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Supplementary

Table S1 AIC/BIC status for different distributions in various trials

Distribution
Entrectinib Pemetrexed Docetaxel BSC

AIC BIC AIC BIC AIC BIC AIC BIC

Exponential 213.7* 215.6* 1,291.2 1,295.0 278.9 280.9 247.3 249.2

Gamma 215.5 219.5 1,117.4 1,125.1 274.5* 278.5* 241.2 245.0

Gengamma 216.2 222.1 1,073.0* 1,084.6* 276.5 282.5 236.9 242.5

Gompertz 215.2 219.1 1,213.9 1,221.7 279.0 283.1 249.3 253.0

Weibull 215.5 219.4 1,150.0 1,157.8 275.2 279.2 244.6 248.4

Log-logistic 216.8 220.8 1,104.4 1,112.2 278.3 282.3 232.5* 236.3*

Log-normal 217.4 221.4 1,092.5 1,100.3 281.1 285.1 235.1 238.9

*, the minimum values for AIC and BIC. AIC, Akaike information criteria; BIC, Bayesian information criteria; BSC, best supportive care. 

Figure S1 The fitting of parametric distributions in various trials (A) entrectinib, (B) pemetrexed, (C) docetaxel, (D) best 
supportive care.
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Table S2 Background mortality rate

Age, years Background mortality rate

26 0.000968

27 0.000994

28 0.001024

29 0.001058

30 0.001095

31 0.001132

32 0.001171

33 0.001213

34 0.00126

35 0.001319

36 0.001389

37 0.001467

38 0.00155

39 0.001639

40 0.001743

41 0.001864

42 0.002001

43 0.002159

44 0.002345

45 0.002547

46 0.002778

47 0.003059

48 0.003391

49 0.003753

50 0.004118

51 0.004484

52 0.004874

53 0.005302

54 0.005771

55 0.006274

56 0.006793

57 0.007321

58 0.007854

59 0.008403

60 0.008999

61 0.009652

62 0.010341

63 0.011056

Table S2 (continued)

Table S2 (continued)

Age, years Background mortality rate

64 0.011804

65 0.012598

66 0.013484

67 0.014501

68 0.015701

69 0.017146

70 0.018855

71 0.020762

72 0.022816

73 0.02501

74 0.027353

75 0.029897

76 0.03287

77 0.036315

78 0.040253

79 0.044908

80 0.049974

81 0.055475

82 0.061509

83 0.068675

84 0.076701

85 0.085469

86 0.095935

87 0.107533

88 0.120347

89 0.134457

90 0.149939

91 0.166861

92 0.185276

93 0.205223

94 0.226719

95 0.24976

96 0.274312

97 0.300311

98 0.327661

99 0.356235

100+ 1
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Table S3 Model parameters and distributions

Variable Baseline value (reference)
Range

Distribution
Minimum Maximum

Exponential PFS survival model with entrectinib Rate = 0.0394371 – – –

Gengamma PFS survival model with pemetrexed mu = 1.825; sigma = 0.500; Q = −0.853 – – –

Gamma PFS survival model with docetaxel Shape = 1.597; Scale = 0.350 – – –

Log-logistic PFS survival model with BSC Shape = 2.258; Scale = 4.731 – – –

Grade ≥3 AEs incidence in entrectinib therapy

Weight increase 0.07 (12) 0.056 0.084 Beta

Neutropenia 0.04 (12) 0.032 0.048 Beta

Grade ≥3 AEs incidence in pemetrexed+cisplatin chemotherapy

Anemia 0.04 (17) 0.032 0.048 Beta

Neutropenia 0.04 (17) 0.032 0.048 Beta

Fatigue 0.04 (17) 0.032 0.048 Beta

Grade ≥3 AEs incidence in docetaxel chemotherapy

Neutropenia 0.455 (18) 0.364 0.546 Beta

Febrile neutropenia 0.073 (18) 0.0584 0.0876 Beta

Anemia 0.073 (18) 0.0584 0.0876 Beta

Asthenia 0.055 (18) 0.044 0.066 Beta

Utility

Progression-free disease 0.71 (33) 0.568 0.852 Beta

Progressed disease after first-line 0.67 (33) 0.536 0.804 Beta

Progressed disease after second-line 0.59 (33) 0.472 0.708 Beta

Progressed disease after third-line 0.46 (33) 0.368 0.552 Beta

AEs disutility

Anemia 0.073 (35) 0.0584 0.0876 Beta

Neutropenia 0.09 (34) 0.072 0.108 Beta

Febrile neutropenia 0.09 (34) 0.072 0.108 Beta

Fatigue 0.074 (34) 0.0592 0.0888 Beta

Asthenia 0.074 (34) 0.0592 0.0888 Beta

Drug cost, US$

Entrectinib/200 mg 223.44 (14) 178.75 268.13 Gamma

Pemetrexed/10 mg 9.157 (28) 7.3256 10.9884 Gamma

Cisplatin/10 mg 1.687 (28) 1.3496 2.0244 Gamma

Docetaxel/1 mg 0.455 (28) 0.364 0.546 Gamma

AEs cost, US$

Anemia 23,184.11 (30) 18,547.288 27,820.932 Gamma

Neutropenia 19,660.72 (30) 15,728.576 23,592.864 Gamma

Febrile neutropenia 19,660.72 (30) 15,728.576 23,592.864 Gamma

Fatigue 0 0 0 Gamma

Asthenia 0 0 0 Gamma

Administration cost per cycle 155.09 (29) 124.072 186.108 Gamma

Tumor imaging cost per cycle 249.48 (20) 199.584 299.376 Gamma

Laboratory testing cost per cycle 340.20 (20) 272.16 408.24 Gamma

End-of-life care cost in end-stage disease 10,187.64 (31) 8,150.112 12,225.168 Gamma

Physician visit cost per cycle 160.20 (29) 128.16 192.24 Gamma

BSC per cycle 481.57 (31) 385.256 577.884 Gamma

Patients’ weight, kg 70 (20) 56 84 Normal

Patients’ body surface area, m2 1.82 (26) 1.456 2.184 Normal

Discount rate (%) 3 (26) 0 5 Fixed in PSA

PFS, progression-free survival; BSC, best supportive care; AEs, adverse effects; PSA, probability sensitivity analyses.
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Table S4 The differences in median PFS between clinical trials and the estimated model

Treatment
Median progression-free survival, months

Model Clinical trials Difference

Entrectinib 18.99 19.0 0.01

Pemetrexed 6.92 6.90 0.02

Docetaxel 3.90 3.90 0

BSC 4.63 4.60 0.03

BSC, best supportive care.


