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Supplemental Figure 1 Proportion of patients at each time point. 
Notes: The red lines represent the chemotherapy regimen. The blue lines represent the T-DXd regimen. Each cycle of the x-axis is three weeks. 
Abbreviations: PFS, progression-free survival; PD, progressed disease; C, chemotherapy; T-DXd, trastuzumab deruxtecan; HR+, hormone-receptor positive.
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Supplemental Figure 2 Diagram of projected PFS and OS fit curves based on different survival functions in all patients group. 
Notes: The colored lines represent the projected curves of treatment regimens. The black lines represent the Kaplan-Meier survival curves. Each cycle of the x-axis is three weeks. 
Abbreviations: KM, Kaplan-Meier; PFS, progression-free survival; OS, overall survival; C, chemotherapy; T-DXd, trastuzumab deruxtecan.
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[bookmark: _Hlk119709563]Supplemental Figure 3 Diagram of projected PFS and OS fit curves based on different survival functions in the HR+ subgroup. 
Notes: The colored lines represent the projected curves of treatment regimens. The black lines represent the Kaplan-Meier survival curves. Each cycle of the x-axis is three weeks. 
[bookmark: _Hlk112335918]Abbreviations: KM, Kaplan-Meier; PFS, progression-free survival; OS, overall survival; C, chemotherapy; HR+, hormone-receptor positive; T-DXd, trastuzumab deruxtecan.

	Supplemental Table 1 The CHEERS 2022 checklist

	Section/topic
	Item No
	Guidance for reporting
	Reported on page 

	Title

	Title
	1
	Identify the study as an economic evaluation and specify the interventions being compared.
	Page 1

	Abstract

	Abstract
	2
	Provide a structured summary that highlights context, key methods, results, and alternative analyses.
	Page 1 

	Introduction

	Background and objectives
	3
	Give the context for the study, the study question, and its practical relevance for decision making in policy or practice.
	Page 1-2

	Methods

	Health economic analysis plan
	4
	Indicate whether a health economic analysis plan was developed and where available.
	Page 2

	Study population
	5
	Describe characteristics of the study population (such as age range, demographics, socioeconomic, or clinical characteristics).
	Page 2; Supplemental Table 2

	Setting and location
	6
	Provide relevant contextual information that may influence findings.
	Page 2

	Comparators
	7
	Describe the interventions or strategies being compared and why chosen.
	Page 2

	Perspective
	8
	State the perspective(s) adopted by the study and why chosen.
	Page 2

	Time horizon
	9
	State the time horizon for the study and why appropriate.
	Page 2

	Discount rate
	10
	Report the discount rate(s) and reason chosen.
	Page 4

	Selection of outcomes
	11
	Describe what outcomes were used as the measure(s) of benefit(s) and harm(s).
	Page 4

	Measurement of outcomes
	12
	Describe how outcomes used to capture benefit(s) and harm(s) were measured.
	Page 4

	Valuation of outcomes
	13
	Describe the population and methods used to measure and value outcomes.
	Page 4

	Measurement and valuation of resources and costs
	14
	Describe how costs were valued.
	Page 4

	Currency, price date, and conversion
	15
	Report the dates of the estimated resource quantities and unit costs, plus the currency and year of conversion.
	Page 4

	Rationale and description of model
	16
	If modelling is used, describe in detail and why used. Report if the model is publicly available and where it can be accessed.
	Page 2

	Analytics and assumptions
	17
	Describe any methods for analysing or statistically transforming data, any extrapolation methods, and approaches for validating any model used.
	Page 2-3

	Characterizing heterogeneity
	18
	Describe any methods used for estimating how the results of the study vary for subgroups.
	Page 2

	Characterizing distributional effects
	19
	Describe how impacts are distributed across different individuals or adjustments made to reflect priority populations.
	NA

	Characterizing uncertainty
	20
	Describe methods to characterise any sources of uncertainty in the analysis.
	Page 4-5

	Approach to engagement with patients and others affected by the study
	21
	Describe any approaches to engage patients or service recipients, the general public, communities, or stakeholders (such as clinicians or payers) in the design of the study.
	Not applicable

	Results

	Study parameters
	22
	Report all analytic inputs (such as values, ranges, references) including uncertainty or distributional assumptions.
	Table 1 and Table 2

	Summary of main results
	23
	Report the mean values for the main categories of costs and outcomes of interest and summarise them in the most appropriate overall measure.
	Page 6; Table 3

	Effect of uncertainty
	24
	Describe how uncertainty about analytic judgments, inputs, or projections affect findings. Report the effect of choice of discount rate and time horizon, if applicable.
	Page 6-7;
Figure 3 and Figure 4;
Supplemental Table 4 and Supplemental Table 5

	Effect of engagement with patients and others affected by the study
	25
	Report on any difference patient/service recipient, general public, community, or stakeholder involvement made to the approach or findings of the study
	Not applicable

	Discussion

	Study findings, limitations, generalizability, and current knowledge
	26
	Report key findings, limitations, ethical or equity considerations not captured, and how these could affect patients, policy, or practice.
	Page 7-9

	Other relevant information

	Source of funding
	27
	Describe how the study was funded and any role of the funder in the identification, design, conduct, and reporting of the analysis
	Page 10

	Conflicts of interest
	28
	Report authors conflicts of interest according to journal or International Committee of Medical Journal Editors requirements.
	Page 10

	For consistency, the CHEERS Statement checklist format is based on the format of the CONSORT 2 statement checklist1
Note: Used with permission from Husereau D, Drummond M, Augustovski F, et al. Consolidated Health Economic Evaluation Reporting Standards 2022 (CHEERS 2022) Statement: Updated Reporting Guidance for Health Economic Evaluations. Value Health. 2022;25(1):3-9. doi:10.1016/j.jval.2021.11.1351. http://creativecommons.org/licenses/by/4.0/.1







	Supplemental Table 2 Patients characteristics at Baseline

	Characteristic   
	HR-positive cohort
	All patients

	
	T-DXd
	Chemotherapy
	T-DXd
	Chemotherapy

	Median age (range)
	56.8(31.5-80.2)
	55.7(28.4-80)
	57.5(31.5-80.2)
	55.9(28.4-80.5)

	Female sex
	329(99.4%)
	163(100%)
	371(99.5%)
	184(100%)

	HERR2-low status
	
	
	
	

	IHC 1+
	193(58.3)
	95(58.3)
	215(57.6)
	106(57.6)

	IHC 2+ and ISH-negative
	138(41.7)
	68(41.7)
	158(42.4)
	78(42.4)

	ECOG performance-status
	
	
	

	0
	187(56.5)
	95(58.3)
	200(53.6%)
	105(57.1)

	1
	144(43.5%)
	68(41.7)
	173(46.4)
	79(42.9)

	Abbreviations: HER2, human epidermal growth factor receptor 2; IHC, immunohistochemical; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; ECOG, Eastern Cooperative Oncology Group.



Supplemental Table3 Internal validation of model
	Treatment regimen
	Modelled outcome, Median month
	Trial data, Median month (95%CI)

	All patients: OS curve for T-DXd
	23.3
	23.4 (20.0-24.8)

	All patients: PFS curve for T-DXd
	10.3
	9.9 (9.0-11.3)

	All patients: OS curve for chemotherapy
	17.1
	16.8 (14.5-20.0)

	All patients: PFS curve for chemotherapy
	5.6
	5.1 (4.2-6.8)

	HR+ subgroup: OS curve for T-DXd
	25.1
	23.9 (20.8-24.8)

	HR+ subgroup: PFS curve for T-DXd
	10.7
	10.1 (9.5-11.5)

	HR+ subgroup: OS curve for chemotherapy
	18.3
	17.5 (15.2-22.4)

	HR+ subgroup: PFS curve for chemotherapy
	5.9
	5.4 (4.4-7.1)


Abbreviations: T-DXd, trastuzumab deruxtecan; HR+, hormone-receptor positive; PFS, progression-free survival; OS, overall survival; CI, confidence interval.


Supplemental Table4 Average Results of the Probabilistic Sensitivity Analysis
	Population
	Regimen
	ICUR($/QALY) value when the price of T-DXd decreased by     

	
	
	0%
	25%
	50%

	All patients
	Chemotherapy
	-
	-
	-

	[bookmark: _Hlk113368303]
	T-DXd
	331,927.9
	228,325.6
	113,034.4

	HR+ subgroup
	Chemotherapy
	-
	-
	-

	
	T-DXd
	331,607.4
	217,520.3
	104,017.1


Abbreviations: T-DXd, trastuzumab deruxtecan; HR+, hormone-receptor positive; QALY, quality-adjusted life-year; ICUR, incremental cost-utility ratio.




Supplemental Table 5 The probability of T-DXd becoming cost-effective with the reduction of price.
	Population
	Regimen
	The likelihood of cost-effective when the price of the T-DXd decreased by _________

	
	
	0%
	25%
	50%

	All patients
	Chemotherapy
	85.5%
	69.5%
	31.5%

	[bookmark: _Hlk112319873]
	T-DXd
	14.5%
	30.5%
	68.5%

	HR+ subgroup
	Chemotherapy
	87.4%
	66.9%
	28.5%

	[bookmark: _Hlk112319902]
	T-DXd
	12.6%
	33.1%
	71.5%


Abbreviations: T-DXd, trastuzumab deruxtecan; HR+, hormone-receptor positive.
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