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Back d 794 patients were included and randomized in a 2:1 ratio to either nivolumab Sensitivity analysis
ac groun 240 = 532 laceb = 262). Patient ived nivol b : :
240mg  (n = ) or placebo (n = ). Patients received nivoluma DSA and PSA were performed to assess input parameters’ impact on model
Esophageal carcinoma [EC] is a malignant tumor of the esophagus accounting intravenously over 30 minutes every 2 weeks for 16 weeks, followed by 480mg outcomes and uncertainty in incremental cost, health effects, and cost-utility.
for approximately 1% of all malignant cancers and about 2% of all cancer- infused over 30 minutes every 4 weeks, starting at week 17 [4]. Figure 4 shows DSA results.
related deaths in Austria [1, 2]. The gastroesophageal junction [GEJC], which , , L , . . .
connects the throat and the stomach, is also a potential carcinoma site [1]. DFS was the primary efficacy endpoint in CheckMate 577 and defined as the Figure 4. DSA: nivolumab versus observation
time-to-recurrence [TTR] or death from any cause, whichever occurred first
More than 50% of patients with EC are over 65 at the time of diagnosis and the [4]. TTR was defined as the time between the date of randomization and the €28248 €28348 €28448 €28548 €28648 €28748
disease appears  more often in-men than in women [2]. Though ~age- time of local, regional or distant recurrence from the primary resected site. Utility pre-recurrence (monthly) 2o
standardized disease rates remain constant, the shift towards ageing societies TTR avoids double-counting of deaths and has been used to estimate the
has led the number of new cases and disease-related deaths to increase [2]. transition from pre-recurrence to post-recurrence in the model. Cost of terminal care S8
Few symptoms of both cancer types in early disease stages (stage | or Il) often : : : Cost of subsequent treatment surveillance €28711
: : L . . Kaplan-Meier [KM] curves of TTR for nivolumab and observation were
lead to late diagnosis (at stage Il or IV) which is associated with a poor ) ) SR . :
orognosis [2, 3] S ( S ) P extrapolated over a period of 360 months using Gamma distributions (Figure Cost of subsequent treatment Nivo R
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The aim of this analysis was to evaluate the cost-effectiveness of adjuvant Figure 2. Observed and extrapolated TTR (Gamma models) Utility post-recurrence (monthly) €28499 I€28 >38
nivolumab versus observation in adult patients with stage Il/1ll EC or GEJC with ) Cost disease management post-recurrence €28 504I €28 533
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A discrete-time three-state Markov cohort model was adapted to the Austrian 03
context. Clinical data stems from the phase 3 CheckMate 577 trial [4]. 0,2 Monte Carlo PSA results of 1,000 second-order simulations plotting incremental
Resource utilization was identified by clinical experts and direct cost (2024 €) 0,1 cost versus incremental effects are depicted in Figure 5.
from an Austrian payers’ perspective were taken from published sources (Table 0 T ————————————
1) TR R C ISR PRARNNRNRRRARARARRARS Figure 5. Cost-effectiveness plane: nivolumab versus observation
Time (Months)
Cost were discounted at 5%, while quality-adjusted life years [QALYs] and life- —KM Nivolumab ~ —Nivolumab (Gamma)  —KM Observation ~ ——Observation (Gamma) 80000,00
years [LYs] were discounted at 3% annually. A willingness-to-pay [WTP] 70 000,00
threshold of 40,000€ per QALY gained was applied. Both deterministic and Utilities 000000
probabilistic sensitivity analyses were performed to assess input parameters’ CheckMate 577 collected patient reported outcomes using the EQ-5D-3L . '
impact on model outcomes and to address uncertainty in incremental cost, instrument [4]. g 50 000,00
health effects, and cost-utility. 000000
. . . . Mean EQ-5D values for each health state of the economic model (i.e. pre- £ '
The economic analysis was performed in accordance with the “ISPOR Good recurrence and post-recurrence) were based on the overall CheckMate 577 5 30 000,00
Re.sear.ch Practices Task Fgrce Repprt” guidelines [5] and the Austrian population using the EQ-5D index score [4]. 20.000,00
guidelines for health economic evaluation [6].
Table 1. Methods Utility decrements due to adverse events [AE] were pased oop Ngfees et al. 10 000,00
(2008) [8]. Only grade 3 and 4 treatment-related AEs with >5% incidence were 0.00
Parameters odel settings included in the analySiS. ’ 2,15 2,17 2,19 2,21 2,23 2,25 2,27 2,29
. . . Incremental QALY
AFiult patients w1th stage Il/1ll EC or GEJC who have re§1dual Resource use & costs
disease after neoadJuvant CRT followed by Complete resection: ) ) ) ) o Probabilistic ICUR Probabilistic mean = Deterministic mean
Population . Mean age: 60.50 years Direct cost components comprise treatment cost,. monitoring cost,
P e Mean boqy surface: 1.85m2 recurrence-free disease-related cost, post-rgcurrence disease-related cost, The cost-effectiveness acceptability curve [CEAC] shows that, at a WTP
y g/\ean wqghft: 71l-25|1<% 00 AE cost, subsequent treatment cost, and terminal care cost. threshold of 40,000€/QALY, nivolumab was cost-effective versus observation in
* Proportion female: 15.00% 9 : : :
: : : : Treatment costs are based on Austrian ex-factory prices and reimbursement about 100% of simulations (Figure 6).
Adjuvant treatment with nivolumab for a maximum of 52 ) for 2024 19 . . .
Intervention weeks (240mg IV Q2W or 480mg IV Q4W each over 30 minutes prices tor [9]. Figure 6. CEAC: nivolumab versus observation

in the first 16 weeks, tollowing 480mg IV Q4W each over 30 The model also included AE costs with a severity grade of 3 or 4 and an

minutes / Doses: QZW: 8 or Q4W: 4, following Q4W: 9) incidence of at least 5%. Safety data were taken directly from the CheckMate
Comparator Observation 577 trial [4].
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Model type Discrete-time Markov cohort model with 3-health states lifetime cost of 13,724€ for observation. Incremental cost of adjuvant 30% !
Perspective Healthcare perspective nivolumab in adult patients with stage II/1ll carcinoma of the esophagus or 20% !
He.a.lt.h state Based on EQ-5D-3L data from Checkmate 577 gas’Froesophageal jqnction and residual. dis:ease after neoadjuvant ghemo- 10% j \
utilities radiotherapy following complete resection in Austria versus observation are 0% VN e e e e e e e e e e e e e e e -
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Time horizon Lifetime (30 years) Treatment costs for nivolumab are the most notable cause of cost differences CooT T o oo m
Cycle length 1 month between the two alternatives, whilst terminal care costs and subsequent WTP threshold
. 5% for cost treatment costs are higher for observation. Other cost components make a — —Observation  ——Nivolumab

Discount rate 3% for LYs & QALYs minor contribution to overall cost differences (Figure 3; Table 2). D .
Sensitivity Deterministic sensitivity analysis [DSA] ]SCUSS]On

Figure 3. Direct cost components and total cost

analysis * Probabilistic sensitivity analysis [PSA] Results from CheckMate 577 indicate that adjuvant treatment with nivolumab in
Model structure adult patients with stage IlI/lll EC or GEJC who have residual disease after
. . | Observation 13,724€ neoadjuvant CRT followed by complete resection leads to significantly longer

A discrete-time Markov cohort model with 3-health states (pre-recurrence, DFS compared to observation. Improving DFS also increases life expectancy and

post-recurrence, and death) was adapted to the Austrian context using a QALYs. In addition, adjuvant therapy may reduce future healthcare spending by

lifetime horizon (30 years) and a cycle length of one month (Figure 1). _ avoiding or at least suspending potential recurrence to an active disease state.
Nivolumab 77’877€ . . . . . .

All patients entered the model in the pre-recurrence state, and per cycle, they The Dbenefits of adjuvant therapy using nivolumab in terms of DFS, life

entered the models’ death state. Cost and QALYs in alive-states were then €0 €10000 €20000 €30000 €40000 €50000 €60000 €70000 €80 000 such as prodgctmty loss, work loss or need for .long-term care. Further rgsearch
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of adjuvant therapy using nivolumab from an Austrian societal perspective.

Pre-recurrence to post-recurrence transition was informed by extrapolating In the pre-recurrence state, adjuvant therapy leads to a considerable QALY

observed data from disease-free survival [DFS] for nivolumab and observation gain of 6.07, whilst observation is associated with 3.71 QALYs. Also taking C lusi

from CheckMate 577 [4]. Transition from post-recurrence to death was QALYs in the post-recurrence state into account, this results in a total QALY onctusion

modelled independent of treatment using real-world registry data matched to gain of 6.38 for nivolumab whilst observation leads to total QALYs of 4.14. : : : : : :

the CheckMate 577 population based on tumor staging, neoadjuvant therapy The incremental QALY gain of nivolumab versus observation is therefore 2.25. éﬁf: Vﬁgset hfer;%i:{]tzige“;zleun;?fe;n :s:;; %?/t;ﬁ?tsc\g-:-thfgtfogxelél”ll ECC;);]GE(E

and surgery, resection status, and patients with residual pathological disease. , L. ) Qacjuva ) . y comp

Transition from pre-recurrence to death was based on general population Incremental costs of 64,153€ and incremental QALYs of 2.25 lead to an ICUR resection is a cost-effective therapy in Austria, which significantly improves
of 28,519€ for nivolumab versus observation. DFS compared to observation.

mortality in accordance with Austrian national life tables [7].
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