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Introduction

Adequate management of comorbidities and adverse events is necessary to maximize drug
exposure and treatment benefit in patients with advanced breast cancer

Ribociclib is an orally bioavailable, selective inhibitor of cyclin-dependent kinases 4 and 6 (CDK4/6)
approved for use in combination with an aromatase inhibitor as initial endocrine-based therapy for
the treatment of postmenopausal women with hormone receptor (HR)-positive, human epidermal
growth factor receptor 2 (HER2)-negative advanced or metastatic breast cancer’

- Results from the second overall survival interim analysis (data cutoff, January 2, 2017) of the Phase 3 trial, MONALEESA-2
(ClinicalTrials.gov number NCT01958021), showed that treatment with ribociclib + letrozole exhibited superior
progression-free survival (PFS) versus placebo + letrozole (median duration of PFS, 25.3 vs 16 months, respectively;
hazard ratio, 0.568; 95% Cl, 0.457-0.704; P=9.63 x 10-8) in postmenopausal patients with advanced breast cancer?

Ribociclib is known to exhibit drug-drug interactions (DDIs) with metabolizers and substrates of

cytochrome P450 (CYP) and drugs with known potential to prolong QT interval’

- Ribociclib can exhibit variable exposure with medicines that induce or inhibit CYP3A

There is inadequate awareness and communication in the literature about safe coadministration of
medications and nutritional supplements with ribociclib

Presented here is an analysis of potential DDIs of common medicines and nutritional supplements
with ribociclib based on a single center’s experience

Methods

This single-center retrospective chart review of patients (h=42) with advanced breast cancer
identified the most commonly used drugs and supplements from 2/1/2016 to 1/31/2017, categorized
by comorbidity

The potential for drug-drug interaction and/or QT interval prolongation was assessed using
available clinical pharmacology information listed in the following databases:

- Lexicomp Online

- Natural Products

- Memorial Sloan Kettering Cancer Center Integrative Medicine databases

A variation of Stockley’s Herbal Medicines Interactions was used to establish severity and
recommendation for herbal product interaction with ribociclib®

The pharmacodynamic interactions between medications and supplements were also evaluated
for severity and clinical recommendations*®

- Interactions that involved adverse effects warranting dosing alterations were placed in the “Use with caution” and
“Prohibited” categories
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Results

e The most common 120 prescription medicines and 32 nutritional supplements (eg, herbal
supplements, vitamins, natural foods and extracts) to treat acute symptoms (eg, nausea, pain,
infections) and chronic comorbidities (eg, diabetes, hypertension, cardiovascular disease)
were identified
- Commonly used supplements had varied potential effects on ribociclib metabolism

Conclusions

 Therapies considered to be standard of care for commonly reported side effects and comorbidities
in patients with advanced breast cancer can likely be safely administered with ribociclib

e Nutritional supplements can exhibit variable physiological effects when used concomitantly
with ribociclib

e Patients should be advised to inform their healthcare professionals about any new medications,
herbal drugs, or supplements they take or plan to take during treatment with ribociclib

e Physicians should monitor patients carefully for adverse effects from concomitant medications
and supplements

e Pharmacists and physicians are advised to use individualized clinical judgment when determining
the best treatment option for patients
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ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; Gl, gastrointestinal; MATE1, multidrug and toxin extrusion protein 1; OCT2, organic cation transporter 2. 2No obvious pharmacokinetic/pharmacodynamic interactions with proton pump inhibitors and H2-receptor
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