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[bookmark: _Toc10807]Supplemental Methods 
[bookmark: OLE_LINK14][bookmark: OLE_LINK15]Clinical activity endpoints included objective response rate (ORR), disease control rate (DCR), clinical benefit rate (CBR), overall survival (OS), progression-free survival (PFS), percent change of target lesions, duration of response (DOR). ORR was defined as complete response (CR) plus partial response (PR). DCR was defined as CR, PR, or stable disease (SD) for a minimum of 6 weeks from the first dosing date. CBR was defined as CR, PR, or stable disease (SD) for a minimum of 6 months from the first dosing date. OS was defined as the time from the date of the first dose to the date of death from any cause. PFS was defined as the time from the date of the first dose to the first objective documentation of radiographic progressive disease (PD) or death due to any cause, whichever was earlier. DOR was measured from the time at which CR or PR criteria were first met to the first date of objectively documented PD or death due to any cause. PD disease was defined an increase in the sum of diameters of target lesions of at least 20% and an absolute increase of at least 5 mm, or the appearance of ≥1 new lesion. 





Inclusion and Exclusion Criteria of C001 CANCER
	[bookmark: OLE_LINK7]Common inclusion criteria for dose escalation and expansion parts of C001 CANCER

	Age
	18-65 years 

	ECOG PS Score
	0-1

	LVEF within 28 days before registration
	≥50%

	Adequate organ function within 7 days before registration

	Platelet count
	[bookmark: OLE_LINK2]≥100 ×109/L

	Absolute neutrophil count
	≥1.5 ×109/L

	Serum creatinine clearance rate
	≥45 mL/min 

	[bookmark: OLE_LINK6]AST/ALT/ALP
	≤2.5 × ULN (if liver metastases are present, ≤5 × ULN)

	Total bilirubin
	≤1.5 × ULN

	International normalized ratioand 
	≤1.5 × ULN

	Activated partial thromboplastin time
	≤1.5 × ULN

	Adequate treatment washout period before registration

	Major surgery
	≥4 weeks

	Radiation therapy
	≥4 weeks 

	Hormonal therapy
	≥4 weeks

	Chemotherapy
	≥4 weeks

	Immunotherapy
	≥4 weeks

	Life expectancy
	≥3 months

	Written informed consent
	Signed

	Tumor
	· Pathologically documented locally advanced or metastatic solid malignant tumor with HER2-positive (IHC2+/FISH+, or IHC 3+) that is refractory to or intolerable with standard treatment, or for which no standard of care is available

	Common exclusion criteria

	Medical history
	▪ Symptomatic CHF (New York Heart Association classes II–IV) 
[bookmark: OLE_LINK1]▪ Myocardial infarction or unstable angina within 6 months before registration
[bookmark: OLE_LINK3]▪ Stroke,Transient cerebral ischemic attack
[bookmark: OLE_LINK21]▪ Systemic diseases that cannot be controlled, including diabetes, hypertension, pulmonary fibrosis, acute pulmonary disease, and interstitial lung disease  
▪ Clinically significant active infection judged by investigator 
▪ A history of immunodeficiency, including positive HIVAb test, or other acquired or congenital immunodeficiency disease, or a history of organ transplantation
▪ Uncontrolled primary or metastatic brain tumors 
▪ Presence of unresolved toxicities from previous anticancer therapy (not yet resolved to grade ≤1 or baseline per NCI-CTCAE v 4.0; excluding alopecia)
[bookmark: OLE_LINK4]▪ Grade ≥2 peripheral neurotoxicity 
[bookmark: OLE_LINK5]▪ Known hypersensitivity or delayed allergic reaction to certain components of RC48-ADC
 ▪ uncontrollable mental illness

	Lactating or pregnant
	Confirmed by pregnancy tests performed within 7 days before registration















Inclusion and Exclusion Criteria of C003 CANCER
	Common inclusion criteria of C003 CANCER

	Age
	18-70 years

	ECOG PS
	0-1

	LVEF within 28 days before registration 
	≥50%

	Adequate organ function within 7 days before registration

	Platelet count
	≥100 ×109/L

	Absolute neutrophil count
	≥1.5 ×109/L

	Serum creatinine clearance rate
	≥45 mL/min 

	AST/ALT/ALP
	≤2.5 × ULN (if liver metastases are present, ≤5 × ULN)

	Total bilirubin
	≤1.5 × ULN

	International normalized ratioand 
	≤1.5 × ULN

	Activated partial thromboplastin time
	≤1.5 × ULN

	Adequate treatment washout period before registration

	Major surgery
	≥4 weeks

	Radiation therapy
	≥4 weeks 

	Hormonal therapy / targeting treatment
	≥4 weeks

	Chemotherapy
	≥4 weeks

	Immunotherapy
	≥4 weeks

	Life expectancy
	≥3 months

	Written informed consent
	Signed

	Tumor
	· [bookmark: OLE_LINK9][bookmark: OLE_LINK20]Pathologically documented locally advanced or metastatic breast cancer with HER2-positive (IHC2+/FISH+, or IHC 3+) that is refractory to or intolerable with standard of care, or for which no standard of care is available for core group, and pathologically documented locally advanced or metastatic breast cancer with HER2-low expression (IHC2+/FISH-, or IHC 1+) that is refractory to or intolerable with standard of care, or for which no standard of care is available for explored group 

	Common exclusion criteria

	Medical history
	▪ Symptomatic CHF (New York Heart Association classes II–IV) 
▪ Myocardial infarction or unstable angina within 6 months before registration
▪ Stroke,Transient cerebral ischemic attack
[bookmark: OLE_LINK8]▪ Presence of third-space fluid and cannot be controlled 
▪ Active infections that, in the investigator's judgment, are clinically significant and require systematic treatment
▪ Systemic diseases that cannot be controlled, including diabetes, hypertension, pulmonary fibrosis, acute pulmonary disease, and interstitial lung disease
▪ HIV or active hepatitis B or C infection 
▪ Primary or metastatic brain tumors 
▪ Presence of unresolved toxicities from previous anticancer therapy (not yet resolved to grade ≤1 or baseline per NCI-CTCAE v 4.0;excluding alopecia)
▪ Grade ≥2 peripheral neurotoxicity
▪ Known hypersensitivity or delayed allergic reaction to certain components of disitamab vedotin
 ▪ uncontrollable mental illness

	Lactating or pregnant
	Confirmed by pregnancy tests performed within 7 days before registration



ALT, alanine aminotransferase; AST, aspartate aminotransferase; ALP, ALkaline Phosphatase; CHF, congestive heart failure; ECOG PS, Eastern Cooperative Oncology Group performance status; FISH, fluorescence in situ hybridization; HER2, human epidermal growth factor receptor 2; HIV, human immunodeficiency virus; IHC, immunohistochemistry; LVEF, left ventricular ejection fraction; NCI-CTCAE, National Cancer Institute-Common Terminology Criteria for Adverse Events; RECIST, Response Evaluation Criteria In Solid Tumors; ULN, upper limit of normal.













Supplemental Tables 


	
	Disitamab vedotin

	
Adverse events
	0.5mg/kg
	1.0mg/kg
	1.5mg/kg
	2.0mg/kg
	2.5mg/kg
	Total

	
	N = 3
	N = 3
	N = 18
	N = 87
	N = 25
	N = 136

	Any TEAE
	3 (100.0)
	2 (66.7)
	17 (94.4)
	86 (98.9)
	25 (100.0)
	133 (97.8)

	  Grade≥3
	0
	0
	5 (27.8)
	40 (46.0)
	23 (92.0)
	68 (50.0)

	TEAEs leading to dose interruption
	0
	0
	5 (27.8)
	31 (35.6)
	14 (56.0)
	50 (36.8)

	TEAEs leading to dose reduction
	0
	0
	1 (5.6)
	12 (13.8)
	10 (40.0)
	23 (16.9)

	TEAEs leading to treatment discontinued
	0
	0
	1 (5.6)
	6 (6.9)
	1 (4.0)
	8 (5.9)

	TEAEs leading to death
	0
	1(33.3)
	1 (5.6)
	5 (5.7)
	0
	7 (5.1)


Table S1. Summary of treatment-emergent adverse events by dose
NOTE: All values are No.(%). Data cutoff for this analysis was October 31, 2021. This table shows all adverse events in all patients from the first administration to the day 28 after the last administration. Abbreviations:TEAE treatment-emergent adverse events.




	　
	Disitamab vedotin 

	Preferred Term
	0.5mg/kg
	1.0mg/kg
	1.5mg/kg
	2.0mg/kg
	2.5mg/kg
	Total

	
	N = 3            
	N = 3            
	N = 18           
	N = 87
	N = 25           
	n = 136

	TEAEs leading to treatment discontinued 
	0
	0
	1 (5.6)
	6 (6.9)
	1 (4.0)
	8 (5.9)

	  Hypoaesthesia
	0
	0
	0
	3 (3.4)
	0
	3 (2.2)

	  Neutrophil count decreased
	0
	0
	0
	1 (1.1)
	1 (4.0)
	2 (1.5)

	  Interstitial lung disease
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Peripheral sensory neuropathy
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Platelet count decreased
	0
	0
	1 (5.6)
	0
	0
	1 (0.7)


Table S2. Treatment-emergent adverse events leading to treatment discontinued of disitamab vedotin by dose











	　
	Disitamab vedotin  

	Preferred Term
	0.5mg/kg
	1.0mg/kg
	1.5mg/kg
	2.0mg/kg
	2.5mg/kg
	Total

	
	N = 3            
	N = 3            
	N = 18           
	N = 87
	N = 25           
	n = 136

	TEAEs leading to dose reduction 
	0
	0
	1 (5.6)
	12 (13.8)
	10 (40.0)
	23 (16.9)

	  Hypoaesthesia
	0
	0
	0
	5 (5.7)
	1 (4.0)
	6 (4.4)

	  Neutrophil count decreased
	0
	0
	1 (5.6)
	3 (3.4)
	1 (4.0)
	5 (3.7)

	  White blood cell count decreaed
	0
	0
	1 (5.6)
	2 (2.3)
	1 (4.0)
	4 (2.9)

	  Asthenia
	0
	0
	0
	1 (1.1)
	2 (8.0)
	3 (2.2)

	  Pain in limb
	0
	0
	0
	2 (2.3)
	1 (4.0)
	3 (2.2)

	  ALT increased
	0
	0
	0
	0
	2 (8.0)
	2 (1.5)

	  Abdominal pain
	0
	0
	0
	1 (1.1)
	1 (4.0)
	2 (1.5)

	  Neurotoxicity
	0
	0
	0
	0
	2 (8.0)
	2 (1.5)

	  Weight decreased
	0
	0
	0
	2 (2.3)
	0
	2 (1.5)

	  AST increased
	0
	0
	0
	0
	2 (8.0)
	2 (1.5)

	  Constipation
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Hypokalaemia
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Hyponatraemia
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Hemoptysis
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Cough
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Adynamic ileus
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Anemia
	0
	0
	1 (5.6)
	0
	0
	1 (0.7)

	  Pain
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Platelet count decreased
	0
	0
	1 (5.6)
	0
	0
	1 (0.7)


Table S3. Treatment-emergent adverse events leading to dose reduction of disitamab vedotin




















	　
	Disitamab vedotin

	Preferred Term
	0.5mg/kg
	1.0mg/kg
	1.5mg/kg
	2.0mg/kg
	2.5mg/kg
	Total

	
	N = 3            
	N = 3            
	N = 18           
	N = 87
	N = 25           
	n = 136

	TEAEs leading to dose interruption 
	0
	0
	5 (27.8)
	31 (35.6)
	14 (56.0)
	50 (36.8)

	  AST increased
	0
	0
	2 (11.1)
	14 (16.1)
	3 (12.0)
	19 (14.0)

	  ALT increased
	0
	0
	2 (11.1)
	7 (8.0)
	4 (16.0)
	13 (9.6)

	  Neutrophil count decreased
	0
	0
	1 (5.6)
	5 (5.7)
	6 (24.0)
	12 (8.8)

	  White blood cell count decreaed
	0
	0
	2 (11.1)
	3 (3.4)
	5 (20.0)
	10 (7.4)

	  Asthenia
	0
	0
	0
	5 (5.7)
	4 (16.0)
	9 (6.6)

	  Pain
	0
	0
	0
	1 (1.1)
	6 (24.0)
	7 (5.1)

	  Hypoaesthesia
	0
	0
	0
	2 (2.3)
	3 (12.0)
	5 (3.7)

	  Platelet count decreased
	0
	0
	1 (5.6)
	3 (3.4)
	0
	4 (2.9)

	  Pain in limb
	0
	0
	0
	2 (2.3)
	2 (8.0)
	4 (2.9)

	  Flu-like illness
	0
	0
	0
	3 (3.4)
	0
	3 (2.2)

	  Constipation
	0
	0
	0
	1 (1.1)
	1 (4.0)
	2 (1.5)

	  Bowel obstruction
	0
	0
	0
	0
	2 (8.0)
	2 (1.5)

	  Flatulence
	0
	0
	0
	1 (1.1)
	1 (4.0)
	2 (1.5)

	  Anemia
	0
	0
	0
	2 (2.3)
	0
	2 (1.5)

	  Gamma-glutamyltransferase increased
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Hypersensitivity
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Erysipelas
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Hypochloraemia
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Hyponatraemia
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Nausea
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Abdominal disccomfort
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Diarrhoea
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Arthralgia
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Temperature intorlerance
	0
	0
	1 (5.6)
	0
	0
	1 (0.7)

	  Supraventricular tachycardia
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Glycosylated haemoglobin increased
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Weight decreased
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Gastrointestinal disorder
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)

	  Haemoglobin decreased
	0
	0
	0
	1 (1.1)
	0
	1 (0.7)

	  Spinal compression fracture
	0
	0
	1 (5.6)
	0
	0
	1 (0.7)

	  Herpes virus infection
	0
	0
	0
	0
	1 (4.0)
	1 (0.7)


Table S4. Treatment-emergent adverse events leading to dose interruption of disitamab vedotin
NOTE: All values are No.(%). Data cutoff for this analysis was October 31, 2021. 
Abbreviation: TEAE, treatment-emerged adverse event; ALT, Alanine aminotransferase; AST, aspartate aminotransferase


	　
	Disitamab vedotin, 2.0 mg/kg, Q2W

	Preferred Term
	All grade
	　
	Grade ≥ 3

	
	Dex Pretreatment
	No Dex pretreatment
	p value
	Dex Pretreatment
	No Dex pretreatment
	p value

	
	N = 31      
	N = 56      
	
	N =31      
	N = 56
	

	
	n (%)      
	n (%)      
	
	n (%)      
	n (%)      
	

	[bookmark: _Hlk123218539]Peripheral neuropathy
	13 (41.9)
	36 (64.3)
	0.0702
	0
	5 (8.9)
	0.1557

	   Hypaesthesia
	13 (41.9)
	34 (60.7)
	0.1176
	0
	5 (8.9)
	0.1557

	   Peripheral sensory neuropathy
	0
	2 (3.6)
	0.5360
	0
	0
	-

	   Pain in extremity
	0
	1 (1.8)
	>0.9999
	0
	0
	-


Table S5. Incidence of peripheral neuropathy in patients with or without dexamethasone pretreatment 
Abbreviation:Dex, Dexamethasone.

	　
	Disitamab vedotin, 2.0 mg/kg,Q2W

	　
	All grade
	　
	Grade ≥ 3

	
	Dex Pretreatment
	No Dex pretreatment
	p value
	Dex Pretreatment
	No Dex pretreatment
	p value

	
	N = 13
	N = 36
	
	N =0      
	N = 5
	

	Peripheral neuropathy, days

	   Median time to onset
	227.0
	78.0
	0.0278
	NE
	NE
	0.1159

	      95%Cl
	126.0 to 269.0
	43.0 to 101.0
	
	NE to NE
	376.0 to NE
	


Table S6. Time to onset of peripheral neuropathy in patients with or without dexamethasone pretreatment
NOTE. Data cutoff for this analysis was October 31, 2021. Abbreviation:Dex, Dexamethasone;

	　
	Disitamab vedotin

	
	0.5mg/kg
	1.0mg/kg
	1.5mg/kg
	2.0mg/kg
	2.5mg/kg
	Total

	
	N=3
	N=3
	N=3
	N=6
	N=9
	N=24

	RC48-Related TEAEs
	2 (66.7)
	2 (66.7)
	3 (100)
	6 (100)
	9 (100)
	22 (91.7)

	  Patients with DLT
	0
	0
	0
	1 (16.7)
	2 (22.2)
	3 (12.5)

	    Grade 4 Neutrophil count decreased
	0
	0
	0
	1 (16.7)
	1 (11.1)
	2 (8.3)

	    Grade 3 ALT and/or AST increased
	0
	0
	0
	0
	1 (11.1)
	1 (4.2)


Table S7. Summary of dose-escalation cohorts and DLT rates
NOTE.All values are No. (%). Data cutoff for this analysis was October 31, 2021.
Abbreviations: DLT, dose-limiting toxicity; TEAE, treatment-emergent adverse event; ALT, Alanine aminotransferase; AST, aspartate aminotransferase.






	　
	Parameter (CV%)

	　
	Cmax (ng/mL)
	Tmax (h)
	t1/2(h)
	AUC0-∞ (h*ng/mL)

	Dose (mg/kg)
	Mean
	%
	Median
	Range
	Mean
	%
	Mean
	%

	Total antibody
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	10085.69
	19.8
	0.92
	0.8-1
	14.39
	17.3
	201089.60 
	21.8

	   1.0
	21440.54
	16
	1.08
	1.08-2
	12.86
	12.2
	460473.21
	24.5

	   1.5
	46311.69
	97.1
	1
	0.5-1.52
	23.13
	31.5
	944936.18
	37.8

	   2.0
	42909.45
	30.9
	1.5
	0.5-2.1
	30.75
	35.3
	1614431.75
	33.7

	   2.5
	52855.08
	43.2
	1.5
	0.55-12
	30.66
	28.7
	2149850.39
	30.5

	Conjugated antibody
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	8911.59
	21.6
	0.92
	0.8-1
	17.38
	12.7
	127540.78
	26.5

	   1.0
	17895.71
	8
	1.08
	0.5-1.08
	20.87
	29.9
	238733.48
	8.7

	   1.5
	38833.71
	93
	1
	0.5-1.5
	31.48
	36.7
	460847.62
	48.5

	   2.0
	33988.74 
	29.2
	1.5
	0.5-2.1
	30.73
	38.9
	724141.06
	37.8

	   2.5
	51822.75
	45.9
	1.5
	0.5-12
	32.71
	30.5
	1118314.75
	46.2

	Free MMAE
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	1.28
	66.2
	48.02
	24-72
	61.96
	31.7
	199.22
	105.6

	   1.0
	4.95
	99.2
	24.02
	24-48
	76.84
	26.2
	867.85
	119.7

	   1.5
	3.42 
	51
	48
	12-168
	55.99
	26
	426.74
	51.4

	   2.0
	4.39
	51.8
	48
	12-120
	60.24
	48.4
	689.94
	71.7

	   2.5
	5.21 
	49.9
	48
	23.98-72.07
	59.67
	32.8
	844.73
	46.9


Table S8. PK parameters of disitamab vedotin in patients after a single administration
Abbreviation: AUC0-∞, area under the concentration-time curve from time zero to infinity; Cmax, maximum concentration in serum;  CV%, percent coeffificient of variation;  t1/2,  terminal phase elimination half-life; Tmax, time to peak concentration.



















	　
	Parameter (CV%)

	　
	Cmax,ss (ng/mL)
	Tmax,ss (h)
	t1/2(h)
	AUCss (h*ng/mL)
	Ra(AUC)

	Dose (mg)
	Mean
	%
	Median
	Range
	Mean
	%
	Mean
	%
	Mean
	%

	Total antibody
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	4129.2
	NA
	0.5
	0.5-0.5
	NA
	NA
	NA
	NA
	NA
	NA

	   1.0
	20948.3
	1.1
	1.5
	1.5-1.5
	16.56
	22.3
	534871.06
	22.3
	1.02
	8.5

	   1.5
	26028.6
	18.9
	1.5
	1-1.5
	23.37
	25
	837839.17
	25
	0.93
	24.2

	   2.0
	68219.73
	105.8
	1.4
	0.53-1.55
	29.67
	32.6
	1757233.3
	32.6
	1.14
	32.8

	   2.5
	55053.41
	42.8
	1.5
	0.85-1.5
	36.47
	27.1
	2133638.74
	27.1
	0.96
	18.7

	Conjugated antibody
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	3862.58
	NA
	0.5
	0.5-0.5
	NA
	NA
	NA
	NA
	NA
	NA

	   1.0
	22495.4
	23.9
	1.34
	1.17-1.5
	16.23
	13
	405764.85
	13
	1.69
	0.1

	   1.5
	26736.66
	24.6
	1.08
	1-1.5
	26.42
	24.5
	460886.73
	24.5
	1.11
	47.5

	   2.0
	52698.97
	79.1
	1
	0.9-1.5
	33.56
	47
	827377.82
	47
	1.21
	42.7

	   2.5
	51192.24
	45.2
	1.5
	0.85-1.5
	38.88
	47.7
	1110759.12
	47.7
	1.18
	60.1

	Free MMAE
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　

	   0.5
	0.34
	NA
	120
	120-120
	1796.89
	NA
	399.99
	NA
	1.36
	NA

	   1.0
	2.02
	3.5
	30
	12-48
	66.8
	6.8
	262.64
	6.8
	0.99
	21.6

	   1.5
	3.13
	57.3
	24
	0.5-72.03
	56.4
	24.6
	372.46
	24.6
	0.96
	37.2

	   2.0
	4.19
	100.2
	48
	12-72.02
	56.85
	20.3
	546.02
	20.3
	0.97
	44.1

	   2.5
	6.23
	53.6
	72
	48-120
	55.5
	20.3
	987.8
	20.3
	1.57
	81.8


[bookmark: OLE_LINK17]Table S9. PK parameters of disitamab vedotin in patients after multiple administration
Abbreviation: AUCss, area under the concentration-time curve at steady state; Cmax,ss, maximum concentration in serum at steady state; CV%, percent coeffificient of variation; Ra, accumulation ratio; t1/2, terminal phase elimination half-life; Tmax,ss,  time to peak concentration at steady 


Supplemental Figures [image: Supplemental Figure S1. KM curve of onset of peripheral neuropathy（2.0 mg）_00]
Figure S1. Kaplan-Meir curve of the onset of peripheral neuropathy in patients receiving disitamab vedotin 2.0mg/kg.


[image: ]
Figure S2. ORR and 95% CIs for HER2-positive (A) and HER2-low (B) ABC regarding variable subgroups. ORR, objective response rate. ECOG, Eastern Cooperative Oncology Group.
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Figure S3. Mean serum concentration profiles of TAb, ADC and MMAE after first dose (Semi-Log Scale Plot ).












[image: Supplemental Figure S2_00]

Figure S4. The power model of pharmacokinetics for disitamab vedotin.
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Visceral metastases
1 Yes 32.1% (20.3%, 46.0%)
Yes —_— 58 21 36.2% (24.0%, 49.9%)
1 No 40.0% (12.2%, 73.8%)
No L e 6 2 33.3% (4.3%, 77.7%)
I Liver metastases
Liver metastases |
Yes 35.1% (20.2%, 52.5%)
Yes —t— 42 16 38.1% (23.6%, 54.4%) o .
No —_—l 22 7 31.8% (13.9%, 54.9%) —
1
HR status | Positive 35.0% (23.1%, 48.4%)
Positive —_— 28 11 30.3% (21.5%, 59.4%) Negative 16.7% (0.4%, 64.1%)
Negative —— 23 8 34.8% (16.4%, 57.3%) Prior chemo lines
Prior chemo lines 1 < 44.1% (27.2%, 62.1%)
< _—l 14 6 42.9% (17.7%, 71. 1%) 22 21.9% (9.3%, 40.0%)
22 -—ol—- 50 17 34.0% (21.2%, 48.8%) Prior endocrine lines
— ! <3 32.1% (19.9%, 46.3%)
1
1.5 mghkg —_— 18 4 22.2% (6.4%, 47.6%) = ORI 0585
2.0 mgkg —_—— 21 9 42.9% (21.8%, 66.0%) A
IHC 1+ 22.6% (9.6%, 41.1%)
255 mgkg —_— 25 10 40.0% (21. 1%, 61.3%)
e 1 IHC 2+& FISH- 42.9% (26.3%, 60.6%)
erceptin
1 CDKA4/6 inhibitor
Yes _—— 46 17 37.0% (23.2%, 52.5%)
Yes 14.3% (1.8%, 42.8%)
No —_—r 18 6 33.3% (13.3%, 59.0%)
No 38.5% (25.3%, 53.0%)
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