Additional file 1: Figure S1 Design diagram

Cohort entry date: the earliest prescription date of
to bisphosphonate preparations

Inclusion criterion 1: patients prescribed bisphosphonate preparations targeted in this
study during study period (January 1, 2009-March 31, 2019)

Inclusion criterion 3: patients with initial medical records

at least 90 days before t, [-o, -90] Inclusion criterion 2: patients with a record of an osteoporosis-

related diagnosis in the same month ast;

Inclusion criterion 4: Patients with a record of serum Cr or eGFR from 90 days
before t; to the day before t; (baseline period).

Exclusion criterion 1: patients prescribed multiple
bisphosphonate preparations att,

Exclusion criterion 2: patients with a record of corrected serum Calevel < 8.00
mg/dL during the baseline period [-90, -1]

Exclusion criterion 3. patients with a record for an episode of primary
hyperparathyroidism during the baseline period [-90, -1]

Exclusion criterion 4: patients prescribed denosumab (genetical recombination) at least once during and after the baseline
period [-90, =]

Exclusion criterion 5: patients with a record of an episode of acute pancreatitis or sepsis during and after the baseline period
[-90, =]

Exclusion criterion 6: patients prescribed at least one dose of asfotase alfa (genetical recombination), cinacalcet hydrochloride,
evocalcet, or etelcalcetide hydrochloride during and after the baseline period [-90, «]

Assessment window of covariate 1: sex and age at t; [0, 0] I

Assessment window of covariate 2: complications and concomitant drugs during

the baseline period [-90;-1]

< Baseline period [-90, -1] >

-90 days 0 day time




