A COST-EFFECTIVENESS ANALYSIS OF ATEZOLIZUMAB AS ADJUVANT
TREATMENT FOLLOWING COMPLETE RESECTION AND PLATINUM-BASED
CHEMOTHERAPY IN ADULT PATIENTS WITH EARLY-STAGE NON-SMALL
CELL LUNG CANCER WITH A HIGH RISK OF RECURRENCE
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Objective: Costs:

. To assess the cost-effectiveness of atezolizumab as adjuvant treatment, compared to best supportive care (BSC), . Portuguese-specific disease management resource use was based on a panel of experts and on Portuguese 2018 DRG
following complete resection and platinum-based chemotherapy in adult patients with early-stage non-small cell lung microdata (ACSS, 2018). Resources were valued according to national legislation (Portaria n® 207/2017) and official
cancer (NSCLC) with a high risk of recurrence, whose tumours have programmed death-ligand 1 (PD-L1) expression national drug cost databases (Infomed and ACSS Catalog).

250%, excluding epidermal growth factor receptor mutant or anaplastic lymphoma kinase-positive NSCLC. . The average weekly follow-up cost per health state is presented below:

Table 3. Estimated average monthly costs (€).

Methods: Health state Treatment cost Follow-up care

DFS 40
Effectiveness Model: On treatment 2916 134
(during six months) ’
Palliative care
(during six months) 3,467 1,551
or off treatment

. A Markov model, developed by Roche (Global Access — HTA Evidence Group) was used to estimate patients’ pathway LR
through five mutually exclusive health states: disease-free survival (DFS), locoregional recurrence (LR), metastatic
recurrence — first line (1LM), metastatic recurrence — second line (2LM), and death (Figure 1).

. Costs, life years (LYs) and quality-adjusted life years (QALYs) were estimated for both arms.
, , , S , , , On treatment 5,545 623
. The analysis was conducted from the National Health Service perspective, incorporating direct medical costs. A 1LM Off treatment ) 1568
lifetime horizon aqd a 4% discount rate for both costs and effects are assumed. The model applies monthly cycles with LM On treatment 174 1:313
half-cycle correction. Off treatment ) 1,568

DFS, disease-free survival; LR, locoregional recurrence; 1LM, metastatic recurrence —first line; 2LM, metastatic recurrence — second line.

Figure 1. Markov model.

Locoregional Recurrence Figure 2. Modelled DFS curves.
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E— telwma B Atesolamabus8SC
Cost per LY (€) 5.212
Cost per QALY (€) 7.139
o/ | LY 9.96 71.71 2.25
Disease-free survival 9.24 6.61 2.63
Clinical Data: Locoregionalrecurrence 0.33 0.32 0.01
. The model uses data from IMpowerO10 for DFS. The IMpower0O10 is a randomized, phase Ill clinical trial, evaluating Metastatic recurrence — 1st line 0.28 0.54 -0.27
atezolizumab versus best supportive care (BSC) following complete resection and adjuvant platinum-based Metastatic recurrence — 2nd line 0.12 0.24 -0.12
chemotherapy in stage PD-L1 >50%, Stage II-IllA, excl. EGFR and ALK+, NSCLC population. QALYs 6.95 5.30 1.64
. Parametric functions were chosen to extrapolate DFS according to goodness-of-fit criteria (AIC and BIC) and clinical Disease-free survival 6.51 4.64 1.87
plausibility. The following hypothesis were assumed: MetI;Ofc::triingg: alrlrreenccuer r_ef|1 Cte line 8%3 8%? %qll
- According to the literature [1], [2], the proportion of patients at risk of progression decreases linearly Meta:tatic recjrrence_zsd line 0'07 0'13 _0'07
overtime, reaching a minimum of 8.5% at the end of the fifth year. Costs (€) 61;274 49;543 11"732
- For patients not at risk of progression, it is assumed a 1.25 mortality ratio, to account for an excess Disease-free survival 35.549 1,963 33.586
mortality versus general population. Locoregional recurrence 2,994 2,918 75
- Itis assumed the atezolizumab treatment effect lasts only 5 years. Metastatic recurrence — 1st line 20,079 39,572 -19,493
. As there is no hazard proportionality, separate functions were estimated for each arm. The lognormal was chosen, Metastatic recurrence — 2nd line 2276 4435 -2159
considering goodness-of-fit for both arms. End of life 378 655 -277

. Transitions from other health states are based on the literature:

- Locoregional recurrence (LR)
= For patients on curative treatment, the model uses data from [3], that followed patients who experienced

BSC, best supportive care; LY, life years; QALY, quality-adjusted life years.

locoregional recurrence after surgery for stages |-l NSCLC, and who were treated with S itivity Analvsi Figure 3. Incremental cost-effectiveness plane.
chemoradiotherapy or radiotherapy. The proportion of fatal events was based on [4]. enS|t|V|ty na yS|S o

= For patients on palliative treatment, the model uses data from [5], that followed patients who had om0 |
locoregional recurrence after radiotherapy for stages |-V NSCLC, and who were re-treated with either
palliative or curative radiotherapy. . Deterministic sensitivity analyses showed R

- Metastatic recurrence — first line (1LM) that the results were robust to most f:f

« For patients on curative treatment, the model sources data from IMpower150, a trial that compared hypotheses and estimates, except the 730 | u | | | DT | |
atezolizumab in combination with carboplatin and paclitaxel with or without bevacizumab to carboplatin, ones related to duration of treatment § o A TR
paclitaxel and bevacizumab in patients with stage IV non-squamous NSCLC [6]. The proportion of patients offect  with  atezolizumab and 1LM o
on each type o.f treatment was based on a panel of Portuguese clinical experts. | | treatment costs. Nevertheless, cost per

= For patients with no treatment, the model uses data from [7], who followed patients who had metastatic . . .

QALY is inferior to 12 thousand euros in all

-30,000 -

recurrence after surgery for stages I-lll NSCLC.
- Metastatic recurrence — second line (2LM)

I |
evaluated scenarios. Incremental QALY

Figure 4. Cost-effectiveness acceptability curve.

« For patients on curative treatment, the model relies on data from the OAK trial, that included patients with . Probabilistic sensitivity analysis also shows
locally advanced or metastatic NSCLC who had failed platinum containing therapy [8]. According to the that results are robust (figures 3 and 4), (T
experts panel, data from docetaxel arm were considered appropriate. with atezolizumab being dominant in more :Z:

« For patients with no treatment, the model assumes the probabilities estimated for 1LM. than 5% of the simulations and cost 70;_

effective in 96% of the simulations when a
willingness to pay of 30 thousand euros is

60% - /

Table 1. Summary of monthly transition probabilities based on the literature.

50% /

Probability of being cost-effective

Health state Probability Proportion of fatal events assumed wi| )
On treatment 0.036 23% w{
LR Palliative care or 0% { [/
0.136 100%
off treatment “
1 L M O n treatm e nt 0-055 2 1 % v 0 10,I000 ZO,IOOO 30,I000 4O,IOOO 50,;)00 60,;)00 70,I000 BO,IOOO
Off treatment 0.231 100% Willingness to pay (€]
LM On treatment 0.072 100%
Off treatment 0.231 100%
Utilities: Conclusions: Acknowledgments:
. As patient reported outcomes were not collected during IMpowerQ10, utility scores are based on the literature and on « This study was funded by Roche Farmacéutica Quimica, Lda.
IMpower150. The use of this trial allowed estimating EQ-5D-3L scores with Portuguese tariffs for 1LM and 2LM patients . Treatment with atezolizumab allows for an increase of LY Funding was independent of the study outcomes.
’ . e acknowledge Administracao Central do Sistema de Saude,
on curgtwe treatment. For other health s.tates, utility scores are dgnved from the literature and further adjusted using and QALY compared to BSC with an ICER that s usually We acknowledge Ad i Central do Sist de Saude. P
the ratio between the scores obtained using Portuguese and UK tariffs on IMpower 150. considered cost-effective in the Portuguese setting. (ACSS) for providing access to the Hospital Morbidity Database
in 2018 (the national diagnostic-related-group database).
Table 2. Utility scores per health state.
Health state Without adjustment =~ With adjustment | Source |
DFS 0.76 0.65 [9]
On treatment 0.73 0.62 [10] References:
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0-62 0-53 [1 1 ] “Ultra-late recurrence of non-small cell lung cancer over 10 years after curative resection.,” Cancer Manag. Res., vol. 11, pp. 6765—6774, 2019, doi: 10.2147/CMAR.S213553. [3] S. Nakamichi et al., “Comparison of Radiotherapy and Chemoradiotherapy for
Off treatm e nt Locoregional Recurrence of Non-small-cell Lung Cancer Developing After Surgery.,” Clin. Lung Cancer, vol. 18, no. 6, pp. e441-e448, Nov. 2017, doi: 10.1016/j.cllc.2017.05.005. [4] NICE, “Durvalumab for maintenance treatment of unresectable non-small cell lung
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Off t reatm e nt 0'6 2 0'53 -’I 1 o comsrbidity on treatn:Jent of non-small cell lung cancerprecurl:ence foIIowingg completeqresection: A nationally repfesentative cohort stzdy.,” Lung Cancer, vol. 102, pp. 108—117,pDec. 2016, doi: 1?).1016/j.|ungcan.2016.11.002. [8] Nationalglnstitute ofrl)-|ealth (55), “A
study of Atezolizumab compared with Docetaxel in participants with locally advanced or metastatic non-small cell lung cancer who have failed platinum-containing therapy (OAK).” 2019, [Online]. Available: https://clinicaltrials.gov/ct2/show/NCT02008227. [9] R. W.
2 L M O n treatm e nt 0'6 9 0'5 7 I M powe r 1 50 Jangyet al., “Derivation of uzility values from Europer;n OrZanization for R!search and Treatment of Cancer Quality oi Life-Core 30 questionna?re values in lung cincer.,’l’oz. Thorac. Oncol. Off. Publ. Int. Assoc.pStudy Lung Cancir, vol. 5, no. 12, pp. 1953-1957, Dec.
Off treatm e nt 0.6 2 0.53 -1 1 1 2010, doi: 10.1097/jto.0b013e3181f77a6a. [10] C. Chouaid et al., “Health-related quality of life and utility in patients with advanced non-small-cell lung cancer: a prospective cross-sectional patient survey in a real-world setting.,” J. Thorac. Oncol. Off. Publ. Int.

Assoc. Study Lung Cancer, vol. 8, no. 8, pp. 997-1003, Aug. 2013, doi: 10.1097/JT0.0b013e318299243b. [11] W. B. van den Hout, G. W. P. M. Kramer, E. M. Noordijk, and J.-W. H. Leer, “Cost-utility analysis of short- versus long-course palliative radiotherapy in
DFS, disease-free survival; LR, locoregional recurrence; 1LM, metastatic recurrence — first line; 2LM, metastatic recurrence — second line patients with non-small-cell lung cancer.,” J. Natl. Cancer Inst., vol. 98, no. 24, pp. 1786-1794, Dec. 2006, doi: 10.1093/jnci/djj496.


https://www.nice.org.uk/guidance/ta578/documents/committee-papers
https://clinicaltrials.gov/ct2/show/NCT02366143
https://clinicaltrials.gov/ct2/show/NCT02008227

	Slide 1

