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FDA revises warnings regarding use of the diabetes medicine metformin in certain patients

with reduced kidney function

e FDA isrequiring manufacturers to revise the labeling of metformin-containing drugs to indicate
that these products may be safely used in patients with mild to moderate renal impairment.

e We are also requiring manufacturers to revise the labeling to recommend that the measure of
kidney function used to determine whether a patient can receive metformin be changed from one
based on a single laboratory parameter (blood creatinine concentration) to one that provides a
better estimate of renal function (i.e., glomerular filtration rate estimating equation
(eGFR)). Thisis because in addition to blood creatinine concentration, the glomerular filtration
rate takes into account additional parameters that are important, such as the patient’ s age, gender,
race and/or weight.

e The labeling recommendations on how and when kidney function is measured in patients
receiving metformin will include the following information:

+ Before starting metformin, obtain the patient’s eGFR.

+ Metformin is contraindicated in patients with an eGFR below 30 mL/minute/1.73 m?.

¢ Starting metformin in patients with an eGFR between 30-45 mL/minute/1.73 m? is not
recommended.

¢ Obtain an eGFR at least annually in all patients taking metformin. In patients at increased
risk for the development of renal impairment such as the elderly, renal function should be
assessed more frequently.

+ In patients taking metformin whose eGFR later falls below 45 mL/minute/1.73 m?, assess
the benefits and risks of continuing treatment. Discontinue metformin if the patient’s
eGFR later falls below 30 mL/minute/1.73 m-.

+ Discontinue metformin at the time of or before an iodinated contrast imaging procedure in
patients with an eGFR between 30 and 60 mL/minute/1.73 m?; in patients with a history of
liver disease, alcoholism, or heart falure; or in patients who will be administered
intra-arterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaging procedure;
restart metformin if renal function is stable.
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Wu, a 68-year-old male with Hx of cardiomyopathy, AF and HTN, had been treated with
dipyridamole 75 mg tid, digoxin 0.125mg qd, and valsartan 80 mg gd. One week after addition of
amiodarone 200 mg bid for refractory AF, he experienced syncope at home. At that time, his BP was
90/40, and HR was 40. He woke after lying down for 3 minutes. After consulting the doctor,
amlodipine, digoxin and amiodarone were hold. His BP was 110/60 with a HR of 60 the next day.
Digoxin and amlodipine were resumed afterwards. Patient did well until 1 week after resumption of

amiodarone, when another episode of syncope occurred.
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1.Sodium metabisulfite
2.Acacia
3.Mannitol
4.Polyethylene glycol
5.Difluoroethane
6.Butylparaben
7.Lecithin
8.Glycerin
9.Carnauba wax
10.Alcohol
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(— Voriconazole + St. John's wort

(&) Digoxin + verapamil

(=) Cyclosporine + sirolimus

() Daclatasvir + rifampin
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) Adalimumab
(@) Basiliximab

(=) Muromonab-CD3 (OKT3)
(@ Tocilizumab



