-~

¥ OPTUMRX

On December 12, 2016, and the FDA approval of

, a@s an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus (T2DM) when treatment with both empagliflozin and
metformin is appropriate.

Synjardy XR is not recommended for patients with type 1 diabetes or for the treatment of diabetic
ketoacidosis.

was approved in August 2015 and shares the same indication as the
XR formulation.

There have been no clinical efficacy studies conducted with Synjardy XR; however, bioequivalence of
Synjardy XR to empagliflozin and metformin extended-release coadministered as individual tablets was
demonstrated in healthy subjects.

Multiple clinical trials examining the co-administration of empagliflozin and metformin, alone or in
combination with a sulfonylurea in adults with T2DM, produced clinically and statistically
significant improvements in HbAlc vs. placebo.

Similar to metformin and metformin-containing products, Synjardy XR carries a boxed warning for lactic
acidosis.

Contraindications for Synjardy XR include moderate to severe renal impairment (eGFR less than 45
mL/min/1.73 m2), end stage renal disease, or dialysis; acute or chronic metabolic acidosis, including
diabetic ketoacidosis; diabetic ketoacidosis should be treated with insulin; and history of serious
hypersensitivity reaction to empagliflozin or metformin hydrochloride.

Other warnings and precautions for Synjardy XR include hypotension, ketoacidosis, acute kidney injury
and impairment in renal function, urosepsis and pyelonephritis, hypoglycemia with concomitant use with
insulin and insulin secretagogues, genital mycotic infections, vitamin B12 levels, increased low-density

lipoprotein cholesterol (LDL-C), and macrovascular outcomes.

The most common adverse reactions (= 5%) with empagliflozin use were urinary tract infection and
female genital mycotic infections.

The most common adverse reactions (> 5%) with metformin use were diarrhea, nausea/vomiting,
flatulence, abdominal discomfort, indigestion, asthenia, and headache.

The recommended dose of Synjardy XR is individualized based on the patient’s current regimen and is
taken orally once daily with a meal in the morning.

The maximum recommended daily dose of Synjardy XR is 2000 mg of metformin and 25 mg of

empagliflozin.
Synjardy XR should not be split, crushed, dissolved or chewed before swallowing.
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https://investor.lilly.com/releasedetail.cfm?ReleaseID=1003818
https://www.boehringer-ingelheim.us/press-release/us-fda-approves-synjardy-xr-empagliflozin-metformin-hydrochloride-extended-release
http://docs.boehringer-ingelheim.com/Prescribing%20Information/PIs/Synjardy%20XR/Synjardyxr.pdf?DMW_FORMAT=pdf
http://docs.boehringer-ingelheim.com/Prescribing%20Information/PIs/Synjardy%20XR/Synjardyxr.pdf?DMW_FORMAT=pdf
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=0fdd0255-0055-65f3-b2c0-db8fbb87beae

Eli Lilly and Boehringer Ingelheim plan to launch Synjardy XR as 5 mg/1000 mg, 10 mg/1000 mg, 12.5
mg/1000 mg, and 25 mg/1000 mg extended-release tablets in the second quarter of 2017.
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OptumRx® specializes in the delivery, clinical management and affordability of prescription medications and consumer health products.
We are an Optum® company — a leading provider of integrated health services. Learn more at optum.com.

All Optum® trademarks and logos are owned by Optum, Inc. All other brand or product names are trademarks or registered marks of their
respective owners.
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