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The drug-drug interaction between cyclin-dependent kinase (CDK) 4/6 inhibitors and proton pump
inhibitors (PPIs) is controversial. We conducted retrospective observation study to clarify whether
concomitant PPI use alters the effectiveness of palbociclib and abemaciclib in patients with
endocrine-resistant metastatic breast cancer. The median progression-free survival (PFS) was 1.2
years in the PPI group and 1.3 years in the non-PPI group. The median overall survival (OS) was
3.6 years in the PPI group and not reached in the non-PPI group. PPI co-administration did not
affect either PFS or OS (hazard ratio: 1.19 [95% CI: 0.70-2.02] and hazard ratio: 1.23 [95% CI:
0.61-2.47], respectively). Additionally, there were no differences in side effects regardless of PPI
co-administration. In a pre-clinical study, C57BL/6 male mice were administered vonoprazan at a
dose of 30 mg/kg for two weeks. Feces were collected before (day 0) and two weeks after (day 14)
vonoprazan administration. Feces were analyzed for 16S rRNA gene sequencing using next-
generation sequencers. On day 14, the vonoprazan group showed changes in the B-diversity of the
gut microbiota compared to the control group, with an increase in Lactobacillus species. Since
Lactobacillus is generally considered beneficial for human gut health, further research is
warranted. The results of the clinical study suggest that PPIs do not affect the effectiveness of
CDKA4/6 inhibitors. Further examination is needed to determine whether PPI prescriptions should
be adjusted for patients on CDK4/6 inhibitors.
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2. MABRREEDOHE (F:R)

The drug-drug interaction between cyclin-dependent kinase (CDK) 4/6 inhibitors and proton pump inhibitors
(PPIs) is controversial. We conducted retrospective observation study to clarify whether concomitant PPl use
alters the effectiveness of palbociclib and abemaciclib in patients with endocrine-resistant metastatic breast
cancer. The median progression-free survival (PFS) was 1.2 years in the PPl group and 1.3 years in the non-PPI
group. The median overall survival (OS) was 3.6 years in the PPl group and not reached in the non-PPI group.
PPl co-administration did not affect either PFS or OS (hazard ratio: 1.19 [95% CI: 0.70-2.02] and hazard ratio:
1.23 [95% Cl: 0.61-2.47], respectively). Additionally, there were no differences in side effects regardless of PPI
co-administration. In a pre-clinical study, C57BL/6 male mice were administered vonoprazan at a dose of 30
mg/kg for two weeks. Feces were collected before (day 0) and two weeks after (day 14) vonoprazan
administration. Feces were analyzed for 16S rRNA gene sequencing using next-generation sequencers. On day
14, the vonoprazan group showed changes in the B-diversity of the gut microbiota compared to the control
group, with an increase in Lactobacillus species. Since Lactobacillus is generally considered beneficial for|
human gut health, further research is warranted. The results of the clinical study suggest that PPIs do not affect
the effectiveness of CDK4/6 inhibitors. Further examination is needed to determine whether PPI prescriptions|
should be adjusted for patients on CDK4/6 inhibitors.
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