Trulicity™ (dulaglutide)
Medical Value Summary

e TRULICITY is a glucagon-like peptide (GLP-1) receptor agonist indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus(T2DM).*

o Developed for once-weekly administration, TRULICITY is a glucagon-like peptide (GLP-1) receptor agonist studied as
monotherapy, add on to metformin, add on to metformin and pioglitazone, add on to metformin and sulfonylureas, and add
on to prandial insulin to improve glycemic control in adult patients with T2DM. ?

e Dulaglutide exhibits GLP-1-mediated effects, including glucose-dependent potentiation of insulin secretion, inhibition of
glucagon secretion, slowing of gastric emptying, and increased satiety. *

e The combination of these effects results in a decrease of both fasting and postprandial glucose (PPG) concentrations which
can be observed after a single dose, thereby leading to improvement in overall glycemic control.*

o  Further enhancement in long-term glycemic control may be achieved by improvements in weight control and pancreatic -
cell function, %8012

e Dulaglutide is the only weekly GLP-1 receptor agonist that has demonstrate noninferiority to liraglutide in HbAlc change
from baseline. 3314

Efficacy Summary
e TRULICITY has been studied as monotherapy and in combination with metformin, metformin and thiazolidinedione
metformin and sulfonylurea, , and prandial insulin with or without metformin.?

Trial Concomitant therapy Active comparator Efficacy (% HbA,.) at primary endpoint
Acronym Dulaglutide Dulaglutide Comparator
1.5mg 0.75mg
AWARD-1° Metformin and Thiazolidinedione | Exenatide twice daily | -1.51 +0.06 | -1.30+0.06 | -0.99 + 0.06
AWARD-2° Metformin and Sulfonylurea Insulin glargine -1.08+0.06 | -0.76 £0.06 | -0.63+0.06
AWARD-3" | Monotherapy Metformin -0.78+0.06 | -0.71+0.06 | -0.56 £0.06
AWARD-4" | Insulin lispro with/without Insulin glargine -1.64+£0.07 | -1.59+0.07 | -1.41+0.07
metformin

AWARD-5" | Metformin Sitagliptin -1.10+0.06 | -0.87 +0.06 | -0.39 +0.06
AWARD-6" | Metformin Liraglutide -1.42 +0.06 | Notstudied | -1.36 +0.06

e The studies evaluated the use of TRULICITY 0.75 mg and 1.5 mg (except AWARD-6 which studied 1.5 mg only). Patients
were initiated and maintained on either 0.75 mg or 1.5 mg for the duration of the trials.?

e No overall differences in glycemic effectiveness were observed across demographic subgroups (age, gender, race/ethnicity,
duration of diabetes).?

Safety Summary

Please see full prescribing information for complete safety information.

The FDA has required this safety notice as part of the TRULICITY REMS (Risk Evaluation and Mitigation Strategy) to inform
healthcare providers about the following serious risks of TRULICITY (dulaglutide):

e Potential Risk of Medullary Thyroid Carcinoma (MTC). Thyroid C-cell tumors have been observed
in rodent studies with glucagon-like peptide (GLP-1) receptor agonists. It is unknown whether
TRULICITY causes thyroid C-cell tumors, including MTC, in humans. Counsel patients regarding the
risk of MTC and the symptoms of thyroid tumors.

e TRULICITY has a boxed warning on the risk of thyroid c-cell tumors. Dulaglutide causes thyroid C-cell tumors
in rats. It is unknown whether TRULICITY causes thyroid C-cell tumors, including medullary thyroid carcinoma
(MTC), in humans as human relevance could not be determined from clinical or nonclinical studies. TRULICITY
is contraindicated in patients with a personal or family history of MTC and in patients with Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2)°.

e Risk of Pancreatitis. Pancreatitis has been reported with the use of GLP-1 receptor agonists. Cases of
pancreatitis have been described in association with TRULICITY during clinical trials. Discontinue
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promptly if pancreatitis is suspected. Do not restart if pancreatitis is confirmed. Consider other
antidiabetic therapies in patients with a history of pancreatitis.

TRULICITY is not recommended as first-line therapy for patients with type 2 diabetes mellitus inadequately controlled on diet
and exercise. Please visit www. TRULICITYREMS.com for more information.

e  The most common adverse reactions, reported in >5% of patients treated with TRULICITY are: nausea, diarrhea, vomiting,
abdominal pain, and decreased appetite.’

TRULICITY Value Summary

e TRULICITY has demonstrated efficacy improving glycemic control in adult patients with T2DM .

e TRULICITY results in a decrease of both fasting and postprandial glucose (PPG) concentrations which can be
observed after a single dose, thereby leading to improvement in overall glycemic control.*

e No overall differences in glycemic effectiveness were observed across demographic subgroups (age, gender,
race/ethnicity, duration of diabetes).

e TRULICITY is available as a once weekly injection delivered via a single-dose pen device that has a hidden, attached,
self retracting needle and requires no reconstitution.

e No dosage adjustment is indicated for patients with renal impairment.

e TRULICITY has a proven safety and tolerability profile similar to the class.

e The American Diabetes Association’s Standards of Medical Care in Diabetes (2014) recommends the addition of GLP-
1 receptor agonists to metformin for patients at the maximally tolerated dose and not achieving or maintaining HbA;¢
targets over 3 months as one of the suggested two-drug combinations based on patient profiles and needs.*

e The American Association Of Clinical Endocrinologists (AACE) Comprehensive Diabetes Management Algorithm
(2013) recommends the use of GLP-1 receptor agonists as monotherapy, dual therapy or triple therapy based on the
entry HbA,. of patients. GLP-1s are suggested second on the hierarchy to metformin. *’

e TRULICITY is the only weekly GLP-1 receptor agonist to demonstrate noninferiority to once-daily liraglutide in
HbAZ1c change from baseline.
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