erlotinib
Laack E, Male 68 yr - Miliary Lung adenocarcinoma; Lymph nodes Erlotinib 18 months in
2011 pulmonary metastases EGFR exon 19 deletion of mediastinum; malignant complete
pleural effusions; bone remission before
metastases; one liver the tumor
metastasis progressed
Tun NM, Female  71yr Dry cough and Innumerable bilateral ~ Primary lung adenocarcinoma - Chemotherapy Improvement
2015"" shortnessof  opacities in a miliary pattern
breath, significant
weight loss
Sekine A, Female  53yr Cough Numerous miliary nodules  Papillary adenocarcinoma; - Chemotherapy; Death
throughout bilateral lungs EGFR exon 20 insertion afatinib
Sekine A, Female 61yr  Cough;dyspnea Miliary lung Micropapillary - Chemotherapy Death
during exercise nodules adenocarcinoma; EGFR exon 20
insertion
Archer G, Male 59yr Dyspnea Miliary carcinoma- Lung adenocarcinoma; EGFR - Osimertinib Death
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