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Renal impairment Renal impairment Special
Treatment with bosutinib may result in a Long-term treatment with bosutinib | warnings
clinically significant decline in renal may result in a clinically significant | and
function in CML patients. A decline over decline in renal function in CML precautions
time in estimated glomerular filtration rate patients. It is important that renal for use
(eGFR) has been observed in patients treated | function is assessed prior to
with bosutinib in clinical studies. Patients treatment initiation and closely
with pretreated and advanced stage Ph+ monitored during therapy with
leukemias in the global single-arm Phase 1/2 | bosutinib, with particular attention to
clinical trial showed a median decline from | those patients exhibiting risk factors
baseline in eGFR of 5.29 ml/min/1.73 m2 at | for renal dysfunction, including
3 months , of 7.11 ml/min/1.73 m2 at 6 concomitant use of medicinal
months and of 10.92 ml/min/1.73 m2 at 36 | products with potential for
months. Treatment-naive CML patients nephrotoxicity, such as diuretics,
showed a median decline from baseline in ACE inhibitors, angiotensin receptor
eGFR of 5.06 ml/min/1.73 m2 at 3 months, | blockers and nonsteroidal anti-
of 7.65 ml/min/1.73 m2 at 6 months and of | inflammatory drugs (NSAIDs).
15.62 ml/min/1.73 m? at 48 months. It is
important that renal function is assessed
prior to treatment initiation and closely
monitored during therapy with bosutinib,
with particular attention in those patients
who have preexisting renal compromise or
in those patients exhibiting risk factors for
renal dysfunction, including concomitant
use of medicinal products with potential for
nephrotoxicity, such as diuretics, ACE
inhibitors, angiotensin receptor blockers and
nonsteroidal anti-inflammatory drugs
(NSAIDs).
Effects of other medicinal products on Effects of other medicinal products Interaction
bosutinib on bosutinib with other
CYP3A inhibitors CYP3A inhibitors medicinal
The concomitant use of bosutinib with The concomitant use of bosutinib products
strong CYP3A inhibitors (including, but not | with potent (e.g. ritonavir, indinavir, | and other
limited to itraconazole, ketoconazole, nelfinavir, saquinavir, ketoconazole, | forms of
posaconazole, voriconazole, clarithromycin, | itraconazole, voriconazole, interaction




telithromycin, nefazodone, mibefradil,
indinavir, lopinavir/ritonavir, nelfinavir,
ritonavir, saquinavir, boceprevir, telaprevir ,
grapefruit products including grapefruit
juice) or moderate CYP3A inhibitors
(including, but not limited to fluconazole,
ciprofloxacin, erythromycin, diltiazem,
verapamil, amprenavir, atazanavir,
darunavir/ritonavir, fosamprenavir,
aprepitant, crizotinib, imatinib ) should be
avoided, as an increase in bosutinib plasma
concentration will occur.

In a study of 20 healthy subjects, in whom a
single dose of 125 mg aprepitant (a
moderate CYP3A inhibitor) was
co-administered with a single dose of

500 mg bosutinib under fed conditions,
aprepitant increased bosutinib Cmax by 1.5-
fold, and bosutinib AUC in plasma by 2.0-
fold, as compared with administration of
bosutinib alone

posaconazole, troleandomycin,
clarithromycin, telithromycin,
boceprevir, telaprevir, mibefradil,
nefazodone, conivaptan, grapefruit
products including grapefruit juice)
or moderate (e.g. fluconazole,
darunavir, erythromycin, diltiazem,
dronedarone, atazanavir, aprepitant,
amprenavir, fosamprenavir, imatinib,
verapamil, tofisopam ciprofloxacin)
CYP3A inhibitors should be avoided,
as an increase in bosutinib plasma
concentration will occur.
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