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Introdu ction Figure 1. Selected extrapolated OS curves for PDC, NIVO + IPI and other Resu ltS
immunotherapies (adjusted for general population mortality)

e Lung cancer is the leading cause of cancer mortality worldwide, accounting for 18% of all 100% Base case analysis
cancer-related deaths' 2 —NIVO + IPI parametric basecase OS e Results of the base case analysis are shown in Table 4
e Non-small cell lung cancer (NSCLC) is the most common type of lung cancer.? Patients with 90%
y —PDC OS e The total cost of NIVO + IPI was PEN 359,065, and the number of LYs and QALYs was 3.17 and
NSCLC often present with advanced disease,'-3 which is associated with a 5-year survival rate of 30% 2.57, respectively
just 9%* PEMBRO + PLAT + PEMX FPNMA OS ’ . . .
_ . 70% e Treatment with NIVO + IPIl was associated with:
e Recently, however, immunotherapy-based therapies have begun to change the treatment — —PEMBRO + PLAT + TAX FPNMA 0OS — Higher LYs/QALYs and higher costs versus PDC
landscape for NSCLC? 2 60% ——ATEZO + BEVA + PLAT + TAX FPNMA OS _ Hicher LYs/OALYs and | o domi PEMBRO + PLAT + PEMX
e Nivolumab (NIVO) and ipilimumab (IPl) are immunotherapy agents with distinct but = 50% igher LYs/QALYs and lower costs (ie, dominant) versus ¥ *
complementary mechanisms of action.> In combination, NIVO + IPI-based regimens have = — Higher LYs/QALYs and lower costs (ie, dominant) versus PEMBRO + PLAT + TAX
improved long-term survival outcomes versus comparators for patients with a variety of g 40% — Higher LYs/QALYs and lower costs (ie, dominant) versus ATEZO + BEVA + PLAT + TAX
advanced solid tumours®8 =
O 30% e Disaggregated and total cost outcomes for all comparators are presented in Table 5
e In the randomised, phase 3 CheckMate 227 Part 1 trial, first-line (1L) therapy with NIVO + IPI
demonstrated long-term, durable overall survival (OS) benefit when compared with platinum- 20%
doublet chemotherapy (PDC) in patients with advanced NSCLC, regardless of tumour 10% . .
— NIVO + IPl is approved in the United States (US) as a chemotherapy-free 1L treatment for ICER,P
adults with metastatic NSCLC (without EGFR/ALK tumour aberrations) expressing tumour PD- 0 >0 100 150 200 250 300 reatmen PEN? > QALYs PEN
L1 > 1%,'2 and in some countries as 1L treatment regardless of tumour PD-L1 expression'3 Months NIVO + IPI 359,065 317 5 57
— NIVO + IPI is recommended as a 1L treatment option for metastatic NSCLC by the NCCN (both histologies; all tumour PD-L1 expression levels) ’ ' '
Clinical Practice Guidelines in Oncology (NCCN Guidelines®)'4 and American Society of Clinical Figure 2. Selected extrapolated PFS curves for PDC, NIVO + IPI and other PDC 86.759 2 04 1 54 264116
Ny i 15 ] : : ) . : , . ) . , . . ,
Oncology (AS?O) living gu?delme , regardless of t.um(.)ur PD-L1 expression, and by the lmmunotheraples (unadJusted for correspondlng oS curves) (both histologies; all tumour PD-L1 expression levels)
European Society for Medical Oncology (ESMO) guidelines for patients with tumour PD-L1 PEMBRO + PLAT + PEMX
expression > 19%16 500,610 3.01 2.26 Dominant
. . . . .. . 100% (non-squamous)
* NSCLC patients in Peru have access to various immunotherapies including NIVO + IPI, but thus — —NIVO + IPI parametric basecase PFS PEMBRO + PLAT + TAX :
far only pembrolizumab plus carboplatin and paclitaxel (PEMBRO + PLAT + TAX) has been 90% (squamous) 476,063 2.92 2.18 | Dominant
appraised and recommended by the local HTA agency RENETSA as first-line treatment option 80% — —PDCPFS ATEZO + BEVA + PLAT + TAX
for patients with metastatic, squamous, EGFR- and ALK-unmutated NSCLC"/ ° PEMBRO + PLAT + PEMX FPNMA PFES (non-squamous) 538,480 2.50 1.87 Dominant
T>° 70% — —PEMBRO + PLAT + TAX FPNMA PFS aCosts, QALYs and LYs are values discounted at 3% annually.
o o > 60% bICERs for NIVO + IPI vs comparators.
= — —ATEZO + BEVA + PLAT + TAX FPNMA PFS
Objective 2
8 50%
e The objective of this study was to evaluate the cost-effectiveness of NIVO + IPIl versus PDC "E 40%
and other immunotherapies used as first-line treatment for stage IV or recurrent NSCLC in O 0% | | Table 5. Disaggregated and total cost outcomes for all comparators (PEN)
Peru from a third-party payer perspective o 0 Acqui- | Admin-| Monit- | Disease| TRAE | Subseq-
e The analysis was based on a previously published partitioned-survival model using efficacy, ED 20%
safety, and utility data from the Phase Il CheckMate 227 Part 1 trial with 49.4-month a 10%
minimum follow-up for 0518 B NIVO + IPI 312,492 | 1,635 1,749 | 36,390 602 6,198 | 359,065
0% T PDC 2,218 733 955 26,875 | 10,250 | 45,729 | 86,759
0 50 100 150 200 250 300
PEMBRO + PLAT + PEMX 410,897 | 1,877 4,882 | 31,142 | 19,382 | 32,430 | 500,610
Methods Months
PEMBRO + PLAT + TAX 405,569 | 1,988 2,622 | 35,410 | 21,306 | 9,168 | 476,063

ATEZO + BEVA + PLAT + TAX | 476,250 | 2,491 4,570 | 27,053 | 16,408 | 11,709 | 538,480

e This cost-effectiveness analysis (CEA) was supported by results from a recently published

indirect treatment comparison (ITC) in patients with advanced NSCLC, which suggested a Safety data Costs are values diSfounted at 3% annually . .
significant long-term survival benefit with NIVO + IPI versus immunotherapies + chemotherapy e Grade 3-5 treatment-related adverse events (TRAEs), as reported for the respective clinical Mgmt, management; TRAE, treatment-related adverse events; Tx, therapies
in tumour PD-L1-expressing all-comer populations and a trend towards long-term benefit in studies, were included in the analysis.?:'® Grades 3-5 TRAEs are most likely to require active
patients with tumour PD-L1 expression > 1%3 treatment and therefore most likely to require healthcare resource utilization and incur

e This ITC was conducted using the following approach3: costs Sensitivity analyses

e One-off utility decrements and management costs were applied in the first model cycle to

— A systematic literature review was conducted to identify randomised controlled trials (RCTs)
account for these TRAEs

e Results of probabilistic sensitivity analyses were consistent with the base case findings

in adults treated with 1L therapies for locally advanced, advanced, or recurrent NSCLC with (Figure 3)
at least 3 years of patient follow-up
— For the treatment regimens relevant to the Peruvian setting, four of the identified RCTs Health-related quality of life: utilities
were eligible for quantitative evidence synthesis (Table 1) * Non-treatment-specific time-to-death (TTD) utilities derived from EQ-5D-3L data collected Figure 3. Cost-effectiveness plane for NIVO + IPI versus PDC and
— Quantitative analysis of OS and progression-free survival (PFS) was performed using fractional in CheckMate 227 were used in the base case analysis'® (Table 2) immunotherapies
polynomial network meta-analysis (FPNMA) e In the absence of an EQ-5D-3L-value set for Peru, the model used utility values derived with
O FPNMA was used instead of Bucher ITC because the proportional hazards assumption was the relevant Argentinian value set as a proxy
violated3 10000
O The FPNMA was used to estimate time-varying hazard ratios (HRs) of OS and PFS . o o
Table 2. Time-to-death utilites (T
. - % -
Table 1. Model populations and relevant comparators for NIVO + IPI, as 2220 (A, SE (957 ) ;
27-52 weeks 0.790 0.006 (0.780, 0.802) ) e
Treat t Histol Tumour PD-L1 Foll 8 56,800 c e
reatmen Istology expression SerE R 5-26 weeks 0.711 0.006 (0.700, 0.722) 5 | | . oo 5 | |
e 15 1 0, 09 %50 B &:950 0 6 15 2
Comparator: chemotherapy <4 weeks 0.574 0.011 (0.553, 0.596) E 8, wem‘-‘?@o'_ % —©
(Stage IV or recurrent NSCLC; previously untreated for advanced disease) Cl, confidence interval; SE, standard error = C;
Minimum: 4 years
gg?ch:tf Median: 54.8 months
(Range: 49.4-65.8 months) Perspective and costs _
Comparator: immunotherapy-based regimens e The analysis was conducted from a third-party Peruvian payer perspective and costs were | 777 ° \
(Stage llIB to stage IV or recurrent; 1L treatment with immunotherapy) expressed in 2024 Peruvian Sols (PEN) 356,060 R QALY
PEMBRO + PLAT + Mipimum: 4 years e These included costs for drug acquisition, drug administration, patient monitoring; disease o Probabilistic ICER PDC 0 Probabilistic ICER PEMBRO + PLAT +TAX
KEYNOTE-189 |~ pEpix (n=410) | NON-squamous All Median: 46.3 months management (PF and PD health state costs); end-of-life care; management of AEs; and o brobabilistic ICER PEMBRO « PLAT + PEVX | Probabllistic ICER ATEZO + BEVA + PLAT +TAX
(Range: 41.8-54.1 months) subsequent treatments
Minimum: 3 years e An annual discount rate of 3% was applied to both costs and outcomes
KEYNOTE-407 | FEMBRO + PLAT+ | ¢ o mous All Median: 14.3 months , PP , |
TAX (n=278) (Range: 0.1-31.3 months) e Duration of treatment (DoT) Kaplan-Meier curves obtained from CheckMate 227 patient-level
70+ BEVA + Final OS analysis data were used to estimate treatment costs for NIVO + IPl and PDC COI"ICIUSiOI"I
IMpower150 PLAT + TAX (n=359) Non-squamous All Median: approx. 40.0 months e PFS was used as a proxy to inform treatment duration for other immunotherapies. This is a
+ n= o i . . . .
. | . (mlnlmgm. 32.°4 mpnths) 52?:32%%.? ?Zij:spxgpebicna:rﬁlpa\,t;entssinigleaf’?greﬁgﬁgﬁfﬁ:ﬁ:ﬁ&g:ggressﬂ,%?ésagﬁa?s e This cost-effectiveness analysis is the first to incorporate published FPNMA results
ATEZO, atezgllzumab; BE\(A, bevacizumab; PEMBRO, pembrolizumab; PEMX, pemetrexed; PLAT, platinum (cisplatin g y very Py comparing NIVO + IPI against other immunotherapies used as 1L treatment for metastatic
or carboplatin); TAX, paclitaxel reported both

NSCLC in Peru
e A treatment-stopping rule was applied at 24 months to all immunotherapies and to PEMX

maintenance therapy in the PEMBRO + PLAT + PEMX regimen e The LY and QALY outputs from the model are consistent with results from the published
FPNMA,3 suggesting a trend towards clinical benefit with NIVO + IPI versus other

[
Model Framework ey cost -mputs are presented in T.able 3 o immunotherapies + chemotherapy, for lower total costs
e A partitioned-survival model was developed to evaluate the cost-effectiveness of NIVO + IPI * Information on subsequent therapies was collected from publications*#2¢ related to the
versus PDC and other immunotherapy-based regimens for 1L treatment of stage IV or respective trials. The proportions of patients who received subsequent therapy were 39.1% e NIVO + IPl is a cost-effective option when compared to other immunotherapy regimens
recurrent NSCLC 8 (NIVO + IPI), 55.1% (PDC), 55.3% (PEMBRO + PLAT + PEMX), 39.2% (PEMBRO + PLAT + TAX), currently available in Peru

nd 47.8% (ATEZO + BEVA + PLAT + TAX).
e |t comprised 3 mutually exclusive health states: progression free (PF), progressed disease 2 ( * * * )

(PD), and death
e This model used the recently published ITC results.3 Therefore, all clinical data informing

the model were current at the time of the FPNMA and were used for quantitative evidence Table 3. Model cost inputs References
synthesis in the ITC ; .71+900-
y | | . o o —— Costs, PEN 1. SungH, etal. CA ance.rJ Clin 2021;71:209-249. | |
e Consistent with evidence from the FPNMA,3 NIVO + IPl was compared to other combination . 2. World Health Organization. Lung Cancer Fact Sheet. https: //www.who.int/news-room/fact-sheets/detail/lung-cancer. Updated
) : ) . Disease management, PF (Q4W)% 645.31 June 26, 2023. Accessed October 1, 2024.
regimens by histology (squamous or non-squamous) in patients across the tumour PD-L1 . L
3 20 3. OByrne K, et al. Lung Cancer 2023;177:11-20.
bl Disease management, PD (Q4W) 1232.73
spectrum (Table 1) : : : _ L .
End-of-lif 85 00 4. Lung cancer survival rates. American Cancer Society. https: //www.cancer.org/cancer/types/lung-cancer/detection-diagnosis-
e Fitted parametric and spline-based distributions for PFS and OS derived from the CheckMate nd-of-iie care - : staging/survival-rates.html. Updated January 29, 2024. Accessed October 1, 2024.
227 Part 1 trial and the FPNMA were used directly to inform time spent in the PF and PD Drug acquisition costs (per dose) 2' ae‘l Shc’keJtDal'tcai’cjrcll),’sc(;’v2(;1280’;12391'21381(27
NIVO 12 20638 . owcho , €t al. 1n Unco ,4u: - .
health states P ) O, 083 40 7. Motzer RJ, et al. Cancer 2022;128:2085-2097.
e Treatment costs and treatment outcomes were calculated by combining occupancy in the PF IO 8. Peters S, et al. Ann Oncol 2022;33:488-499.
and PD health states with costs, resource use, and measures of health effects associated PDC 358.61 9. Hellmann MD, et al. N Engl J Med 2019;381:2020-2031.
with those states PEMBRO + PLAT + PEMX 22,247.08 10. Paz-Ares LG, et al. J Thorac Oncol 2022;17:289-308.
) ) ) ) PEMBRO + PLAT + TAX 33.154.91 11. Brahmer JR, et al. J Clin Oncol 2023;41:1200-1212.
* A 20-year time horizon was used in the base case analysis. ATEZO + BEVA + PLAT + TAX 31 ’667 44 12. OPDIVO® (nivolumab) [package insert]. Princeton, NJ: Bristol Myers Squibb; February 2023.
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correction was applied Drug administration costs (per administration)?2 14. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung
Cancer V.3.2023. © National Comprehensive Cancer Network, Inc. 2023. All rights reserved. Accessed September 22, 2023. To
. . . . NIVO (Q2W) + IPI (Q6W) 101.25 . . ety . ! .
e Key model outcomes included incremental cost-effective ratios (ICERs) calculated as cost view the most recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind
. . . . . PDC (Q3W) 101.25 whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
per life-year (LY) gained and cost per quality-adjusted LY (QALY) gained o :
+ + 101.25 15. Jaiyesimi IA, et al. J Clin Oncol 2024;42:€23-e43.
PEMBRO + PLAT + PEMX (Q3W)
16. Hendriks LE, et al. Ann Oncol 2023;34:358-376.
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ATEZO + BEVA + PLAT + TAX (Q3W) ‘ evaluation N°03-2024 on pembrolizumab plus carboplatin and paclitaxel in patients with metastatic, squamous, EGFR- and ALK-
e Survival (OS and PFS) curves were extrapolated to a 20-year time horizon (Figure 1, Figure 2) Drug monitoring costs (per 4 weeks)2 unmutated non small cell lung cancer without prior systemic treatment.

18. Berling M, et al. J Med Econ 2022;25:703-711.

e For NIVO- + |IPl and PDC treatments,. 4-year OS apd RFS Fiatq from the phas.e 3 ChgckMate 227 NIVO + IPI 219.00 19. Cho BC, et al. J Thorac Oncol 2021: 16(Suppl):5225.5226.
Part 1 trial'® were extrapolated using parametric distributions (exponential, Weibull, PDC 179.81 20. Instituto de Evaluacion de Tecnologias en Salud e Investigacion (IETSI) 2024. Health Technology Assessment Report with Multi-
Gompertz, gamma, generalized gamma, log normal, log logistic) and spline-based models (1- PEMBRO + PLAT + PEMX 215.81 Criteria Evaluation N° 002-DETS-IETSI-2023 on nivolumab for treatment of resectable stage IB-llla NSCLC without sensitizing
i . . . . . mutations.
and 2-knot C.Onﬁguratlons across 3 llhk.functlons. norma.l’ hazards.’ and Od.dS) PEMBRO + PLAT + TAX 215.81 21. Price Observatory. List of Operating Prices Feb 2024 (SIS) - Operating Price (INEN-PN)
e Curve selections were based on statistical goodness of fit and validated with data from ATEZO + BEVA + PLAT + TAX 204.81 22. Instituto de Evaluacion de Tecnologias en Salud e Investigacion (IETSI) Tariff Manual 2024. Chemotherapy administration Code
external sources, as per the approach explained by Berling et al'8 - 23 46910
) .. ) P PP g Y S ) Treatment-related adverse event costs 23. Instituto Nacional de Enfermedades Neoplasicas (INEN) 2022. Report Budget Impact Analysis no. 001-2022 on nivolumab
e Survival distributions selected for the base case OS were 2-knot splines on hazards for the NIVO + IPI 602,00 compared with pembrolizumab in adjuvant treatment of patients with operated cutaneous melanoma.
NIVO + IPl arm and log logistic for the PDC arm; for PFS, 1-knot spline on odds for NIVO + Pl PDC 10,249.61 24. Garassino MC, et al. J Clin Oncol 2023;41:1992-1998.
and 2-knot splines on hazards for PDC were selected PEMBRO + PLAT + PEMX 19,381.83 25. NovelloS, et al. J Clin Oncol 2023;41:1999-2006.
e For other immunotherapy-based regimens (PEMBRO + PLAT + PEMX, PEMBRO + PLAT + TAX PEMBRO + PLAT + TAX 21,305.65 2. Socinski WA, etal. J Thorac Oneol Z021516:1509-1524
and ATEZO + BEVA + PLAT + TAX; see Table 1 for more details), time-to-event data were ATEZO + BEVA + PLAT + TAX 16,407.56
extrapolated to 20 years using the published time-varying HRs of OS and PFS estimated b - - -
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