Supplementary Appendix
Section 1: Systematic literature review (SLR) methodology and results
1.1 SLR objective and database search strategy
An SLR was performed to estimate key parameters for the cost-effectiveness analysis (CEA) model. These parameters included baseline cohort demographics, treatment patterns, treatment compliance (discontinuation risks), clinical efficacy (overall response rate [ORR], progression-free survival [PFS], and overall survival [OS]), safety profiles, including serious adverse events (SAEs), health-related quality of life (HRQoL) utilities, and direct medical costs.
Comprehensive searches were conducted across major international electronic databases (MEDLINE, Embase, and Web of Science) and Chinese databases (China National Knowledge Infrastructure [CNKI], Wanfang, and VIP). The initial search period was defined as January 1, 2018 (the year ixazomib was approved in China) to March 22, 2024.
To align data inputs with the Chinese healthcare setting, geographical restrictions were applied as follows:
• Model cohort demographics, treatment patterns, and direct medical costs: Restricted strictly to studies conducted in mainland China.
• Clinical efficacy, safety, and HRQoL utilities for subsequent lines: Restricted to studies conducted in East Asia (China, Japan, and South Korea) to improve clinical comparability and relevance to the Chinese setting.
• Supplementary targeted search: Because real-world evidence (RWE) on long-term treatment persistence with the ixazomib-lenalidomide-dexamethasone (IRd) regimen and front-line data for the daratumumab-lenalidomide-dexamethasone (DRd) regimen in Asian populations was sparse, a targeted supplementary search was conducted without geographic or publication date constraints to inform missing model inputs.



Table S1. Summary of databases, search concepts, and representative search terms
	Database group
	Databases
	Search date and period
	Disease and study-design terms
	Treatment terms
	Outcome and economic terms
	Database-specific adaptations and limits

	International databases
	MEDLINE, Embase, and Web of Science
	Searched to 22 March 2024; initial search period from 1 January 2018 to 22 March 2024
	Controlled vocabulary, where available, and free-text terms for “multiple myeloma” and “multiple myelomas”; prospective; retrospective; observational; cross-sectional; real-world; cohort; registry; survey; questionnaire; chart review
	Generic and brand names of relevant treatments, including ixazomib/Ninlaro, daratumumab/Darzalex, lenalidomide, dexamethasone, carfilzomib, bortezomib, pomalidomide, thalidomide, cyclophosphamide, doxorubicin, bendamustine, and selinexor; regimen names and abbreviations including IRd, DRd, KRd, Kd, VRd, VCd, VAd, VTd, Vd, DPd, Dd, Pd, and Rd
	Overall response; progression-free survival; overall survival; treatment discontinuation; adverse events; health-related quality of life; utility; EQ-5D; SF-36; EORTC QLQ-C30; QLQ-MY20; FACT-MM; healthcare resource utilization; hospitalization; outpatient care; cost; expenditure; reimbursement; cost-effectiveness; cost-utility; budget impact; economic burden; HTA; ICER
	Search syntax was adapted to the indexing and field structure of each database, including Emtree and title/abstract/keyword fields in Embase, MeSH and title/abstract/keyword fields in MEDLINE, and topic/title fields in Web of Science. Publication-date, geographic, study-design, and publication-type limits were applied according to the parameter being searched.

	Chinese databases
	CNKI, Wanfang, and VIP
	
	多发性骨髓瘤；前瞻；回顾；观察性研究；横断面；横截面；真实世界；队列；登记；问卷调查；病历回顾
	伊沙佐米/恩莱瑞；达雷妥尤单抗/兆珂；来那度胺；地塞米松；卡非佐米；硼替佐米；泊马度胺；沙利度胺；环磷酰胺；阿霉素；苯达莫司汀；塞利尼索；and relevant treatment regimen names or abbreviations, including IRd、DRd、KRd、Kd、VRd、VCd、VAd、VTd、Vd、DPd、Dd、Pd and Rd
	总缓解率；无进展生存；总生存；治疗中止；不良事件；生活质量；生命质量；健康效用；EQ-5D；SF-36；EORTC QLQ-C30；QLQ-MY20；FACT-MM；卫生资源利用；医疗资源利用；住院；门诊；费用；成本；支出；报销；成本效果；成本效用；预算影响；经济负担；疾病负担；卫生技术评估；HTA；ICER
	Search syntax and field tags were adapted to the subject, title, keyword, abstract, or full-text fields available in CNKI, Wanfang, and VIP. Journal-type, publication-date, geographic, and study-design restrictions were applied according to the model parameter being searched. Reviews, guidelines, consensus statements, case reports, and animal studies were excluded where applicable.


Synonyms and related terms within each search concept were combined using the OR operator. The multiple myeloma concept was then combined separately with terms for study design, treatment, clinical outcomes, safety, health-related quality of life and utilities, healthcare resource utilization and costs, and economic outcomes using the AND operator. Search syntax, controlled vocabulary, field tags, and limits were adapted to the indexing system of each database. Searches for cohort characteristics, treatment patterns, and direct medical costs were restricted to mainland China. Searches for subsequent-line clinical efficacy, safety, and health-related quality-of-life inputs primarily included evidence from China, Japan, and South Korea. Where relevant Asian evidence was insufficient for selected model inputs, supplementary targeted searches were conducted without geographic or publication-date restrictions.
1.2 Inclusion and exclusion criteria
Studies were screened based on the following predefined criteria:
Inclusion criteria:
· Observational studies (e.g., retrospective/prospective cohort studies, registry analyses, chart reviews).
· Study populations consisting of adult patients diagnosed with multiple myeloma (MM).
· Patients with front-line newly diagnosed multiple myeloma (ndMM) receiving bortezomib-based (V-based) induction followed by iCT IRd continuous therapy, or patients receiving continuous DRd therapy.
· Relapsed or refractory multiple myeloma (rrMM) patients receiving any documented subsequent induction or maintenance regimens.
· Complete reporting of relevant statistical data required for parameter estimation.
Exclusion criteria:
· Experimental designs, randomized controlled trials (RCTs) without real-world arms, reviews, editorials, or case reports.
· Non-MM populations.
· Non-Chinese populations for cohort demographics, treatment patterns, and cost parameters.
· Non-East Asian populations for subsequent-line efficacy, safety, and utility parameters (unless retrieved via the targeted supplementary search).
· Insufficient reporting of variance, sample size, or clear endpoints.
1.3 Screening results and PRISMA flowchart
A total of 280 unique studies met the eligibility criteria and were included in the final evidence synthesis. Individual studies could contribute data to more than one model-parameter category; therefore, the category-specific study counts were not mutually exclusive and their sum exceeded the number of unique included studies.



Figure S1. PRISMA flowchart of the systematic literature review screening process.
[image: ]
Note: *Individual studies could contribute evidence to more than one parameter category; therefore, the category-specific study counts are not mutually exclusive, and n = 280 represents the number of unique studies included in the final synthesis.  
Structured according to the PRISMA 2020 statement.
Source: Page MJ, et al. BMJ. 2021;372:n71.
1.4 Evidence synthesis and meta-analysis methodology
For parameters informed by a single publication, the reported point estimate was used directly. When multiple independent studies reported the same parameter, a single-arm meta-analysis was performed. Random-effects models were prespecified because clinical and methodological heterogeneity was expected across observational studies conducted in different countries, healthcare settings, treatment lines, and study periods. Potential sources of heterogeneity included differences in baseline age and frailty, prior treatment exposure, regimen implementation, follow-up duration, outcome definitions, and treatment-discontinuation practices.
Statistical heterogeneity was evaluated using the I² statistic, between-study variance (τ²), and Cochran’s Q where sufficient studies and data were available. For studies reporting point estimates without sufficient variance information, sample-size-weighted averages were used; formal heterogeneity statistics could not be estimated for these weighted summaries. Statistical analyses were conducted using R version 4.3.1, and pooled estimates are presented with 95% confidence intervals (95% CIs) where available.
To improve transferability to the Chinese setting, evidence was restricted by parameter type. Demographic, treatment-pattern, and cost inputs were derived from mainland Chinese studies, while subsequent-line clinical, safety, and utility inputs were primarily derived from East Asian studies. International evidence was used only in targeted supplementary searches when relevant Asian evidence was insufficient. Studies were also assessed using the Newcastle–Ottawa Scale, and low-quality studies were excluded. Nevertheless, these restrictions and random-effects analyses cannot eliminate heterogeneity, residual confounding, or differences in clinical practice across the included studies.
1.5 Primary parameter meta-analysis estimates
1.5.1 Front-line treatment discontinuation risks
The monthly risk of treatment discontinuation during continuous maintenance therapy was pooled from the literature:
· iCT IRd continuous phase: Synthesized from 2 independent real-world cohorts (Liu 2024, Rifkin 2023), yielding a pooled monthly discontinuation risk of 0.043 (95% CI: 0.026-0.071).
· DRd continuous phase: Synthesized from 3 independent real-world cohorts (Gordan 2024, Hansen 2023, Tai 2021), yielding a pooled monthly discontinuation risk of 0.055 (95% CI: 0.037-0.081).

Figure S2. Forest plot of single-arm meta-analysis for iCT IRd monthly discontinuation risk
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Figure S3. Forest plot of single-arm meta-analysis for DRd monthly discontinuation risk
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Statistical heterogeneity was low to moderate for the iCT IRd discontinuation-risk meta-analysis (I² = 42%, τ² = 0, p = 0.19) and was not detected for the DRd analysis (I² = 0%, τ² = 0, p = 0.44). However, these analyses included only two iCT IRd cohorts and three DRd cohorts. With such small numbers of studies, heterogeneity tests have limited power, and the absence of statistically detected heterogeneity should not be interpreted as evidence that the studies were clinically homogeneous.
1.5.2 Proportional distribution of discontinuation reasons
• iCT IRd: Meta-analysis of 2 observational studies indicated that 26.0% (95% CI: 18.8%-34.8%) of patients discontinued the continuous regimen due to disease progression (Liu 2024, Rifkin 2023).
• DRd: Because front-line observational studies directly reporting the breakdown of discontinuation reasons for DRd were unavailable from the primary search, a cross-line calibration approach was applied. Real-world observational data (Han 2024) and clinical trial data (Suzuki 2018) for rrMM patients under DRd maintenance reported progression-related discontinuation fractions of 68.2% and 63.8%, respectively. This yielded an observational-to-trial adjustment scalar of 1.069. Applying this scalar to front-line clinical data from the MAIA trial (Facon 2021) estimated that 50.1% of front-line DRd discontinuations in routine practice were attributable to disease progression.
1.5.3 Clinical efficacy (overall response rate) of induction therapies
Front-line induction regimen distribution: Based on a sample-size weighted average analysis of 18 observational studies, the real-world utilization distribution of the five guideline-endorsed bortezomib-based (V-based) front-line induction regimens in China was estimated as follows: cyclophosphamide plus bortezomib and dexamethasone (VCd, 32.6%), doxorubicin plus bortezomib and dexamethasone (VAd, 23.6%), bortezomib plus dexamethasone (Vd, 22.7%), thalidomide plus bortezomib and dexamethasone (VTd, 12.2%), and lenalidomide plus bortezomib and dexamethasone (VRd, 8.9%).
Front-line induction overall response rate (ORR): A total of 27 observational studies reported front-line ORR outcomes for V-based induction regimens. Single-arm meta-analyses using random-effects models were conducted to pool the efficacy of individual regimens (Table S2). By weighting the pooled ORR of each specific regimen against its respective real-world utilization distribution, the composite front-line induction response rate for the iCT IRd strategy was determined to be 82.6%. The systematic literature review (SLR) retrieved no real-world observational studies evaluating front-line daratumumab-lenalidomide-dexamethasone (DRd) efficacy in East Asian populations. Consequently, a targeted supplementary search identified four international observational cohorts (total N = 126), yielding a pooled front-line DRd induction response rate of 87.3% (95% CI: 80.3%-92.1%).
Subsequent-line rescue induction clinical efficacy: For patients transitioning to the relapsed or refractory multiple myeloma (rrMM) phase, 20 observational studies reporting rescue induction ORR were synthesized via single-arm meta-analyses (Table S2). By integrating these regimen-specific response rates with the corresponding regimen-weight distributions within the subsequent-line baskets (detailed in Table S6), the consolidated subsequent-line rescue induction ORR was calculated to be 67.4% for the iCT IRd pathway and 61.2% for the DRd pathway.



Table S2. Single-arm meta-analysis results for induction-therapy overall response rates (ORRs).
	Parameter category
	Regimen
	Studies (n)
	Sample size (N)
	Baseline
	95% CI lower
	95% CI upper
	Data source

	Front-line induction response rate

	
	VRd
	12
	897
	91.6%
	87.0%
	94.7%
	Huo 2023, Xu 2022b, Shimura 2023, You 2022, Jia 2019, Liu 2021b, Wang 2021, Wang 2022, Xu 2022a, Yan 2023, Yang 2021a, Yao 2022

	
	VCd
	11
	747
	84.8%
	80.5%
	88.2%
	Chen 2022, Deng 2021, Shimura 2023, Chen 2020, Deng 2022, Han 2019, Liu 2018, Pan 2019, Wang 2021, Yang 2021a, Zhou 2019

	
	VAd
	6
	520
	92.0%
	85.9%
	95.6%
	Chen 2022, Deng 2021, Gu 2019, Ji R 2019, Yang 2021a, Zheng 2019

	
	Vd
	3
	368
	68.7%
	63.8%
	73.2%
	Shimura 2023, Chen 2020, Zheng 2019

	
	VTd
	4
	267
	77.5%
	64.8%
	86.6%
	Chen 2019, Li 2018, Liu 2022, Sun 2020

	
	DRd
	4
	126
	87.3%
	80.3%
	92.1%
	Atrash 2021a, Atrash 2021b, Belotti 2024, Iriuchishima 2024

	Subsequent-line rescue induction response rate

	
	DRd
	3
	87
	84.5%
	55.2%
	96.0%
	Chiu 2023, Sunami 2020, Liu 2021a

	
	DPd
	3
	54
	75.9%
	62.8%
	85.5%
	Han 2023, Han 2024, Lu 2023

	
	Dd
	1
	7
	28.6%
	7.2%
	67.3%
	Liu 2021a

	
	Dara Monotherapy
	1
	50
	54.0%
	40.2%
	67.2%
	Cho 2023

	
	VPd
	2
	78
	82.0%
	67.8%
	90.8%
	Lu 2023, Wang 2023a

	
	VCd
	1
	11
	81.8%
	49.3%
	95.4%
	Han 2019

	
	Pd
	3
	164
	51.8%
	29.6%
	73.3%
	Hung 2021, Lee 2019, Li 2023

	
	KRd
	6
	1077
	82.9%
	64.1%
	93.0%
	Jeon 2019, Kawaji-Kanayama 2022, Kawasaki 2022, Lee 2021, Lee 2023, Yoroidaka 2023

	
	Kd
	4
	184
	64.6%
	46.7%
	79.1%
	Abe 2024, Jeon 2019, Kawaji-Kanayama 2022, Lee 2019

	
	Rd
	2
	928
	58.8%
	50.8%
	66.4%
	Jo 2020, Kawasaki 2022


CI = confidence interval; Dara Mono = daratumumab monotherapy; Dd = daratumumab plus dexamethasone; DPd = daratumumab, pomalidomide, and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; Kd = carfilzomib plus dexamethasone; KRd = carfilzomib, lenalidomide, and dexamethasone; ORR = overall response rate; Pd = pomalidomide plus dexamethasone; Rd = lenalidomide plus dexamethasone; VAd = bortezomib, doxorubicin, and dexamethasone; VCd = bortezomib, cyclophosphamide, and dexamethasone; Vd = bortezomib plus dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone; VRd = bortezomib, lenalidomide, and dexamethasone; VTd = bortezomib, thalidomide, and dexamethasone.

1.5.4 Monthly progression risks following non-progression discontinuation
For patients who discontinued continuous front-line therapy due to reasons other than disease progression (such as severe adverse events, toxicity, or clinical intolerance), the model assumed that their immediate post-discontinuation progression timeline reflects the sustained residual efficacy of the preceding front-line induction regimen. Under this structural assumption, the monthly risk of progressive disease for these patients was anchored to the progression-free survival (PFS) baseline of their respective completed induction phase. This modeling approach is consistent with health technology assessment (HTA) practice when direct post-discontinuation survival data are unavailable, although it remains a structural assumption. In routine clinical practice and retrospective real-world databases, long-term survival trajectories specifically tracking cohorts who discontinue due to non-progression toxicities are typically unobserved or heavily right-censored. Therefore, mapping the post-discontinuation progression risk directly to the preceding induction-therapy baseline serves as a clinically plausible, methodologically robust, and conservative proxy to model residual disease-control benefits before patients transition to subsequent-line therapy (Siebert 2012, Briggs 2006).
To mathematically derive the constant monthly progression risk (λP) from the median PFS (mPFS, expressed in months) reported in real-world literature, an exponential survival function was employed (Briggs 2006). Under the assumption of a constant hazard rate over time, the progression-free survival function S(t) at time t is expressed as:
S(t) = exp (−λP × t)
Given that S(t) = 0.5 when t = mPFS, the constant monthly progression risk (λP) was calculated as follows:
λP = −ln(0.5) / mPFS = ln(2) / mPFS
For the Markov model simulation, the monthly transition probability of disease progression (PProg) within a one-month cycle (Δt = 1) was subsequently derived from the hazard rate using the standard rate-to-probability conversion formula:
PProg = 1 − exp (−λP × Δt) = 1 − exp (−λP)
iCT IRd pathway (residual effects after V-based induction): The composite monthly progression risk was calculated as a sample-size weighted average based on the real-world utilization distribution of five guideline-endorsed bortezomib triplet/doublet induction regimens in China, yielding a weighted pooled mean monthly progression risk of 0.035. The individual regimen inputs compiled via single-arm meta-analyses of 7 observational studies were (Chen 2022, Li 2018, Liu 2018, Tang 2023, Wang 2022, Xu 2022a, Yang 2021a):
· VRd regimen: 0.021 (95% CI: 0.005-0.082)
· VCd regimen: 0.047 (95% CI: 0.020-0.108)
· VAd regimen: 0.034 (95% CI: 0.013-0.089)
· Vd regimen: 0.027 (95% CI: 0.007-0.097)
· VTd regimen: 0.030 (95% CI: 0.009-0.090)
DRd pathway (residual effect after DRd induction): Derived from one front-line DRd observational cohort (Atrash 2021a), estimating a baseline monthly progression risk of 0.018 (95% CI: 0.004-0.057).
1.6 Treatment dosage and administration schedules
Treatment dosages and administration schedules used to estimate drug acquisition costs were obtained from the corresponding prescribing information and published clinical studies. Regimen-specific schedules, modeled treatment durations, and data sources are summarized in Table S3.
Table S3. Modeled dosage and administration schedules for treatment regimens included in the economic model.
	Regimen
	Dose and administration schedule
	Treatment duration
	Data source

	Front-line induction treatment

	VRd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Liu 2024

	VCd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; cyclophosphamide: 750 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Liu 2024

	VAd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; doxorubicin: 35 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Liu 2024

	Vd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Liu 2024

	VTd
	Thalidomide: 100 mg orally once daily; bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Liu 2024

	DRd
	Lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg once weekly; daratumumab: once weekly during weeks 1-8 and once every 2 weeks during weeks 9-24 (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	6 cycles
	Daratumumab prescribing information (July 14, 2023)

	Subsequent-line induction treatment

	DRd
	Lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg once weekly; daratumumab: once weekly during weeks 1-8 and once every 2 weeks during weeks 9-24 (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	6 cycles
	Daratumumab prescribing information (July 14, 2023)

	DPd
	Pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 20 mg on days 1, 2, 4, 5, 7, 8, 10, and 11; daratumumab: administered on days 1, 8, 15, and 22 of cycles 1-2, on days 1 and 15 of cycles 3-4, and once every 4 weeks from cycle 5 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	6 cycles
	Lu 2023; daratumumab prescribing information (July 14, 2023)

	Dd
	Daratumumab: once weekly during weeks 1-8, once every 2 weeks during weeks 9-16, and once every 4 weeks from week 17 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis); dexamethasone: 20 mg on days 1, 2, 4, 5, 8, 9, 11, and 12.
	6 cycles
	Liu 2021a; daratumumab prescribing information (July 14, 2023)

	Dara mono
	Daratumumab: once weekly during weeks 1-8 and once every 2 weeks during weeks 9-24 (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	6 cycles
	Daratumumab prescribing information (July 14, 2023)

	VPd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 8, 15, and 22; pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	8 cycles
	Wang 2023a

	VCd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; cyclophosphamide: 750 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	4 cycles
	Peng 2022; Han 2019

	Pd
	Pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 40 mg once weekly.
	3 cycles
	Pomalidomide prescribing information (February 25, 2022); Hung 2021; Lee 2019

	KRd
	Carfilzomib: 20 mg/m² intravenously on days 1 and 2 of cycle 1, increased to 27 mg/m² from day 8, and administered on days 1, 2, 8, 9, 15, and 16; lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	4 cycles
	Yoroidaka 2023; Kawaji-Kanayama 2022; Kawasaki 2022; Lee 2021

	Kd
	Carfilzomib: 20 mg/m² intravenously on days 1 and 2 of cycle 1, increased to 27 mg/m² from day 8, and administered on days 1, 2, 8, 9, 15, and 16; dexamethasone: 20 mg orally or intravenously on days 1, 2, 8, 9, 15, 16, 22, and 23.
	4 cycles
	Carfilzomib prescribing information (July 6, 2023); Abe 2024; Kawaji-Kanayama 2022; Lee 2019

	Rd
	Lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	4 cycles
	Lenalidomide prescribing information (April 15, 2024); Jo 2020; Kawasaki 2022

	Continuous/maintenance treatment

	IRd
	Ixazomib: 4 mg orally on days 1, 8, and 15; lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	Until progression or discontinuation
	Ixazomib prescribing information (July 22, 2021)

	DRd
	Lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg once weekly; daratumumab: once every 4 weeks from week 25 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	Until progression or discontinuation
	Daratumumab prescribing information (July 14, 2023)

	DPd
	Pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 20 mg on days 1, 2, 4, 5, 7, 8, 10, and 11; daratumumab: administered once every 4 weeks from cycle 5 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	Until progression or discontinuation
	Lu 2023

	Dd
	Daratumumab: once every 4 weeks from week 17 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis); dexamethasone: 20 mg on days 1, 2, 4, 5, 8, 9, 11, and 12.
	Until progression or discontinuation
	Liu 2021a

	Dara mono
	Daratumumab: once every 4 weeks from week 25 onward (16 mg/kg intravenously in the base case or 1,800 mg subcutaneously in the scenario analysis).
	Until progression or discontinuation
	Daratumumab prescribing information (July 14, 2023)

	VPd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 8, 15, and 22; pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	Until progression or discontinuation
	Wang 2023a

	VCd
	Bortezomib: 1.3 mg/m² intravenously on days 1, 4, 8, and 11; cyclophosphamide: 750 mg/m² intravenously on days 1, 4, 8, and 11; dexamethasone: 20-40 mg orally on days 1, 4, 8, and 11.
	Until progression or discontinuation
	Peng 2022

	Pd
	Pomalidomide: 4 mg orally once daily on days 1-21; dexamethasone: 40 mg once weekly.
	Until progression or discontinuation
	Pomalidomide prescribing information (February 25, 2022)

	KRd
	Carfilzomib: 27 mg/m² intravenously on days 1, 2, 8, 9, 15, and 16; lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	Until progression or discontinuation
	Yoroidaka 2023

	Kd
	Carfilzomib: 27 mg/m² intravenously on days 1, 2, 8, 9, 15, and 16; dexamethasone: 20 mg orally or intravenously on days 1, 2, 8, 9, 15, 16, 22, and 23.
	Until progression or discontinuation
	Carfilzomib prescribing information (July 6, 2023)

	Rd
	Lenalidomide: 25 mg orally once daily on days 1-21; dexamethasone: 40 mg on days 1, 8, 15, and 22.
	Until progression or discontinuation
	Lenalidomide prescribing information (April 15, 2024)


Note: All regimens were modeled in 28-day cycles. For continuous/maintenance treatment, therapy was continued until disease progression or treatment discontinuation. Daratumumab was administered at 16 mg/kg intravenously in the base case; the 1,800-mg subcutaneous formulation was evaluated in scenario analysis. Dosages expressed per square meter were converted to patient-level doses using the body-surface-area input applied in the model; vial and capsule strengths used for costing are not shown.
Dara mono = daratumumab monotherapy; Dd = daratumumab plus dexamethasone; DPd = daratumumab, pomalidomide, and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; IRd = ixazomib, lenalidomide, and dexamethasone; Kd = carfilzomib plus dexamethasone; KRd = carfilzomib, lenalidomide, and dexamethasone; Pd = pomalidomide plus dexamethasone; Rd = lenalidomide plus dexamethasone; VAd = bortezomib, doxorubicin, and dexamethasone; VCd = bortezomib, cyclophosphamide, and dexamethasone; Vd = bortezomib plus dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone; VRd = bortezomib, lenalidomide, and dexamethasone; VTd = bortezomib, thalidomide, and dexamethasone.

1.7 Serious adverse-event inputs
The economic model incorporated regimen-specific SAE risks throughout the full treatment pathway, including front-line induction, continuous treatment, and subsequent-line therapy. For conciseness and to support comparison of the two continuous-treatment strategies, Table S4 summarizes the SAE inputs for IRd and DRd during continuous treatment. SAE inputs for the induction and subsequent-line regimens were also incorporated into the model but are not presented in this table.
Table S4. Serious adverse-event inputs for IRd and DRd during continuous treatment
	SAE
	IRd monthly probability (95% CI)
	DRd monthly probability (95% CI)

	Leukopenia
	0.006 (0.002–0.022) [Horigome 2024，Huo 2023，Lee 2023a]
	0.051 (0.018–0.133) [Belotti 2024，Han 2024，Iriuchishima 2024，Jia 2020，Yu 2024，Zhao 2022]

	Thrombocytopenia
	0.016 (0.004–0.056) [Horigome 2024，Kakimoto 2022，Lee 2023a，Yang 2021b]
	0.041 (0.014–0.116) [Han 2024，Iriuchishima 2024，Jia 2020，Yu 2024，Zhao 2022]

	Anemia
	0.003 (0.000–0.019) [Horigome 2024，Huo 2023，Lee 2023a]
	0.027 (0.004–0.145) [Han 2024，Iriuchishima 2024，Yu 2024，Zhao 2022]

	Dyspnea
	0.001 (0.000–0.935) [Lee 2023a]
	NR

	Infection
	0.007 (0.002–0.023) [Horigome 2024，Kakimoto 2022，Lee 2023a，Rifkin 2023，Yang 2021b]
	0.009 (0.003–0.027) [Belotti 2024，Wang 2023b，Zhao 2022]

	Neurotoxicity
	0.002 (0.001–0.008) [Huo 2023，Kakimoto 2022，Lee 2023a，Rifkin 2023，Yang 2021b]
	0.020 (0.006–0.068) [Han 2024，Zhao 2022]

	Pneumonia
	0.014 (0.002–0.090) [Yang 2021b]
	0.005 (0.000–0.738) [Iriuchishima 2024]

	Decreased appetite
	0.016 (0.009–0.028) [Kakimoto 2022，Lee 2023a]
	NR

	Fatigue/asthenia
	0.001 (0.000–0.056) [Lee 2023a，Rifkin 2023]
	NR

	Herpes zoster
	0.000 (0.000–0.023) [Lee 2023a]
	NR


CI = confidence interval; DRd = daratumumab, lenalidomide, and dexamethasone; IRd = ixazomib, lenalidomide, and dexamethasone; NR = not reported; SAE = serious adverse event. For consistency with the terminology used in the economic model, SAE inputs were derived from grade ≥3 adverse events reported in the included studies. NR indicates that the corresponding event was not reported for the regimen in the identified evidence and should not be interpreted as zero incidence. This table presents only the SAE inputs for IRd and DRd during continuous treatment. Regimen-specific SAE inputs for front-line induction and subsequent-line therapies were also incorporated into the economic model.
Section 2: Subsequent-line basket-approach strategy map and regimen distributions
2.1 Mathematical formulation of the basket efficacy model
To capture the heterogeneous and multi-line clinical management landscape of relapsed or refractory multiple myeloma (rrMM) in China, where physicians exhaust available lines of therapy sequentially, the model used a consolidated basket-approach framework adapted from validated National Institute for Health and Care Excellence (NICE) cost-utility models.
The consolidated monthly disease progression risk and post-progression mortality risk within the subsequent rescue phase were determined using the following non-linear sequence formula (van de Wetering 2022):

Where:
• T: Total simulation timeline horizon (set to lifetime horizon, modeled as 240 cycles/20 years).
• b: Total number of distinct sequential rescue regimens bundled within the clinical treatment basket.
• t: Cycle length (expressed in months).
• d: Weighted baseline monthly risk (representing either the consolidated monthly progression risk or the post-progression monthly mortality risk, calculated across the underlying regimen distribution matrices outlined below).
2.2 Subsequent-line treatment sequencing map
In the absence of patient-level longitudinal evidence describing complete treatment sequences after iCT IRd or upfront DRd, the model applied a prespecified regimen-availability rule. The same complete regimen used in the front-line setting was removed from the subsequent-line basket to avoid modeling immediate retreatment with an identical regimen after lack of response or disease progression. This rule did not exclude the entire therapeutic class. For example, after upfront DRd, DRd itself was excluded from reuse, but other daratumumab-containing regimens, including DPd, Dd, and daratumumab monotherapy, remained eligible where supported by the identified evidence. Conversely, DRd remained available as a subsequent-line option after the iCT IRd strategy. These rules represent structural assumptions required to operationalize treatment availability in the absence of directly observed comparative sequencing data and should not be interpreted as mandatory clinical pathways for individual patients.

Figure S4. Subsequent-line basket approach treatment sequencing strategy map: iCT IRd vs. DRd pathway.
[image: ]
Abbreviations: Dd = daratumumab and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; iCT IRd = in-class transition to ixazomib, lenalidomide, and dexamethasone; IRd = ixazomib, lenalidomide, and dexamethasone; K-based = carfilzomib-based regimen; Pd = pomalidomide and dexamethasone; Rd = lenalidomide and dexamethasone; rrMM = relapsed/refractory multiple myeloma; VCd = bortezomib, cyclophosphamide, and dexamethasone; Vd = bortezomib and dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone; VRd = bortezomib, lenalidomide, and dexamethasone; VTd = bortezomib, thalidomide, and dexamethasone.
2.3 Summary of regimen-specific inputs for subsequent-line meta-analysis
Regimen-specific parameters pooled from East Asian RWE cohorts to inform the weighted baseline risk factor (d) are summarized below:

Table S5. Regimen-specific inputs from East Asian real-world evidence cohorts for subsequent-line meta-analysis.
	Parameters
	Rescue regimen
	Studies (n)
	Sample size (N)
	Baseline
	95% CI lower
	95% CI upper
	Data source

	Monthly progression risk 

	
	DRd
	3
	87
	0.039
	0.013
	0.107
	Chiu 2023, Sunami 2020, Liu 2021a

	
	DPd
	3
	54
	0.089
	0.037
	0.200
	Han 2023, Han 2024, Lu 2023

	
	Dd
	1
	8
	0.293
	0.083
	0.655
	Liu 2021a

	
	Dara Mono
	1
	50
	0.127
	0.060
	0.251
	Cho 2023

	
	VPd
	2
	78
	0.068
	0.030
	0.150
	Lu 2023, Wang 2023a

	
	VCd
	1
	11
	0.129
	0.025
	0.464
	Han 2019

	
	Pd
	2
	157
	0.134
	0.089
	0.197
	Hung 2021, Jo 2020

	
	KRd
	3
	431
	0.031
	0.018
	0.052
	Lee 2021, Lee 2023b, Yoroidaka 2023

	
	Kd
	3
	176
	0.084
	0.051
	0.135
	Abe 2024, Kawaji‐Kanayama 2022, Lee 2019

	
	Rd
	1
	548
	0.060
	0.043
	0.083
	Lee 2019

	Monthly post-progression mortality risk 

	
	DRd
	1
	34
	0.025
	--
	--
	Liu 2021a

	
	DPd
	2
	34
	0.019
	0.002
	0.185
	Han 2024, Lu 2023

	
	Dd
	1
	8
	0.195
	--
	--
	Liu 2021a

	
	Dara Mono
	1
	50
	0.045
	0.012
	0.152
	Cho 2023

	
	VPd
	2
	78
	0.105
	0.054
	0.195
	Lu 2023, Wang 2023a

	
	VCd
	1
	11
	0.028
	0.001
	0.506
	Han 2019

	
	Pd
	1
	108
	0.124
	0.074
	0.201
	Lee 2019

	
	KRd
	1
	55
	0.052
	0.016
	0.152
	Lee 2021

	
	Kd
	3
	176
	0.043
	0.016
	0.113
	Abe 2024, Kawaji‐Kanayama 2022, Lee 2019

	
	Rd
	1
	548
	0.048
	0.033
	0.070
	Jo 2020


CI = confidence interval; Dara Mono = daratumumab monotherapy; Dd = daratumumab plus dexamethasone; DPd = daratumumab, pomalidomide, and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; Kd = carfilzomib plus dexamethasone; KRd = carfilzomib, lenalidomide, and dexamethasone; n = number of studies; N = sample size; Pd = pomalidomide plus dexamethasone; Rd = lenalidomide plus dexamethasone; VCd = bortezomib, cyclophosphamide, and dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone.

2.4 Estimation of monthly mortality risk for supportive care
The baseline monthly mortality risk for patients transitioning into the supportive care health state was set at 0.064. This parameter was estimated using a regimen-utilization weighted average to reflect the expected distribution of subsequent-line treatment pathways in Chinese practice. Specifically, the calculation integrated the percentage weight distributions of subsequent-line maintenance therapies (including the DRd sequence matrix) with the corresponding post-progression monthly mortality risks specific to each underlying therapeutic regimen (tabulated in Table S5 and Table S6).

2.5 Structural weight distribution of regimens within subsequent-line baskets
The percentages presented in Table S6 are prespecified structural allocation weights used to distribute the cohort across the regimens remaining available within each treatment basket. They are not pooled estimates of the probability that an individual Chinese patient would receive a specific regimen at a particular line of therapy. When a front-line regimen was excluded from a pathway, the weights of the remaining eligible regimens were normalized so that the distribution summed to approximately 100% within the corresponding subsequent-induction or subsequent-maintenance basket. The purpose of these weights was to combine regimen-specific clinical inputs within a consistent cohort-level modeling framework. Because complete longitudinal treatment-sequence data were unavailable, uncertainty remains regarding how closely these structural distributions reflect treatment selection in individual patients, institutions, and regions.
Table S6. Subsequent-line regimen-utilization weight distribution.
	Subsequent regimen
	iCT IRd: subsequent induction
	iCT IRd: subsequent maintenance
	DRd: subsequent induction
	DRd: subsequent maintenance

	DRd
	20.5%
	22.9%
	0.0%
	0.0%

	DPd
	12.7%
	14.2%
	20.6%
	23.0%

	Dd
	10.3%
	11.4%
	16.6%
	18.5%

	Dara Mono
	10.3%
	11.4%
	16.6%
	18.5%

	VPd
	6.9%
	5.3%
	6.9%
	5.3%

	VCd
	6.9%
	5.3%
	6.9%
	5.3%

	Pd
	10.0%
	9.3%
	10.0%
	9.3%

	KRd
	7.5%
	6.0%
	7.5%
	6.0%

	Kd
	7.5%
	6.0%
	7.5%
	6.0%

	Rd
	7.5%
	8.0%
	7.5%
	8.0%


Note: The regimen percentages are structural allocation weights used in the model and should not be interpreted as directly observed patient-level treatment-sequencing probabilities. Small differences from 100% may occur because of rounding.
Dara Mono = daratumumab monotherapy; Dd = daratumumab plus dexamethasone; DPd = daratumumab, pomalidomide, and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; iCT IRd = in-class transition to ixazomib, lenalidomide, and dexamethasone; Kd = carfilzomib plus dexamethasone; KRd = carfilzomib, lenalidomide, and dexamethasone; Pd = pomalidomide plus dexamethasone; Rd = lenalidomide plus dexamethasone; VCd = bortezomib, cyclophosphamide, and dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone.

2.6 Consolidated transition risks derived from the basket approach
The regimen-specific monthly progression and post-progression mortality risks summarized in Table S5 were used as regimen-specific inputs for the subsequent-line basket model, while the regimen utilization weights in Table S6 defined the relative contribution of each treatment option within each strategic pathway. These regimen-level values were not directly used as linear weighted averages in the Markov model. Instead, the weighted baseline hazard factor (d) was first calculated using the corresponding regimen distribution matrix and was then entered into the non-linear sequence formula described in Section 2.1 to reflect the sequential use of multiple rescue regimens over the model time horizon.
Using this approach, the consolidated monthly progression risk during subsequent continuous therapy was estimated as 0.037 for the iCT IRd pathway and 0.064 for the DRd pathway. The corresponding consolidated monthly post-progression mortality risk was estimated as 0.012 for the iCT IRd pathway and 0.022 for the DRd pathway. These consolidated values were used as the model inputs reported in Table 1 of the main manuscript. Therefore, they should be interpreted as sequence-adjusted composite transition risks derived from the basket approach, rather than as simple weighted averages of the regimen-level risks shown in Table S5.
Section 3: Probabilistic sensitivity analysis (PSA) parameter distributions
In accordance with professional HTA modeling guidance, parameters were generally included in the PSA when empirical 95% CIs were available, to support an evidence-based characterization of parameter uncertainty. Parameters with documented 95% CIs were mapped to standard probability distributions for 5,000 Monte Carlo iterations. Normal distributions were used for baseline metrics, whereas beta distributions were assigned to probabilities, rates, and ratios bounded between 0 and 1, with shape parameters (α, β) calculated from the corresponding variance estimates.
Four parameters were retained in the PSA despite the absence of reported empirical 95% CIs: (1) proportion of discontinuations due to PD: DRd; (2) monthly progression risk following front-line discontinuation for non-PD reasons (residual effects): iCT IRd; (3) subsequent-line monthly post-progression mortality risk: DRd; and (4) subsequent-line monthly post-progression mortality risk: Dd. These exceptions were made because the corresponding parameters in the comparator arms or other regimens within the same treatment-basket parameter category had empirical 95% CIs and were therefore varied probabilistically. Treating these pathway- or regimen-specific parameters as deterministic while allowing analogous parameters to vary would likely underestimate uncertainty and reduce comparability across treatment pathways and regimen-level basket inputs. To maintain consistent uncertainty propagation across treatment pathways and subsequent-line basket components, conservative uncertainty ranges of ±25% around the baseline values were applied for these four parameters, and the resulting variances were used to derive the corresponding standard errors and distribution parameters. 

Table S7. Probabilistic sensitivity analysis parameter distributions and distribution parameters.
	Parameters
	Baseline
	95% CI lower
	95% CI upper
	Assigned distribution
	α shape parameter
	β shape parameter

	Demographics

	Male sex (%)
	57.2%
	56.1%
	58.2%
	Beta
	4878.861
	3650.616

	Age (years)
	60.5
	59.2
	61.8
	Normal (σ=0.674)
	--
	--

	Weight (kg)
	64.0
	61.5
	66.5
	Normal (σ=1.288)
	--
	--

	Height (cm)
	165.0
	165.0
	165.0
	Normal (σ=0.020)
	--
	--

	Treatment patterns

	Proportion of patients receiving supportive care therapy in subsequent-line
	26.1%
	18.1%
	36.0%
	Beta
	23.882
	67.620

	Treatment compliance

	Monthly discontinuation risk: IRd
	0.043
	0.026
	0.071
	Beta
	13.721
	302.296

	Monthly discontinuation risk:  DRd
	0.055
	0.037
	0.081
	Beta
	23.180
	395.554

	Proportion of discontinuations due to PD: IRd
	26.0%
	18.8%
	34.8%
	Beta
	30.007
	85.306

	Proportion of discontinuations due to PD: DRd
	50.1%
	37.6%
	62.6%
	Beta
	49.393
	49.183

	Clinical efficacy

	Front-line induction ORR

	VRd
	91.6%
	87.0%
	94.7%
	Beta
	179.291
	16.407

	VCd
	84.8%
	80.5%
	88.2%
	Beta
	278.200
	50.008

	VAd
	92.0%
	85.9%
	95.6%
	Beta
	109.626
	9.513

	Vd
	68.7%
	63.8%
	73.2%
	Beta
	253.352
	115.393

	VTd
	77.5%
	64.8%
	86.6%
	Beta
	43.252
	12.557

	DRd
	87.3%
	80.3%
	92.1%
	Beta
	105.936
	15.425

	Monthly progression risk: front-line discontinuation for non-PD reasons (residual effects)

	iCT IRd
	0.035
	0.026
	0.044
	Beta
	96.446
	2644.191

	DRd
	0.018
	0.004
	0.057
	Beta
	1.659
	92.665

	Subsequent-line induction therapy treatment response (ORR)

	DRd
	84.5%
	55.2%
	96.0%
	Beta
	9.348
	1.710

	DPd
	75.9%
	62.8%
	85.5%
	Beta
	40.808
	12.939

	Dd
	28.6%
	7.2%
	67.3%
	Beta
	2.192
	5.480

	Dara Monotherapy 
	54.0%
	40.2%
	67.2%
	Beta
	27.837
	23.713

	VPd
	82.0%
	67.8%
	90.8%
	Beta
	34.422
	7.572

	VCd
	81.8%
	49.3%
	95.4%
	Beta
	7.977
	1.775

	Pd
	51.8%
	29.6%
	73.3%
	Beta
	9.890
	9.217

	KRd
	82.9%
	64.1%
	93.0%
	Beta
	20.882
	4.300

	Kd
	64.6%
	46.7%
	79.1%
	Beta
	21.019
	11.531

	Rd
	58.8%
	50.8%
	66.4%
	Beta
	88.714
	62.078

	Subsequent-line continuous therapy monthly progression risk

	DRd
	0.039
	0.013
	0.107
	Beta
	96.092
	2387.060

	DPd
	0.089
	0.037
	0.200
	Beta
	90.974
	926.996

	Dd
	0.293
	0.083
	0.655
	Beta
	70.418
	170.004

	Dara Monotherapy 
	0.127
	0.060
	0.251
	Beta
	87.156
	598.175

	VPd
	0.068
	0.030
	0.150
	Beta
	93.104
	1270.581

	VCd
	0.129
	0.025
	0.464
	Beta
	86.926
	584.577

	Pd
	0.134
	0.089
	0.197
	Beta
	86.461
	558.544

	KRd
	0.031
	0.018
	0.052
	Beta
	96.857
	3016.111

	Kd
	0.084
	0.051
	0.135
	Beta
	91.542
	1001.603

	Rd
	0.060
	0.043
	0.083
	Beta
	93.939
	1471.395

	Subsequent-line monthly post-progression mortality risk

	DRd
	0.025
	0.019
	0.031
	Beta
	97.487
	3821.076

	DPd
	0.019
	0.002
	0.185
	Beta
	0.145
	7.429

	Dd
	0.195
	0.146
	0.243
	Beta
	80.330
	332.136

	Dara Monotherapy 
	0.045
	0.012
	0.152
	Beta
	1.475
	31.272

	VPd
	0.105
	0.054
	0.195
	Beta
	7.506
	64.102

	VCd
	0.028
	0.001
	0.506
	Beta
	0.019
	0.648

	Pd
	0.124
	0.074
	0.201
	Beta
	12.807
	90.368

	KRd
	0.052
	0.016
	0.152
	Beta
	2.046
	37.566

	Kd
	0.043
	0.016
	0.113
	Beta
	2.833
	62.737

	Rd
	0.048
	0.033
	0.070
	Beta
	25.477
	501.942

	HRQoL (utility ratios)

	Front-line phase: PFS state
	0.914
	0.686
	1.000
	Beta
	7.654
	0.717

	Front-line phase: PPS state
	0.738
	0.554
	0.923
	Beta
	25.458
	9.036

	Subsequent-line phase: PFS state
	0.879
	0.659
	1.000
	Beta
	11.221
	1.545

	Subsequent-line phase: PPS state
	0.738
	0.554
	0.923
	Beta
	25.458
	9.036


α = alpha shape parameter; β = beta shape parameter; CI = confidence interval; cm = centimeter; Dd = daratumumab plus dexamethasone; DPd = daratumumab, pomalidomide, and dexamethasone; DRd = daratumumab, lenalidomide, and dexamethasone; HRQoL = health-related quality of life; iCT IRd = in-class transition to ixazomib, lenalidomide, and dexamethasone; IRd = ixazomib, lenalidomide, and dexamethasone; Kd = carfilzomib plus dexamethasone; kg = kilogram; KRd = carfilzomib, lenalidomide, and dexamethasone; ORR = overall response rate; PD = progressive disease; Pd = pomalidomide plus dexamethasone; PFS = progression-free survival; PPS = post-progression survival; PSA = probabilistic sensitivity analysis; Rd = lenalidomide plus dexamethasone; VAd = bortezomib, doxorubicin, and dexamethasone; VCd = bortezomib, cyclophosphamide, and dexamethasone; Vd = bortezomib plus dexamethasone; VPd = bortezomib, pomalidomide, and dexamethasone; VRd = bortezomib, lenalidomide, and dexamethasone; VTd = bortezomib, thalidomide, and dexamethasone; σ = standard deviation.

Section 4: Scenario analysis for subcutaneous daratumumab
To evaluate the impact of the recently reimbursed subcutaneous formulation of daratumumab in China, a scenario analysis was conducted by replacing intravenous daratumumab with subcutaneous daratumumab in the model. Only drug acquisition costs were changed; efficacy, safety, treatment compliance, and administration-related assumptions were kept unchanged based on evidence suggesting comparable clinical outcomes between intravenous and subcutaneous daratumumab. Because DRd was also included as one available subsequent-line option in the iCT IRd treatment basket, this scenario affected lifetime costs in both the iCT IRd and DRd. The scenario analysis results are summarized in Table S8.
Table S8. Scenario analysis results after replacing intravenous daratumumab with subcutaneous daratumumab.
	Outcome
	iCT IRd 
	DRd 
	Difference

	Life years
	5.914 
	5.177 
	0.738 

	QALYs
	4.724 
	4.144 
	0.580 

	Lifetime medical costs (US$)
	$88,298
	$93,352
	-$5,054

	Front-line treatment
	$46,963
	$63,615
	-$16,651

	Drug acquisition costs
	$37,751
	$49,154
	-$11,403

	Treatment administration costs
	$1,154
	$5,234
	-$4,080

	SAE management costs
	$681
	$1,438
	-$757

	Disease monitoring costs
	$2,379
	$2,635
	-$256

	Disease management costs
	$5,000
	$5,154
	-$154

	Subsequent-line treatment
	$41,334
	$29,737
	$11,597

	Drug acquisition costs
	$21,147
	$15,960
	$5,187

	Treatment administration costs
	$2,513
	$1,721
	$791

	SAE management costs
	$1,290
	$1,151
	$139

	Disease monitoring costs
	$909
	$672
	$237

	Disease management costs
	$15,475
	$10,233
	$5,242

	ICUR for iCT IRd vs. DRd 
	Dominant


DRd = daratumumab, lenalidomide, and dexamethasone; ICUR = incremental cost-utility ratio; iCT IRd = in-class transition to ixazomib, lenalidomide, and dexamethasone; QALY = quality-adjusted life year; SAE = serious adverse event.
Note: Costs are reported in 2026 US dollars.
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