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Departments (n = 14)
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Clinical staff 10(62)
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Facilitators to implementation were predominantly high (39%), with 22% barriers to implementation.
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(2) (3)
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Variables (1) (2)

First Stage Second Stage
Digde Revl

Digde 2.7136** (2.10)

Lnlv —0.1191%** (~7.08)

Constant 1.9200%** (5.09) —12.2514%** (~4.86)

Controls Yes Yes

FE Yes Yes

TE Yes Yes

Anderson canon. corr. 49.449%%*

LM statistic

Cragg-Donald Wald F 50129 (16.38]
statistic

Observations 300 300
Resquared 0987

*, %, and *** denote significance levelsat 10, 5, and 1%, respectively. Values in parentheses
are t-statisics. Values within curly brackets are critical values for significance levls of the
Stock-Yogo test.
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Measurement items ng Mechanism1  Mediating Mechanism 2 Mediating Mech
Sobel Value 0.486 (1.843) —0.348* (~2.150) 0.307% (2.082)
Mediating Effect Coefficient 0.486 (1.843) —0.348* (~2.150) 0307 (2.082)
Direct Effect Coefficient 2.356%** (3.791) 3.190%%* (5.6984) 2.535%%% (4.428)
“Total Effect 2.842%%* (4.990) 2.8427%%% (5.004) 2.842%** (3.791)
Mediation Effect Ratio 17.109% —10.914% 12.120%

* %, and *** denote significance levelsat 10, 5, and 1%, respectively. Values in parentheses are t-statistics
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Mechanisms Effect Observed Bootstrap std. err. [95% conf. intervall

category coefficient
Mediating Mechanism Indirect 0.4861913 —0.0647742 0.25446265 (0.0531118, 1.16549)
1 Direct 2.355598 -0.038791 0.84588663 (00.6913589,4.035667)
Mediating Mechanism Indirect —0.34247298 =0.003599 0.18389279 (~0.8521886, —0.0719047)
2 Direct 3.1842618 =0.0020825 0.85674249 (1.5771,4.889731)
Mediating Mechanism Indirect 0.30720395 ~0.0096761 0.15284604 (0.093417,0.7069903)

3 Direct 25345849 ~0.000544 087673567 (0.8889207,4.353372)
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Number of R&D projects (topics) in industrial enterprises above designated size
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Variable Cost ($) Incremental cost ($) Q

Scenario Analysis 1: TH = 5 years

China

EC group 11,186 073

Toripalimab group 16,018 4,831 0.89 0.16 30,341
us

EC group 56,802 0.61

Toripalimab group 211,082 154,281 0.77 0.16 983,320

Scenario Analysis 1: TH = 8 years

China

EC group 11,439 075

Toripalimab group 16,552 5113 092 0.17 29,403
us

EC group 57,395 0.62

Toripalimab group 213,703 156,308 0.79 0.17 931,041

Scenario Analysis 2

China
EC group 11,510 0.96
Toripalimab group 16,714 5,204 114 0.18 28,199
us

| EC group 57,561 0.96
Toripalimab group 214,484 156,923 114 0.18 850,350
Exploratory Analysis

China:DEC VS TEC

TEC group 16,714 0.93

DEC group 111,159 94,445 1.00 0.07 1,368,881
China:AEC VS TEC

TEC group 16,714 093

AEC group 82,674 65,960 0.96 0.04 1,808,957

US:DEC VS TEC

TEC group 214,484 0.79

DEC group 215910 1,426 0.90 0.11 12928
US:AEC VS TEC

TEC group 214,484 0.79

AEC group 226,134 11,650 0.88 0.09 125,496

QALYs, Quality-adjusted life years; ICER, Incremental cost-effectiveness ratio.
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Variable Baseline value Range Distributio Source

Cost (US$)

Toripalimab per 240mg 261.2 208.96~313.44 Gamma *
Durvalumab per 500mg 2,488.03 1,990.43~2,985.64 Gamma ¥
Atezolizumab per 1,200mg 4,511.69 3,609.35~5,414.03 Gamma ¥
Etoposide per 100mg 1955 1.07~61.9 Gamma *
Carboplatin per 100mg 7.59 7.1~12.63 Gamma ¥
Cisplatin per 30mg 2.78 2.63~3.85 Gamma ¥
Topotecan per 2mg 14.12 11.29~16.94 Gamma ¥
BSC per cycle 3456 276.48~414.72 Gamma (26)
Follow-up per cycle 164.73 131.79~197.68 Gamma (39)
Hospitalization per cycle 61.57 49.25~73.88 Gamma (39)
Decreased platelet count 1,505.92 1,204.74~1,807.1 Gamma (40)
Decreased WBC count 115.01 92.01~138.01 Gamma (40)
Anemia 138.75 111~166.5 Gamma (40)
Decreased neutrophil count 115.01 92.01~138.01 Gamma (40)
Hyponatremia 0.29 0.232~0.348 Gamma (41)
Febrile neutropenia 115.01 92.01~138.01 Gamma (40)

Incidence of ADRs in Toripalimab group

Decreased platelet count 24.8% 19.84%~29.76% Beta (14)
Decreased WBC count 38.7% 30.96%~46.44% Beta (14)
Anemia 30.6% 24.48%~36.72% Beta (14)
Decreased neutrophil count 74.3% 59.44%~89.16% Beta (14)
Hyponatremia 6.3% 5.04%~7.56% Beta (14)

Incidence of ADRs in EC group

Decreased platelet count 34.3% 27.44%~41.16% Beta (14)
Decreased WBC count 44.9% 35.92%~53.88% Beta (14)
Anemia 34.7% 27.76%~41.64% Beta (14)
Decreased neutrophil count 75% 60%~90% Beta 14)
Hyponatremia 6.5% 5.2%~7.8% Beta (14)

Incidence of ADRs in DEC group

Decreased platelet count 6% 4.8%~7.2% Beta (13)
Febrile neutropenia 6% 4.8%~7.2% Beta (13)
Anemia 9% 7.2%~10.8% Beta (13)
Decreased neutrophil count 24% 19.2%~28.8% Beta (13)

Incidence of ADRs in AEC group

Decreased platelet count 10% 8%-~12% Beta (29)
Decreased WBC count 5% 4%~6% Beta (29)
Anemia 14% 11.2%-~16.8% Beta (29)

Incidence of ADRs in AEC group

Decreased neutrophil count 23% 18.4%~27.6% Beta (29)
Utility value

PES 0.804 0.536~0.84 Beta (23)
PD 0.321 0.05~0.473 Beta (23)

Disutility value

Decreased platelet count 0.05 0.04~0.06 Beta (40)
Decreased WBC count 02 0.16~0.24 Beta (23)
Anemia 0.073 0.059~0.089 Beta (23)
Decreased neutrophil count 0.2 0.16~0.24 Beta (23)
Hyponatremia 0.09 0.072~0.108 Beta (41)
Febrile neutropenia 02 0.16~0.24 Beta (23)

Proportion of patients receiving second-line treatment

Toripalimab group 55.2% 44.16%~66.24% Beta (14)
EC group 69.4% 55.52%~83.28% Beta (14)
Others

Discount rate 5% 0~8% Beta (24)
Weight 65 52~78 Normal (19, 20)
Body surface area 172 1.376~2.064 Normal (19, 20)
Creatinine clearance 70 56~84 Normal (19, 20)

* refers to The Menet (https://www.menet.com.cn/).
BSC, Best supportive care; WBC, White blood cell; ADRs, Adverse reactions; PFS, Progression-free survival; PD, Progressive disease.
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Variable Baseline value Range Distributio Source
Cost (US$)

Toripalimab per 240mg 9,711.6 7,769.28~11,653.92 Gamma i
Durvalumab per 500mg 4,404.96 3,523.97~5,285.95 Gamma ¥
Atezolizumab per 1,200mg 11,756.14 9,404.91~14,107.37 Gamma ¥
Etoposide per 100mg 13.68 10.94~16.42 Gamma ¥
Carboplatin per 50mg 13.79 11.03~16.55 Gamma ¥
Cisplatin per 50mg 15.8 12.64~18.96 Gamma ¥
Topotecan per 4mg 80.17 64.14~96.2 Gamma *
BSC per cycle 1,447.79 1,158.23~1,737.35 Gamma (26)
Follow-up per cycle 241 192.8~289.2 Gamma (26)
Hospitalization per cycle 61.57 49.25~73.88 Gamma (39)
Decreased platelet count 13,105 10,484~15,726 Gamma (26)
Decreased WBC count 13,105 10,484~15,726 Gamma (26)
Anemia 7,941 6,352.8~9,529.2 Gamma (26)
Decreased neutrophil count 13,656 10,924.8~16,387.2 Gamma (26)
Hyponatremia 0.29 0.232~0.348 Gamma (41)
Febrile neutropenia 13,656 10,924.8~16,387.2 Gamma (26)
Incidence of ADRs in Toripalimab group

Decreased platelet count 24.8% 19.84%~29.76% Beta (14)
Decreased WBC count 38.7% 30.96%~46.44% Beta (14)
Anemia 30.6% 24.48%~36.72% Beta (14)
Decreased neutrophil count 74.3% 59.44%~89.16% Beta (14)
Hyponatremia 6.3% 5.04%~7.56% Beta (14)
Incidence of ADRs in EC group

Decreased platelet count 34.3% 27.44%~41.16% Beta (14)
Decreased WBC count 44.9% 35.92%~53.88% Beta (14)
Anemia 34.7% 27.76%~41.64% Beta (14)
Decreased neutrophil count 75% 60%~90% Beta (14)
Hyponatremia 6.5% 5.2%~7.8% Beta (14)
Incidence of ADRs in DEC group

Decreased platelet count 6% 4.8%~7.2% Beta (13)
Febrile neutropenia 6% 4.8%~7.2% Beta (13)
Anemia 9% 7.2%~10.8% Beta 13)
Decreased neutrophil count 24% 19.2%~28.8% Beta (13)
Incidence of ADRs in AEC group

Decreased platelet count 10% 8%~12% Beta (29)
Decreased WBC count 5% 4%~6% Beta (29)
Anemia 14% 11.2%~16.8% Beta (29)
Decreased neutrophil count 23% 18.4%~27.6% Beta (29)
Utility value

PFS 0.84 0.536~0.84 Beta (23)
PD 0.166 0.05~0.473 Beta (23)
Disutility value

Decreased platelet count 0.05 0.04~0.06 Beta (40)
Decreased WBC count 02 0.16~0.24 Beta (23)
Anemia 0.073 0.059~0.089 Beta (23)
Decreased neutrophil count 0.2 0.16~0.24 Beta (23)
Hyponatremia 0.09 0.072~0.108 Beta (41)
Febrile neutropenia 0.2 0.16~0.24 Beta (23)
Proportion of patients receiving second-line treatment

Toripalimab group 55.2% 44.16%~66.24% Beta (14)
EC group 69.4% 55.52%~83.28% Beta (14)
Others

Discount rate 3% 0~8% Beta (25)
Weight 65 52~78 Normal (21,22)
Body surface area 172 1.376~2.064 Normal (21,22)
Creatinine clearance 70 56~84 Normal (21,22)

* refers to The Drug. price guide (https://www.drugs.com/price-guide/).
BSC, Best supportive care; WBC, White blood cell; ADRs, Adverse reactions; PES, Progression-free survival; PD, Progressive discase.
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China
EC group 11,510 075
Toripalimab group 16,714 5204 093
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| EC group 57,561 0.62
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QALYs, Quality-adjusted life years; ICER, Incremental cost-effectiveness ratio.
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utitly value of the PFS stage
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Characteristics Pre-DIP payment Post-DIP payment Difference

(2021) (2023)
Female (%) 1,018 (45.30%) 1311 (45.71%) - 0794
Age (years) 6230 1138 6253+ 1119 - 0455
Hospitalization days 5.00 (3.00, 8.00) 5.00 (2,00, 8.00) - -
Medical service costs 340.00 (16675, 525.50) 44750 (199.38, 865.08) 3162% <0.001
Diagnostic costs 893.00 (549.50, 1800.50) 90075 (508.00, 1840.38) 087% 0.366
Treatment costs 186,10 (89.20, 320.35) 0.00(0.00, 123.78) ~100.00% <0.001
Western medicine costs 3082.57 (1504.26, 6189.44) 2591.12 (121899, 5176.36) ~15.94% <0.001
Traditional Chinese medicine costs 0.00 (000, 55.50) 0.00(0.00,0.00) - -
Blood products costs 0.00 (0.00, 0.00) 0.00(0.00,0.00) - -
Consumables costs 40.76 (0.00, 260.66) 68.12(29.01, 123.14) 67.14% <0.001
Other costs 126,00 (72.00, 227.13) 0.00 (0.0, 72.00) ~100.00% <0.001

Inpatient medical costs (Total costs) 5544.45 (3449.39, 8960.18) 5169.66 (3184.57, 7657.74) -6.76% <0.001
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