[bookmark: Table2][bookmark: _Hlk167698988]Supplemental Table 1 LM-related clinical presentation
	Clinical presentation
	No. of cases (N = 79) (%)

	[bookmark: _Hlk167626601]Headache or dizziness 
	60 (75.9)

	[bookmark: _Hlk167626632]Nausea or vomiting
	33 (41.8)

	Epilepsy or convulsion
	10 (12.7)

	Incontinence
	2 (2.5)

	Disorders of consciousness
	6 (7.6)

	Limb weakness, numbness or walking instability
	15 (19.0)

	Visual impairment
	7 (8.9)

	Auditory impairment
	3 (3.8)

	Facial nerve involvement
	6 (7.6)

	Neck pain or back pain
	4 (5.1)

	Speech impairment
	3 (3.8)



Supplemental Table 2 Treatment-related adverse events of all the patients
	Adverse event
	n
	CTCAE Grade 1–2, n (%)
	CTCAE Grade 3–4, n (%)

	Creatine kinase elevation 
	24
	22 (27.8)
	2 (2.5)

	Rash
	12
	12 (15.2)
	0

	Aspartate aminotransferase elevation
	9
	8 (10.1)
	1 (1.3)

	Alanine aminotransferase elevation
	11
	10 (12.7)
	1 (1.3)

	Myelosuppression
	9
	8 (10.1)
	1 (1.3)

	Dental ulcer
	1
	1 (1.3)
	0

	Diarrhea
	4
	4 (5.1)
	0

	Nausea/vomiting
	2
	2 (2.5)
	0
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Supplemental Figure 1 Waterfall plot of the optimal percentage change in intracranial target lesion size, and the colors represent the LM response. Among the 79 patients, 33 had intracranial target lesions. LM, leptomeningeal metastasis.
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Supplemental Figure 2 Waterfall plot of the optimal percentage change in non-CNS target lesion size, and the colors represent the LM response. Among the 79 patients, 64 had non-CNS target lesions. CNS, central nervous system; LM, leptomeningeal metastasis.
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Supplemental Figure 3 Forest plot showing Cox regression univariate and multivariate analysis of leptomeningeal metastasis-progression-free survival. HR, hazard ratio; CI, confidence interval
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Variables

HR (95% CI)

P value

HR (95% CI)

P value

Age

<65

265

Gender

Female

Male

ECOGPS

0-1

=2

Smoking

No

Yes

EGFR mutation
Exon 19 deletion
Exon 21 L858R
T790M mutation
No or unknown
Yes

Co—mutation

No or unknown
Yes

Aumolertinib treatment regimen
Monotherapy
Combination therapy
Combined WBRT
No

Yes

Combined IC

No

Yes

Prior systemic therapy
No

Yes

Prior use of third-generation EGFR-TKT

No

Yes

Brain parenchymal metastasis
No

Yes

No. of extracranial organ metastases
<3

=3

CSF cytology

Negative or unknown

Positive

Creatine kinase elevation

No

Yes

1.69 (0.87 = 3.29)

1.01(0.58 - 1.78)

2.01 (1.18 - 3.43)

1.15 (0.52 — 2.56)

1.77(1.01 - 3.11)

139 (0.81 - 2.38)

0.77 (0.40 — 1.45)

0.89 (0.50 — 1.58)

0.58 (0.34 — 1.00)

0.91 (0.49 - 1.69)

1.52 (0.88 — 2.64)

1.21 (0.63 ~2.35)

0.63 (0.36

1.08)

1.84 (1.02 - 3.33)

1.26 (0.71 — 2.26)

0.55 (030 - 0.99)

0.121

0.962

0.010

0.732

0.049

0.231

0.414

0.692

0.051 k-

0.764

0.137

0.568

0.095

0.044

0.430
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0.79 (0.45

0.36 (0.18

2.06 (1.06 —

2.19(1.21-3.98) 0.010

4.60) 0.005

0.78) 0.006

1.40) 0.423

4.02) 0.034

0.71) 0.003




