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Costing inputs: Costs were reported in USD, with USD 1,00 equivalent to CLP 849,39 based

on the average exchange rate as of May, 2022. Price of T (USD 953,63), P (USD 1.751,78), and
TDM1 (USD 12,26 per mg) were obtained from Mercado Publico 2022%. T+P SC cost was
provided by Roche (USD 2.593,87). SC and IV administration costs were estimated from Rojas
et al, 2020"". The number of cycles were obtained from the study conducted by the Institute for

Clinical and Health Effectiveness in 2020%. Indirect costs were not considered in this analysis.
Net present value (NPV) was calculated over eight years for the three scenarios.

In Chile, public reimbursement of anti-HER2 agents includes subcutaneous (SC)
trastuzumab (T) for all indications’, intravenous (V) pertuzumab (P) for first-line metastatic
breast cancer (BC), and trastuzumab emtansine (TDM1) in adjuvant setting with residual
disease after neoadjuvant treatment?. A new SC combination of trastuzumab and
pertuzumab (T+P SC) has been available since 2022°. This study aimed to determine the
potential savings of incorporating the T+P SC combination into the Chilean public health

system for treating women with HER2+ BC under different coverage scenarios. .
Approximately 773 patients with HER2+ BC were estimated in 2022 for all scenarios, but their
Methods

distribution by stage was different. When T+P was not covered at the early stage (scenarios 1
and 2), there were approximately 33% more patients with residual disease after a neoadjuvant

Modeling: A stock-and-flow model for public HER2+ patients was developed for 2020-2029. stage compared with scenario 3, with T+P SC covered in the neoadjuvant stage. All three
Three scenarios were modeled, where TDM1 reimbursement status remained constant. scenarios show increased patients over time, reaching 978 patients in scenarios 1 and 2 and
@ Actual reimbursement scenario: T is covered for treating neoadjuvant, adjuvant, and 970 in scenario 3.

metastatic HER2+ BC. P is covered for metastatic BC.

Graph 1. Number of HER2+ patient under actual scenario (1) Graph 2. Number of HER2+ patient under scenario 3
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Scenario 1: Actual

T+P SC combination is covered in first-line metastatic and neoadjuvant stages, while T

@ neoadjuvant and adjuvant stages.
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line. At each of the treatment stages, patients could exit the model either by overall mortality, specific mortality or remission.

Including T+P SC in both scenarios (metastasis only and metastasis and neoadjuvant)
generates savings for the Chilean public health system. The most cost-saving scenario is
when T+P SC is covered in first-line metastasis and neoadjuvant. These savings come from

Clinical inputs:

Parameter Value (reference) Parameter Value (reference)

Neoadjuvant incidence 50% 4 H Adjuvant percentage after neoadjuvant 20% improved clinical response due to neoadjuvant dual HERZ2-blockade, resulting in fewer
treatment patients being treated at a metastatic stage, a cost-saving option over P in metastasis, and
lower SC administration costs over |V treatment.
Metastatic incidence 10% * Adjuvant-specific mortality T1NO 2,3% in 67 months !
T1NO adjuvant incidence 30% * Adjuvant TINO remission 87% in 36 months *
Incidence for the TDM1 treatment arm 60%>, 40% Progression to metastasis in post-adjuvant 17,5% in 71,3 months * Refe rences
without H+P in neoadjuvant and with H+P arm
TDM1 branch-specific mortality 1 3, 1% in 41 ’4 months 6 Post-adjuvant-specific mortality 2,3%) in 67 months 11 1. Ministerio de Salud: Protocolo 2019. Tratamiento basado en Trastuzumab para el Cancer de Mama que Sobreexpresan el Gen HER2. 2019. Available at:
https://www.minsal.cl/wp-content/uploads/2019/07/15.-10072019-Protocolo-CA-MAMA_FINAL.pdf
2. Ministerio de Salud. Resolucion Exenta 1269. Actualiza listado de drogas oncoldgicas de alto costo. 2021. Available at:
Progression to metastasis TDM1 branch 10,5% in 41,4 months ® | Post-adjuvant remission 87% in 36 months 12 https://www.minsal.cl/wp-content/uploads/2023/02/Res.-Exenta-1269-Actualiza-listado-drogas-DAC. pdf
3. Instituto de Salud Publica. Folleto de informacién al profesional Phesgo. 2022. Available at: https://www.ispch.gob.cl/wp-content/uploads/2022/05/B_2932.pdf
el 0 6 . s . o/ : 14 4. Assumption based on expert consultation
TDM1 branch remission 40-60% per year 1L Metastasis SpeCIfIC morta“ty 28% in 30 months 5. Ismael, G. et al. (2012) ‘Subcutaneous versus intravenous administration of (neo)adjuvant trastuzumab in patients with HER2-positive, clinical stage I-lll breast cancer (HannaH study): A phase 3,
open-label, multicentre, randomised trial’, The Lancet Oncology, 13(9), pp. 869-878. doi: 10.1016/S1470-2045(12)70329-7.
pCR percentage after neoadjuvant treatment | 20% 4 1L Metastasis—specific remission 6, 1% 15 6. von Minckwitz, G. et al. (2019) ‘Trastuzumab Emtansine for Residual Invasive HER2-Positive Breast Cancer’, New England Journal of Medicine, 380(7), pp. 617—628. doi: 10.1056/nejmoa1814017.
7.  Early Breast Cancer Trialists Collaborative Group (2021) ‘Trastuzumab for early-stage, HER2-positive breast cancer: a meta-analysis of 13864 women in seven randomised trials’, 22(1), pp. 11390-1150.
] o _ ) doi: 10.1016/j.cger.2009.07.007.
pCR after neoadjuvant branch-specific 7% in 10 years 7 Post-adjuvant remission in pCR T+P SC 95% in 36 months ° 8.  Stoen, E. et al. (2021) ‘Real-world evidence from a University Hospital system regarding the uptake of adjuvant pertuzumab and/or neratinib before and after their FDA approval’, Breast Cancer Research
mortality neoadjuvant branch and Treatment, 187(3), pp. 883—891. doi: 10.1007/s10549-021-06132-8.
9.  von Minckwitz, G. et al. (2017) ‘Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive Breast Cancer’, New England Journal of Medicine, 377(2), pp. 122—131. doi: 10.1056/nejmoa1703643.
10. Walbaum G., B. et al. (2023) ‘Cancer de mama HER2-positivo: Terapias Sistémicas Actuales y Experiencia Local', Revista de Cirugia, 75(1), pp. 43-52. Available at:
Post-adjuvant remission in pCR neoadjuvant | 76,1% in 35 months 8 Metastasis progression in T+P SC scenario | 4,7% in 36 months ° https://doi.org/10.36687/52452-454920230011653.
b h ’ pOSt adjuvant pCR 11.  Wu, Y. T. et al. (2018) ‘Significantly higher pathologic complete response (pCR) after the concurrent use of trastuzumab and anthracycline-based neoadjuvant chemotherapy for HER2-positive breast
ranc cancer: Evidence from a meta-analysis of randomized controlled trials’, Journal of Cancer, 9(17), pp. 3168-3176. doi: 10.7150/jca.24701.
. . . ) 12. Cortazar, P. et al. (2014) ‘Pathological complete response and long-term clinical benefit in breast cancer: The CTNeoBC pooled analysis’, The Lancet, 384(9938), pp. 164-172. doi:
Progression to metastasis pCR neoadjuvant | 7,8% in 45,5 months?® 10.1016/S0140-6736(13)62422-8.
arm 13. Swain, S.M. et al. (2020) Risk of recurrence and death in patients with early HER2-positive breast cancer who achieve a pathological complete response (pCR) after different types of HER2-targeted
therapy: A retrospective exploratory analysis, Cancer Research. Available at: https://doi.org/10.1158/1538-7445.sabcs19-p1-18-01.

14. Swain, S. M. et al. (2013) ‘Pertuzumab, trastuzumab, and docetaxel for HER2-positive metastatic breast cancer (CLEOPATRA study): Overall survival results from a randomised, double-blind,
. . . ) placebo-controlled, phase 3 study’, The Lancet Oncology, 14(6), pp. 461-471. doi: 10.1016/S1470-2045(13)70130-X.
Table 1. Clinical parameters used for scenario mOde“ng' pCRZ Complete Pathologlcal ReSponse' 15. McCormack, P. L. (2013) ‘Pertuzumab: A review of its use for first-line combination treatment of her2-positive metastatic breast cancer’, Drugs, 73(13), pp. 1491-1502. doi: 10.1007/s40265-013-0109-0.
16.  Mercado Publico (2022) Available at: http://www.mercadopublico.cl/
17.  Rojas, L. et al. (2020) ‘Cost-minimization analysis of subcutaneous versus intravenous trastuzumab administration in Chilean patients with HER2- positive early breast cancer’, pp. 1-12. Available at:

A Sensitivity analysis was performed on the entry assumption for the three neoadjuvant arms. https://journals.plos.org/plosone/article/file?id=10.1371/journal.pone.02279618&type=printable

18. Instituto de Efectividad Clinica y Sanitaria (2020) Estimacion de los costos médicos directos del cancer de mama HER2+ en el sector publico de salud de Chile. Buenos Aires.




