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Zolbetuximab, the first monoclonal antibody targeting Claudin 18.2, was approved for advanced gastric or gastroesophageal junction adenocarcinoma (G/GEJ) by Japan’s 
Ministry of Health, Labour and Welfare (MHLW) based on the GLOW and SPOTLIGHT trials.

The value of add-on zolbetuximab to chemotherapy (either mFOLFOX or CAPOX) has been a subject of debate due to its high treatment cost with limited treatment benefits. 

There is currently no cost-effectiveness analysis (CEA) comparing zolebetuximab with chemotherapy (mFOLFOX or CAPOX) versus chemotherapy alone from the 
perspective of Taiwan's National Health Insurance Administration (NHIA)

Background

To evaluate the cost-effectiveness of adding zolbetuximab to chemotherapy (CAPOX or mFOLFOX) versus chemotherapy alone from Taiwan NHIA’s perspective.

To conduct price reduction scenarios and provide value-based pricing for National Health Insurance (NHI) reimbursement if the results are not cost-effective.

Objective

Methods

Population Patients with CLDN18.2-positive, HER2-negative, untreated locally 
advanced unresectable or metastatic G/GEJ cancer

Intervention A combination of zolbetuximab and chemotherapy
Comparator Chemotherapy alone (1: CAPOX, 2: mFOLFOX)
Cost Zolbetuximab cost (NT$11,990 per 100 mg per m2), medication cost 

of chemotherapy, adverse events cost, and nonmedication cost 
estimated from NHIRD data

Outcome Total cost, Quality-adjusted life-years (QALYs)
CEA outcome Incremental cost-effectiveness ratio (ICER) and incremental net 

monetary benefit (INMB)
Study design 3-state partitioned survival model:

progression-free (PF), post-progression (PP), and death
Perspective NHIA, Taiwan
Time horizon 10 years
Discount rate 3% per year to costs and outcomes
Willingness-to-pay 3 times the GDP per capita in 2023 (NT$3,023,055)
Sensitivity analysis  Deterministic sensitivity analysis (DSA)

 Probabilistic sensitivity analysis (PSA)
 Value of information analysis 

Scenario analysis  Considering life-years as effectiveness 
Gradual price reduction of zolbetuximab 
 Extending time on treatment
 Applying an NHI conversion factor to non-medication costs
 Different adverse events incurred duration and time horizon 

Parameter source  The efficacy data and time on treatment were derived from the 
GLOW and SPOTLIGHT trials.

 Zolbetuximab cost were from Japan MHLW. 
 The utility data were derived from previous literature.

Sensitivity analysis results

Adding zolbetuximab was cost-effective compared with CAPOX alone for advanced G/GEJ with CLDN18.2-positive and HER2-negative from Taiwan NHIA’s perspective.

Zolbetuximab requires a 50% price reduction (NT$5,995/100mg/m2) to become cost-effective when compared with using mFOLFOX alone.

Figure 3. Cost-effectiveness  acceptability curve:
(a) Zolbetuximab+CAPOX vs. CAPOX, (b) Zolbetuximab+mFOLFOX vs. mFOLFOX
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Zolbetuximab demonstrated a 55.7% or 26.7% probability of achieving cost-
effectiveness when adding zolbetuximab to CAPOX or mFOLFOX (Fig. 3).

The DSA showed (Fig. 1) that the utility of PF and PP states, the treatment 
duration of zolbetuximab, and the cost of zolbetuximab, were the most 
influential factors of uncertainty in both comparator analyses.

Conclusions

The analytical framework and parameters of this decision model are listed below:
Table 1. Analytical framework and model inputs of base case

Scenario analysis results
A 50% discount on zolbetuximab yielded a positive INMB of NT$35,893, making it cost-effective compared to mFOLFOX.

Extending the treatment duration of zolbetuximab led to a doubling of its ICERs compared to both comparators, rendering it cost-ineffective.

Adding zolbetuximab to CAPOX was not cost-effective in scenarios with AEs incurred every cycle and a 5-year time horizon.
Table 3 Scenario analysis results

Adding zolbetuximab to CAPOX gained 0.38 QALYs at an incremental cost of 
NT$1,109,392, with a cost-effective ICER of NT$2,940,727 per QALY. In contrast, 
adding zolbetuximab to mFOLFOX gained 0.42 QALYs at NT$1,705,641, with a non-
cost-effective ICER of NT$4,024,348 per QALY.

Base-case results

Table 2. Base-case results
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Figure 1. Results of DSA: 
(a) Zolbetuximab+CAPOX vs. CAPOX, (b) Zolbetuximab+mFOLFOX vs. mFOLFOX

Figure 2. 1,000 simulation results on the cost-effectiveness plane: 
(a) Zolbetuximab+CAPOX vs. CAPOX, (b) Zolbetuximab+mFOLFOX vs. mFOLFOX

Zolbetuximab yielded higher effectiveness at higher costs (Fig. 2).
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