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ALECTINIB EN GEWICHTSTOENAME
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OPTIMALISATIE VAN BEHANDELING

Bortolot Cancer Treatment Reviews 2025
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TRANSFORMATIE DEAL DURE GENEESMIDDELEN

• Erasmus MC apotheek: 25 geneesmiddelen met hoogste kosten

• Osimertinib, derde generatie EGFR-TKI

• Eerste lijn behandeling

• 1 dd 80 mg osimertinib

1. Soria et al . N Engl J Med. 2018
2. Hendriks et al.  Ann Oncol. 2025.
3. U.S. Food and Drug Administration, assessment report of osimertinib



OSIMERTINIB 

1. Soria et al . N Engl J Med. 2018
2. Agema et al. Ther Adv. Med Oncol. 2018
3. Janne et al. N Engl. J Med. 2015
16. Ramalingam et al. J Clin Oncol. 2018.

• No exposure (20-240 mg) – response relationship 1, 



• MEER BIJWERKINGEN BIJ HOGERE DOSIS1

1. Soria et al . N Engl J Med. 2018  3. Janne et al. N Engl. J Med. 2015
2. Agema et al. Ther Adv. Med Oncol. 2018  16. Ramalingam et al. J Clin Oncol. 2018.
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OSIMERTINIB APPROVED DOSE

• No exposure (20-240 mg) – response relationship 1, 3, 16

• Distinct exposure-toxicity relationship 1,2, 3

• Elimination half-life 44-48 hours -> AUC 40 mg QD = 80 QOD 1, 2

• Costs

o Osimertinib tablet 80 mg € 205,01 per tablet (~ € 6.250 pm, ~ € 75.033 py) 

o Osimertinib tablet 40 mg € 205,01 per tablet

1. Soria et al . N Engl J Med. 2018 3. Janne et al. N Engl. J Med. 2015
2. Agema et al. Ther Adv. Med Oncol. 2018 16. Ramalingam et al. J Clin Oncol. 2018.



ELIMINATION HALF-LIFE 44-48 HOURS -> AUC 40 MG QD = 80 QOD

1. Soria et al . N Engl J Med. 2018 3. Janne et al. N Engl. J Med. 2015
2. Agema et al. Ther Adv. Med Oncol. 2018 16. Ramalingam et al. J Clin Oncol. 2018.



OSI-SAVE

▪ Randomized controlled
▪ Non-inferiority trial
▪ Open label
▪ International, multicenter (NL, BE)
▪ Follow-up: 24 months.

OPTIMALISATIE



STUDY PROCEDURES 

Standard care
Study-related care

MANDATORY

Study-related care

OPTIONAL

Every 3 months
▪ Outpatient visit
▪ Regular blood draw
▪ CT thorax-upper 

abdomen
▪ MRI-cerebrum 

(once a year)

Every 3 months
▪ Patient reported 

questionnaires
▪ Patient diary (or app)
▪ PK-levels (1st year)

Every 3 months
▪ ctDNA for ddPCR
▪ PG-analyses 

(one-time)
▪ PK-levels (2nd year)



LORLATINIB EN BIJWERKINGEN

Lanser  JTO 2026 under revisiion

Hogere spiegel = meer bijwerkingen

Zelfde uitkomsten bij lagere dosis





3
0Evolutionary therapy

Evolutionary therapy: 
• based on game-theoretic models
• targets treatment-induced resistance
• outperforms Standard of Care in clinical trials

Staňková, JAMA Oncology 2019

Standard of care in metastatic cancers: apply maximum tolerable dose (MTD) 

Staňková (2019) Resistance Games. Nature Ecology and Evolution



Optimizing treatment strategy



ADJUVANT OSIMERTINIB NA OPERATIE (ADAURA)

Herbst. JCO 2023

St II-IIIA

St Ib-IIIA



MRD: MINIMAL RESIDUAL DISEASE

Herbst Nature Med 2025



MAXIMALE DOSIS ≠ OPTIMALE DOSIS

ZietseApll Helath Econ  Health Policy 2024
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