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Clinical comprehensive evaluation of treatment strategies for EGFR-TKIs
resistant advanced non-small cell lung cancer
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Abstract: Objective To perform a comprehensive clinical evaluation of subsequent treatment regimens for patients with EGFR-
mutant advanced non-small cell lung cancer who experience extensive disease progression following resistance to targeted therapy,
with undefined resistance mechanisms, aiming to provide objective and quantitative evidence-based support for hospital formulary
selection and individualized therapeutic decision-making. Methods Relevant evidence was systematically collected for four
regimens: sintilimab plus bevacizumab and chemotherapy, ivonescimab plus chemotherapy, amivantamab plus chemotherapy, and
sacituzumab tirumotecan monotherapy. Based on the Chinese Rapid Guideline for Drug Evaluation and Selection in Medical
Institutions (Third Edition), these regimens were quantitatively scored and comprehensively assessed across five domains: efficacy,
safety, pharmaceutical characteristics, economy, and other attributes. Results The overall comprehensive scores ranged from 67.7 to
75.8. In descending order: sacituzumab tirumotecan (75.8), ivonescimab plus chemotherapy (74.2), sintilimab plus bevacizumab and
chemotherapy (72.4), and amivantamab plus chemotherapy (67.7). Sacituzumab tirumotecan achieved the highest scores in efficacy
and economy; ivonescimab plus chemotherapy performed best in safety and pharmaceutical characteristics; Sacituzumab tirumotecan
and sintilimab plus bevacizumab and chemotherapy are tied for the highest score in other attributesand. Conclusion All four treatment

strategies for advanced NSCLC following resistance to EGFR tyrosine kinase inhibitors (TKIs) demonstrate favorable clinical value.
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Among them, sacituzumab tirumotecan attained the highest comprehensive score and may be prioritized for inclusion in institutional

drug selection and formulary optimization. However, constrained by indirect comparison and subjective weighting in the evaluation

framework, this analysis excludes investigational unapproved agents and subgroup analyses based on patient comorbidities;

accordingly, cautious extrapolation of the findings is warranted.
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Table 2 Pharmacokinetic parameters and scores of four evaluated drugs

LIRS HBEER s/ Cmad(ugmL™')  Racss  Vss/L  nip/d  CLAL-d7Y) N PN
(G R IR L iv 15 — 2.00 4.71 2030  0.2900 3
RN K iv 15 486 1.29 4.79 977 03550 4
B Z 5 iv 13 — 1.90 5.00 1400  0.2600 3
ST iv 10 — 0 4.79 343 0.0016 3

tss-IBFRASITA]; Roc o Fa S BRL Ves-TaB D ABR: 61012 W]; CLIGRRE.

tss - time to steady-state; R, -steady-state accumulation ratio; Vss- steady-state volume of distribution; #,,- half-life; CL -clearance.
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Table 3 Pharmaceutics evaluation, method of administration, storage conditions, validity-period score of four evaluated drugs
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Table 4 Economic evaluation of four treatment regimens
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Table 5 Other attributes scores of four evaluated drugs

LR ORI ALY R SR AT 24 A=l i AV
{E 1R B 1.5 0 0 1 1 0 3.5
UL 1.5 0 0 1 0 0 25
W% 0 0 0 1 1 1 3.0
ST 1.5 0 0 1 1 0 3.5
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Table 6 Comprehensive clinical score of four treatment regimens
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