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Key Takeaway

represent an optimal treatment choice for patients with

@ Considering its cost profile and assessed PFS, |1+V could
R/R LCM in the Brazilian health system.

Conclusions

|+V demonstrated higher PFS when compared to every
@ sequencing strategy utilized in this study;

|+V demonstrated lower cost per month of PFS when
@ compared to zanubrutinib followed by pirtobrutinib, or

ibrutinib followed by pirtobrutinib.

Study Limitation

This study does not represent a direct comparison of data. It
provides a naive comparison, with each asset compared
independently.
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Introduction & Objective

- Mantle cell lymphoma (MCL) represents a rare subtype within the spectrum of non-Hodgkin Lymphoma (NHL), with biological, molecular, and clinical characteristics,

accounting for approximately 2% to 10% of all NHL cases'"?;

- The annual incidence of MCL is relatively low when compared to other B-cell ymphoma subtypes. In the United States (USA), the age-adjusted incidence rate ranges
from 0.51 to 0.55 cases per 100,000 people, corresponding to an estimated population of approximately 15,000 patients currently living with MCL. The disease
predominantly affects elderly individuals, with a median age at diagnosis around 68 years's3. In Brazil, although population data is scarce, recent real-world studies

suggest that the epidemiological profile is similar to that of developed countries?;

- MCL has a significant impact on the quality of life of patients and their families, mainly due to the chronic and recurrent nature of the disease. This aspect is also
related to the high frequency of hospitalizations, outpatient visits, and the need for multiple lines of treatment>;

- The objective of this study is to compare the cost per month of progression free survival (PFS) of therapeutic treatment sequencing strategies considering the
treatments with local regulatory label approval for refractory/ relapsed mantle cell ymphoma (R/R MCL) in the Brazilian health system.

Methods

- A sequencing model was developed on Microsoft Excel in order to
perform the necessary calculations and data modelling;

- This analysis evaluated treatment sequencing strategies involving
therapies with regulatory label approval for R/R MCL in Brazil. The
therapies included were: ibrutinib plus venetoclax (I1+V), ibrutinib,
acalabrutinib, zanubrutinib, and pirtobrutinib;

* lbrutinib, acalabrutinib, zanubrutinib, and the combination of ibrutinib
plus venetoclax are approved for use in the second line of treatment
(2L), while pirtobrutinib is approved for use in the third line of treatment

(3L);

- The analysis compared the progression-free survival and associated
costs of I+V with the following treatment sequencing:

— |brutinib followed by pirtobrutinib;
— Acalabrutinib followed by pirtobrutinib;
— Zanubrutinib followed by pirtobrutinib.

* Progression-free survival data were obtained from published follow-up
studies of each therapy;

« Only drug acquisition costs were considered, based on the dosage
recommended in the regulatory approved drug labels;

* Drug prices were retrieved from the official Brazilian drug price list
(CMED 2025);

- The cost per month of progression-free survival was calculated by
dividing the total treatment cost incurred during the median PFS period
by the corresponding median PFS duration (in months);

- The exchange rate considered was 1 BRL = 0,1801 USD.

Table 1: Treatment costs in BRL and USD

Calculated Calculated

treatment cost (BRL) | treatment cost (USD)

lbrutinib + venetoclax R 2.882.012
Zanubrutinib R$ 894.789
Acalabrutinib 650.964
Ibrutinib 1.280.554
Pirtobrutinib 1.861.527

519.050
496.412
452.500
565.889
335.261
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Months of PFS

« |+V shows a cost per month of PFS that positions it favorably vs

Results

- [+V showed longer PFS results compared with the PFS of ibrutinib, acalabrutinib

or zanubrutinib followed by pirtobrutinib (31.9 vs. 29.5, 29.4 and 28.5 months,
respectively) .

Figure 1: Total assessed PFS by sequencing strategy
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Zanubrutinib =
pirtobrutinib

Acalabrutinib -
pirtobrutinib

Ibrutinib + Ibrutinib -
venetoclax pirtobrutinib

 |+V showed lower cost per month of PFS compared with the cost per month of

PFS of ibrutinib or zanubrutinib followed by pirtobrutinib ($16.2 thousand [k] vs
$19.1k and $17.4k, respectively) — as for acalabrutinib followed by pirtobrutinib,
1+V showed 5,7% higher cost per month of PFS ($16.2k vs $15.4k), but 8,5%
higher PFS.

Table 2: Cost per month of PFS by sequencing strategy

Calculated Calculated cost

treatment cost | assessed | per month of
(USD) PFS

Ibrutinib + venetoclax $ 519.050 31,9 $16.271
Ibrutinib = pirtobrutinib $ 565.889 29,5 $ 19.183
Acalabrutinib = pirtobrutinib $ 452.500 29,4 $ 15.391
Zanubrutinib = pirtobrutinib $ 496.412 28,5 $17.418

- The results demonstrate that [+V provides the longest assessed PFS vs the

alternatives, supporting better disease control and effective patient treatment;
the

alternatives;

 [+V combines high clinical outcomes with efficient use of resources, reinforcing

its therapeutic value.
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