Apalutamide (APA) as first option to metastatic hormone -sensitive prostate cancer
(MHSPC) represents cost -effective treatment sequences to health systems
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Background

* Access to oncological drugs requires strategic organization of the therapeutic arsenalto support decision-making. While the availability of more treatment options 1s
often perceived beneficial, factors such as patient profile, disease type, specialist expertise and economic outcomes must be carefully considered. '

Apalutamide (APA) sequences have superiority in cost -effectiveness compared to
enzalutamide (ENZ) and darolutamide (DAROQO) in mHSPC scenarios.

Key
Takeaways

Cost -effectiveness results of APA sequences are sustained by higher overall survival
and progression -free survival to mHSPC patients.

The most cost -effectiveness sequences are AP A+ADT, ENZ+ADT, CABA+ADT and
BSC, and AP A+ADT, CABA+ADT, ENZ+ADT and BSC, saving BRL 8,314/LYG vs DARO.

APA+ADT versus DARO+ADT scenarios

°* In metastatic hormone-sensitive prostate cancer (mHSPC)*, early progression to metastatic castration-resistant prostate cancer (mCRPC) drastically changes the
patient's journey and may be linked to early treatment choices. ?

e The two most economic sequences were APA+ADT, ENZ+ADT, CABA+ADT and BSC, and
°* The new androgen receptor pathway inhibitors (ARPIs) have introduced therapeutic alternatives with superior efficacy compared to previously used therapies, reshaping APA+ADT, CABA+ADT, ENZ+ADT and BSC. These both cases provided more 1.08 year of
the management of advanced prostate cancer. 3+ ife versus DARO+ADT. Startimg mHSPC treatment with AP A+ADT allows one more option

(ENZ)to mCRPC (Table 1) and all sequence scenarios were cost-effective versus

* Planning therapeutic sequencing through evidence-based protocols can extend overall survival, enhance quality of life, reduce toxicity, and leverage diverse mechanisms DARO-ADT

of action effects. Moreover, this approach contributes to the optimization of healthcare resources, which is particularly critical in systems with limited budgets. 4~

e The two non-cost-effective sequences had only chemotherapy and BSC for mCRPC.
Objective Although these both cases mean less costs by LYG, it represents one year less of life for
. . L , _ patients. AP A+ADT delivers for prostate cancer favorable chinical and economic outcomes
To assess cost-effectiveness of apalutamide (APA) plus androgen deprivation therapy (ADT) versus enzalutamide (ENZ) or darolutam  ide (DARO) plus ADT as first when compared to ENZ+ADT and DARO+ADT.

option for mHSPC considering treatment sequences.

Results of costs and LYG considering mCRPC common sequences in Brazil

Methods Modelling structure of economic analysis
e Starting the therapeutic regimen of metastatic prostate cancer with AP A+ADT represents

more budget mvestment than ENZ+ADT or DARO+ADT sequences (Figure 1and Figure 2).

Parameter nomic analvsi e Toestimate LYG for each treatment sequence, the OS data of the mitialtherapy for mHSPC - , )
arameters to economic analysis 1 by However, this 1s due to more LYG by patients treated with APA+ADT (4.83 vs 4.42).

was considered as the totalduration of the patient journey, once mHSPC has late progression
time and mCRPC quickly evolves. Also, the PFS of this initial drug was used to determine the

timing of progression and the switch to therapies for mCRPC. Fig 1. Annual cost from a common mCRPC sequence with AP A+ADT vs ENZ+ADT to mHSPC

e The duration of mCRPC stage was calculated as the difference between the OS and PFS of the R$ 178,724 pg 178 724 RS 168.861
.. : .o . R$ 200,000 ’ /
chosen mHSPC drug. This time was proportionally distributed across the mCRPC therapies R$ 175,831 R$ 175,831 RS 175,831

e An economic analysis was performed comparmg costs per hfe-year gamed (LYG)
between sequences of APA+ADT versus ENZ+ADT or DARO+ADT as therapy for
mHSPC, assuming identical mCRPC drugs sequence across scenarios.

e Meta-analysis conducted by the National Committee for Health Technology
Incorporation (CONITEC) during the Health Technology Assessment (HTA)

, . based on the sum of their PFS values (adjusted with a 5% annual discount rate) extracted from R$ 160 000 R$ 139,273
process was used as a reference to overall survival (OS) and progression-free linical trials f hd ! RS 140,502
. . . C 1ICa riailS 10r cac I‘ug. R$ 140,000
survival (PFS) results from androgen receptor pathway mhibitors (ARPIs). _ . . RS 114.409
o o o | e Using the available data on time and costs, we calculated the cost/LYG for each treatment R$ 120,000 ’
° Acquisition costs of drugs were based on official Brazilian list price from sequence. We then compared the results of apalutamide (AP A) versus other first-line options R$ 100,000
Sep.2025. Costs relatec.i to drug administration and cardiovascular toxicity for mHSPC, assuming identical mMCRPC treatment sequences across all scenarios. R$ 80,000 RS 58.030
management were considered too. R$ 60,000
R$ 40,000
R$ 20,000
R$ 0

R$ 180,000

Results Table 1.Scenarios comparing cost-effectiveness of AP A+ADT vs ENZ+ADT, and vs DARO+ADT Year 1 Year 2 Year 3 Year 4 Year 5
Cost/LYG Cost/LYG

m Sequence 1 - starting w/ APA+ADT m Sequence 2 - starting w/ ENZ+ADT
Overall cost -effectiveness results 319 fine s ENZHADT  ve DARO+ADT

| | AP ALADT C ABA+ADT ABLFADT BSC “BRL3.580.98 | - BRL 1.4 14,16 APA+ADT > DOC+ADT > ABI+ADT > BSCvs ENZ+ADT > DOC+ADT > ABI+ADT > BSC

e It was modelled 48 prostate cancer treatment sequence scenarios comparing AP A+ADT ABI-ADT CABA+ADT BSC -BRL3,580.98 | -BRL1414.16

those mitiated by APA+ADT for mHSPC with ENZ+ADT or DARO+ADT. * ~ T *

4 APAJ“AQI CABAJ“A}DT DOC+ADT ABIJFADT _ BR_If 2,208.05 | - BR_? 3.09 ;"70 Fig 2. Annual cost from a common mCRPC sequence with AP A+ADT vs DARO+ADT to mHSPC

e Overall, APA+ADT accounted for 46 cost-effective scenarios (96 %) comparing AP A+ADT DOC+ADT | CABA+ADT ABHADT | -BRL2,208.05 | - BRL3.091,70

sequences initiated by ENZ+ADT or DARO+ADT. AP A+ADT DOC+ADT ABHADT CABA+ADT |-BRL2,208.05| -BRL3.09170 RS 250.000

+ADT + + +Al - BRL . - BRL3.091 | RS 146,249
e Allscenarios starting with AP A+ADT (100 %; n=12) compared to ENZ+ADT APA A,)Q; ABEADT DOC+ADT | CABA A)T BR,_ 2,208.05 BR,, 509 1’70 i B0, R$ 185,796 R$ B1,999
resented savines varvine from BRL 1710 to BRL 3 58 VLYG AP A+ADT CABA+ADT ABIHADT DOC+ADT |-BRL2.,208.05|-BRL3.09170 R$ 200,000 RS 175831 RS 175.831 RS 175,831 RS 193,402

P Vigs vatyis ’ ’ ' APA+ADT | ABIADT | CABA+ADT | DOC+ADT |-BRL2,208.05|-BRL3.09170 ’ | RS 162,499
e Nmety four percent (94%; n=34) of scenarios comparing AP A+ADT vs AP A+ADT DOC+ADT ABHADT BSC -BRL 195990 | - BRL 1.283,48 R$ 150,000

DARO+ADT resulted in cost savings ranging from BRL 1,283 to BRL 8,3 14/LYG. AP A+ADT ABHADT DOC+ADT BSC -BRL 1,959.90 | - BRL 1.283,48

APA+ADT | CABA+ADT | DOC+ADT BSC “BRL 1,709.57 | BRL4.369,03 R$ 100,000
APA+ADT versus ENZ+ADT scenarios AP A+ADT DOC+ADT CABA+ADT BSC -BRL 1,L709.57 | BRL4.369.03 R$ 50,000
ABI abiraterone acetate. ADT: androgen deprivation therapy. APA: apalutamide. BSC: best standard care. CABA: cabazitaxel. DARO: R$ 0
e The two most economic sequences were APA+ADT, AB|+ADT, CABA+ADT and darolutan.lide.DOC.: docet.axel. ENZ:enzalutamide. LYG: life-year gained. mHSPC: metastatic hormone-sensitive prostate cancer. mCRPC: R$ 0
. . metastatic castration-resistant prostate cancer. Year 1 Year 2 Year 3 Year 4 Year 5

BSC, and APA+ADT, CABA+ADT, ABI+ADT and BSC - where ABIis abiraterone m Sequence 1 - starting w/ APA+ADT m Sequence 2 - starting w/ DARO+ADT

acetate, CABAIs cabazitaxeland BSC s best supportive care (Table 1) e Accordmg Brazihan specialists, most common sequence done when mHSPC 1s treated with
 Inthese two cases, APA+ADT also provided more 0.42 year of life (more than 5 apalutamide is AP A+ADT, DOC+ADT, ABI+ADT and BSC. It also represents a saving of BRL

months) versus ENZ+ADT. 959,90 compared to ENZ+ADT and the same mCRPC sequence. APA+ADT > DOC+ADT > ENZ+ADT > CABA+ADTvs DARO+ADT > DOC+ADT > ENZ+ADT > CABA+ADT
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