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	Table S1. Details of adverse events leading to dropout from abemaciclib therapy.

	Characteristics
	Statistics
	Overall

	Patients
	n (%)
	36 (100)

	Severity of adverse eventsa
	
	

	Grade 1
	n (%)
	2 (5.6)

	Grade 2
	n (%)
	21 (58.3)

	Grade 3
	n (%)
	14 (38.9)

	Grade 4
	n (%)
	1 (2.8)

	Unknown
	n (%)
	1 (2.8)

	All grade
	n (%)
	39 (108)

	Onset time
	median (IQR)
	224 (84–445)

	Adverse eventsa
	
	

	Anemia 
	n (%)
	2 (5.6)

	Creatinine increased
	n (%)
	1 (2.8)

	Diarrhea 
	n (%)
	5 (13.9)

	Dysgeusia
	n (%)
	1 (2.8)

	Eczema
	n (%)
	3 (8.3)

	Enterocolitis
	n (%)
	1 (2.8)

	Fatigue
	n (%)
	5 (13.9)

	Increased liver enzymes
	n (%)
	7 (19.4)

	Lung infection
	n (%)
	5 (13.9)

	Myocarditis
	n (%)
	1 (2.8)

	Nausea/Vomiting/Anorexia
	n (%)
	6 (16.7)

	Thrombocytopenia
	n (%)
	2 (5.6)

	Others
	n (%)
	11 (30.6)

	IQR: interquartile range
a Since some cases experienced multiple adverse events that led to treatment discontinuation, the total does not add up to 100%.





	[bookmark: _Hlk163237136]Table S2. Details of adverse events leading to abemaciclibtemporary suspension or dose reduction

	Characteristics
	Statistics
	Overall

	Patients
	n (%)
	86 (100)

	Severity of adverse eventsa
	
	

	Grade 1
	n (%)
	1 (1.2)

	Grade 2
	n (%)
	42 (48.8)

	Grade 3
	n (%)
	50 (58.1)

	Grade 4
	n (%)
	1 (1.2)

	Unknown
	n (%)
	1 (1.2)

	All grade
	n (%)
	95 (110)

	Onset time
	median (IQR)
	45 (21–224)

	Adverse eventsa
	
	

	Anemia
	n (%)
	2 (2.3)

	Creatinine increased
	n (%)
	1 (1.2)

	Diarrhea
	n (%)
	30 (34.9)

	Eczema
	n (%)
	3 (3.5)

	Enterocolitis
	n (%)
	1 (1.2)

	Fatigue
	n (%)
	4 (4.7)

	Increased liver enzymes
	n (%)
	5 (5.8)

	Lung infection
	n (%)
	2 (2.3)

	Myocarditis
	n (%)
	1 (1.2)

	Nausea/Vomiting/Anorexia
	n (%)
	4 (4.7)

	Neutropenia
	n (%)
	41 (47.7)

	Thrombocytopenia
	n (%)
	1 (1.2)

	Others
	n (%)
	18 (20.9)

	IQR: interquartile range
a Since some cases experienced multiple adverse events that led to treatment discontinuation, the total does not add up to 100%.





	Table S3. Hazard ratios from 10,000 bootstrap sample for predictors of dropout from abemaciclib therapy due to any reason.

	Variable
	Mean
	SD
	Median
	IQR
	95%CI

	Weight (<54 kg)
	2.100
	0.565
	2.015
	1.705–2.412
	1.226–3.433

	Bone metastasis
	1.790
	0.507
	1.719
	1.431–2.066
	1.018–2.953

	Hemoglobin (<12.4 g/dL)
	1.966
	0.577
	1.873
	1.570–2.257
	1.119–3.352

	Platelet (<220×104 /μL)
	1.544
	0.416
	1.492
	1.249–1.772
	0.891–2.508

	CI: confidence interval; IQR: interquartile range; SD: standard deviation





	Table S4. Hazard ratios from subsets generated by jackknife resampling for predictors of dropout from abemaciclib therapy due to any reason.

	Variable
	Mean
	SD
	Median
	IQR
	95%CI

	Weight (<54 kg)
	1.963
	0.043
	1.950
	1.932–1.991
	1.892–2.053

	Bone metastasis
	1.709
	0.040
	1.698
	1.683–1.749
	1.651–1.777

	Hemoglobin (<12.4 g/dL)
	1.849
	0.044
	1.838
	1.818–1.877
	1.792–1.943

	Platelet (<220×104/μL)
	1.467
	0.033
	1.458
	1.444–1.492
	1.417–1.527

	CI: confidence interval; IQR: interquartile range; SD: standard deviation





	Table S5. Selection of optimal elastic net α parameter based on 10-fold cross-validation error for predictors of dropout from abemaciclib therapy due to any reason.

	Elastic net α
	Mean cross-validation error
	λ for minimum cross-validation error

	0
	9.491
	1.303

	0.1
	9.505
	0.538

	0.2
	9.479
	0.391

	0.3
	9.489
	0.237

	0.4
	9.496
	0.178

	0.5
	9.477
	0.142

	0.6
	9.473
	0.130

	0.7
	9.458
	0.112

	0.8
	9.472
	0.107

	0.9*
	9.432
	0.095

	1
	9.565
	0.094


*: Optimal α



	Table S6. Elastic net-regularized Cox regression for predictors of dropout from abemaciclib therapy due to any reason.

	Variable
	Coefficienta
	Hazard ratioa

	Age (>61years)
	0
	1

	Height (<1.56 m)
	0
	1

	Weight (<54 kg)
	0.276
	1.318

	Body mass index (<22.06 kg/m2)
	0
	1

	Bone metastasis
	0.229
	1.258

	Status (Postoperative)
	0
	1

	Number of previous chemotherapy regimens (>1)
	0
	1

	Starting dose down (300 mg)
	0
	1

	Hormonal agents used in combination (antiestrogen)
	0
	1

	Combination with LH-RH agonists (LEU, GOS)
	0
	1

	Combination with radiation
	0
	1

	Probiotics
	0
	1

	Antidiarrheal
	0
	1

	Alanine aminotransferase (>16 U/L)
	0
	1

	Albumin (<4.1 g/dL)
	0
	1

	Aspartate aminotransferase (>23 U/L)
	0
	1

	Blood urea nitrogen (>13 mg/dL)
	0
	1

	Hemoglobin (≤12.4 g/dL)
	0.119
	1.127

	Neutrophil (<2,735 /μL)
	0
	1

	Platelet (<220×104 /μL)
	0
	1

	Red blood cell (<4,000✕103 /μL)
	0
	1

	Serum creatinine (>0.65 mg/dL)
	0
	1

	Total bilirubin (>0.5 mg/dL)
	0
	1

	White blood cell (<4,900 /μL)
	0
	1

	GOS: goserelin; LEU: leuprorelin; LH-RH: luteinizing hormone-releasing hormone

	aHyperparameter α was set to 0.9 and λ was set to 0.1147 based on the minimum mean cross-validation error.





	Table S7. Hazard ratios from 10,000 bootstrap sample for predictors of abemaciclib temporary suspension or dose reduction due to adverse events.

	Variable
	Mean
	SD
	Median
	IQR
	95%CI

	Weight (<54 kg)
	2.091
	0.469
	2.035
	1.759–2.373
	1.332–3.165

	Antidiarrheala
	2.238
	1.167
	1.979
	1.569–2.567
	1.023–5.092

	CI: confidence interval; IQR: interquartile range; SD: standard deviation

	aPresented statistics for 9,990 hazard ratios after excluding 10 outliers.





	Table S8. Hazard ratios from subsets generated by jackknife resampling for predictors of abemaciclib temporary suspension or dose reduction due to adverse events.

	Variable
	Mean
	SD
	Median
	IQR
	95%CI

	Weight (<54 kg)
	2.022
	0.038
	2.012
	1.991–2.054
	1.961–2.099

	Antidiarrheal
	1.955
	0.065
	1.943
	1.939–1.967
	1.785–2.151

	CI: confidence interval; IQR: interquartile range; SD: standard deviation






	Table S9. Selection of optimal elastic net α parameter based on 10-fold cross-validation error for predictors of abemaciclib temporary suspension or dose reduction due to adverse events.

	Elastic net α
	Mean cross-validation error
	λ for minimum cross-validation error

	0
	6.605
	154.29

	0.1
	6.534
	0.733

	0.2
	6.582
	0.484

	0.3
	6.539
	0.469

	0.4
	6.595
	0.320

	0.5
	6.554
	0.233

	0.6
	6.576
	0.234

	0.7*
	6.525
	0.167

	0.8
	6.556
	0.146

	0.9
	6.540
	0.118

	1
	6.536
	0.117


*: Optimal α



	Table S10. Elastic net-regularized Cox regression for predictors of abemaciclib temporary suspension or dose reduction due to adverse events.

	Variable
	Coefficienta
	Hazard ratioa

	Age (>61years)
	0
	1

	Height (<1.56 m)
	0
	1

	Weight (<54 kg)
	0.219
	1.245

	Body mass index (<22.06 kg/m2)
	0
	1

	Bone metastasis
	0
	1

	Status (Postoperative)
	0
	1

	Number of previous chemotherapy regimens (>1)
	0
	1

	Starting dose down (300 mg)
	0
	1

	Hormonal agents used in combination (antiestrogen)
	0
	1

	Combination with LH-RH agonists (LEU, GOS)
	0
	1

	Combination with radiation
	0
	1

	Probiotics
	0
	1

	Antidiarrheal
	0
	1

	Alanine aminotransferase (>16 U/L)
	0
	1

	Albumin (<4.1 g/dL)
	0
	1

	Aspartate aminotransferase (>23 U/L)
	0
	1

	Blood urea nitrogen (>13 mg/dL)
	0
	1

	Hemoglobin (≤12.4 g/dL)
	0
	1

	Neutrophil (<2,735 /μL)
	0
	1

	Platelet (<220×104 /μL)
	0
	1

	Red blood cell (<4,000✕103 /μL)
	0
	1

	Serum creatinine (>0.65 mg/dL)
	0
	1

	Total bilirubin (>0.5 mg/dL)
	0
	1

	White blood cell (<4,900 /μL)
	0
	1

	GOS: goserelin; LEU: leuprorelin; LH-RH: luteinizing hormone-releasing hormone

	aHyperparameter α was set to 0.7 and λ was set to 0.1830 based on the minimum mean cross-validation error.




