INDYYZ 1232 (MNY02 ¥'PRI) NIIND IY NYNN

2014 %313 26 : TPIND

Bydureon 2mg:mvana »wan ov
1492733557 :@IW4 990N

17y¥a (INTY?) NPIRNIVON :DIVWIIN Yya oV

N9 DY

0/YPI1ann 0r/"PYnN HY DYV

Y1 LOPL MM LOPL oy P9




Medullary Thyroid Carcinoma

BYDUREON is contraindicated in patients with a
personal or family history of medullary thyroid
carcinoma (MTC) or in patients with Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2

contraindicat
ions

Risk of Thyroid C-cell Tumors
In both genders of rats, exenatide extended-release
caused a dose-related and treatment-duration—
dependent increase in the incidence of thyroid C-cell
tumors (adenomas and/or carcinomas) at
clinically relevant exposures compared to controls . A
statistically significant increase in malignant thyroid
C-cell carcinomas was observed in female rats
receiving exenatide extended-release at 25-times
clinical exposure compared to controls and higher
incidences were noted in males above controls in all
treated groups at >2-times clinical exposure.
The potential of exenatide extended-release to induce
C-cell tumors in mice has not
been evaluated. Other GLP-1 receptor agonists have
also induced thyroid C-cell adenomas and
carcinomas in male and female mice and rats at
clinically relevant exposures. It is unknown
whether BYDUREON will cause thyroid C-cell
tumors, including medullary thyroid carcinoma
(MTC), in humans as the human relevance of
exenatide extended-release—induced rodent thyroid
C-cell tumors could not be determined by clinical or
nonclinical studies. Serum calcitonin was
not assessed in the clinical trials supporting the
approval of BYDUREON [see

Contraindications (4.3)].
Serum calcitonin is a biological marker of MTC.
Patients with MTC usually have calcitonin
values >50 ng/L. Patients with thyroid nodules noted
on physical examination or neck imaging
should be referred to an endocrinologist for further
evaluation. Routine monitoring of serum
calcitonin or using thyroid ultrasound is of uncertain
value for early detection of MTC in patients
treated with BY DUREON. Such monitoring may
increase the risk of unnecessary procedures,
due to the low specificity of serum calcitonin testing
for MTC and a high background incidence
of thyroid disease. If serum calcitonin is measured and
found to be elevated, the patient should
be referred to an endocrinologist for further
evaluation.

Special
warnings
and
precautions
for use




Hypersensitivity

There have been postmarketing reports of serious
hypersensitivity reactions (e.g., anaphylaxis

and angioedema) in patients treated with exenatide. If
a hypersensitivity reaction occurs, the

patient should discontinue BYDUREON and other
suspect medications and promptly seek

medical advice [see Adverse Reactions (4.8)]

Injection-Site Reactions

There have been postmarketing reports of serious
injection-site reactions (e.g., abscess, cellulitis, and
necrosis), with or without subcutaneous nodules, with
the use of BYDUREON. Isolated cases required
surgical intervention.




Interaction
with other
medicinal
products and
other forms

of
interaction
Fertility,
pregnancy
and
lactation

Adverse reactions of BYDUREON identified from

clinical trials and spontaneous reports

Anaphylactic reaction- not known

Intestinal obstruction Uncommon

Acute pancreatitis (see section 4.4) not known

Altered renal function, including acute renal failure,

worsened chronic renal failure, renal impairment,

increased serum creatinine (see section 4.4). not known

Macular and papular rash not known

Pruritus, and/ or urticaria Uncommon

Angioneurotic oedema not known

Undesirable
effects

Increased heart rate

A mean increase in heart rate (HR) of 2.6 beats
per minute (bpm) from baseline (74 bpm) was
observed in pooled BYDUREON clinical
studies. Fifteen percent of BYDUREON treated
patients had mean increases in HR of 210
bpm; approximately 5% to 10% of subjects
within the other treatment groups had mean
increases in HR of 210 bpm.
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