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FORTEOQ is indicated:

e For the treatment of postmenopausal women with osteoporosis at high risk for fracture (defined
herein as having a history of osteoporotic fracture or multiple risk factors for fracture) or who have
failed or are intolerant to other available osteoporosis therapy. In postmenopausal women with
osteoporosis, FORTEO reduces the risk of vertebral and nonvertebral fractures.

e Toincrease bone mass in men with primary or hypogonadal osteoporosis at high risk for fracture or
who have failed or are intolerant to other available osteoporosis therapy.

e For the treatment of men and women with osteoporosis associated with sustained systemic
glucocorticoid therapy (daily dosage equivalent to 5 mg or greater of prednisone) at high risk for
fracture or who have failed or are intolerant to other available osteoporosis therapy.

:01'n X9NY? |1%va 0'MpYn DIITYUN

e Indications and Usage

e FORTEO is indicated for the treatment of postmenopausal women with osteoporosis at high risk for
fracture, (defined herein as having a history of osteoporotic fracture, or multiple risk factors for
fracture), or patients-who have failed or are intolerant to other available osteoporosis therapy. In
postmenopausal women with osteoporosis, FORTEO irereasesBMbB reduces the risk of vertebral and

nonvertebral fractures fsee—éhmeeJ—Swdfea-\LM—H}

Fracture
o FORTEO-isindicated to increase bone mass in men with primary or hypogonadal osteoporosis at high

risk for fracture, defined-asa-history-of-osteoporoticfracturemultiplerisk-factorsforfracture; or
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patients who have failed or are intolerant to other available osteoporosis therapy fsee-Clinical-Studies

o FORTEO-isindicated for the treatment of men and women with osteoporosis associated with
sustained systemic glucocorticoid therapy (daily dosage equivalent to 5 mg or greater of prednisone)

at high risk for fracture, defined-asa-history-of osteoporeticfracturemultiplerisk-factorsforfracture;
erpatients or who have failed or are intolerant to other available osteoporosis therapy fsee-Clinica!

e Black Box Removal

Recommended Dosage
The recommended dosage is 20 mcg given subcutaneously once a day.
Instruct patients to take supplemental calcium and vitamin D if daily dietary intake is inadequate.

Administration Instructions

Admlnlster FORTEO as a subcutaneous injection into the thigh or abdomlnal region. FORTEO is not
approved for intravenous or intramuscular use.

e  FORTEO should be administered initially under circumstances in which the patient can sit or lie down
if symptoms of orthostatic hypotension occur [see Warnings and Precautions (5.7)].

e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, wheneverseolution-and-containerpermit. FORTEO is a clear and colorless liquid. Do
not use if solid particles appear or if the solution is cloudy or colored.

e  Patients and caregivers who administer FORTEO should receive appropriate training and instruction
on the proper use of the FORTEO delivery device from a qualified health professional.

Treatment Duration
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more than 2 years and up to 3 years during a patient’s lifetime should only be considered if a patient
remains at or has returned to having a high risk for fracture [see Warnings and Precautions (5.1)].

e Warnings and Preacutions

Osteosarcoma

An increase in the incidence of osteosarcoma (a malignant bone tumor) was observed in male and female

rats treated with teriparatide. Osteosarcoma has been reported in patients treated with FORTEO in the

post marketing setting; however, an increased risk of osteosarcoma has not been observed in

observational studies in humans. There are limited data assessing the risk of osteosarcoma beyond 2 years

of FORTEO use [see Dosage and Administration (2.3), Adverse Reactions (6.3), and Nonclinical Toxicology

(12.1)].

Avoid FORTEO use in patients with (these patients are at increased baseline risk of osteosarcoma):

e Open epiphyses (pediatric and young adult patients) (FORTEO is not approved in pediatric patients)

[see Use in Specific Populations (8.4)].

e Metabolic bone diseases other than osteoporosis, including Paget’s disease of the bone.

e Bone metastases or a history of skeletal malignancies.

e  Prior external beam or implant radiation therapy involving the skeleton.

e Hereditary disorders predisposing to osteosarcoma.

Hypercalcemia and Hyperealeemic Diserders
OR O h a hao H

Hypercalcemia and Cutaneous Calcification

Hypercalcemia

FORTEO has not been studied in patients with pre-existing hypercalcemia. FORTEO may cause
hypercalcemia and may exacerbate hypercalcemia in patients with pre-existing hypercalcemia [see
Adverse Reactions (6.1, 6.3)]. Avoid FORTEO in patients known to have an underlying hypercalcemic
disorder, such as primary hyperparathyroidism.

Risk of Cutaneous Calcification Including Calciphylaxis
Serious reports of calciphylaxis and worsening of previously stable cutaneous calcification have been
reported in the post-marketing setting in patients taking FORTEO. Risk factors for development of
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calciphylaxis include underlying auto-immune disease, kidney failure, and concomitant warfarin or
systemic corticosteroid use. Discontinue FORTEO in patients who develop calciphylaxis or worsening of
previously stable cutaneous calcification.

Risk of Urolithiasis

In clinical trials, the frequency of urolithiasis was similar in patients treated with FORTEO and patients
treated with placebo. However, FORTEO has not been studied in patients with active urolithiasis. If
FORTEO-treated patients have pre-existing hypercalciuria or suspected /known active urolithiasis,
consider measuring urinary calcium excretion. Consider the risks and benefits of use in patients with active
or recent urolithiasis because of the potential to exacerbate this condition.

Orthostatic Hypotension

FORTEO should be administered initially under circumstances in which the patient can sit or lie down if
symptoms of orthostatic hypotension occur. In short-term clinical pharmacology studies of FORTEOQ in
healthy volunteers, transient episodes of symptomatic orthostatic hypotension were observed in 5% of
volunteers. Typically, these events began within 4 hours of dosing and resolved (without treatment) within
a few minutes to a few hours. When transient orthostatic hypotension occurred, it happened within the
first several doses, it was relieved by placing the person in a reclining position, and it did not preclude
continued treatment.

Risk of Digoxin Toxicity

Hypercalcemia may predispose patients to digitalis toxicity because FORTEO transiently increases serum
calcium. Consider the potential onset of signs and symptoms of digitalis toxicity when FORTEO is used in
patients receiving digoxin [see Drug Interactions (7.1) and Clinical Pharmacology (11.3)].

e Adverse Reactions
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Men W|th Primary or vaogonadal Osteopor05|s and Postmenopausal Women with Osteopor05|s

The safety of FORTEO in the treatment of osteoporosis in men and postmenopausal women was assessed
in two randomized, double-blind, placebo-controlled trials of 1,382 patients (21% men, 79% women) aged
28 to 86 years (mean 67 years) [see Clinical Studies (13.1, 13.2)]. The median durations of the trials were
11 months for men and 19 months for women, with 691 patients exposed to FORTEO and 691 patients to
placebo. All patients received 1,000 mg of calcium plus at least 400 IU of vitamin D supplementation per
day.

The incidence of all- cause mortality was 1% in the FORTEO group and 1% in the placebo group. The
incidence of serious adverse events was 16% in the FORTEO group and 19% in the placebo group. Early
discontinuation due to adverse events occurred in 7% in the FORTEO group and 6% in the placebo group.

Laboratory Findings

Serum Calcium — FORTEO transiently increased serum calcium, with the maximal effect observed at
approximately 4 to 6 hours post-dose. Serum calcium measured at least 16 hours post-dose was not
different from pretreatment levels. In clinical trials, the frequency of at least 1 episode of transient
hypercalcemia in the 4 to 6 hours after FORTEO administration was-inereased-from2%-of women-and
none-ofthe-men-treated-with-placebe-te 11% of women and 6% of men treated with FORTEO compared
to 2% of women and 0% of the men treated with placebo. The rumber percentage of patients treated
with FORTEO whose transient hypercalcemia was verified on consecutive measurements was 3% of
women and 1% of men.

Men and Women with Glucocorticoid-Induced Osteoporosis

The safety of FORTEO in the treatment of men and women with glucocorticoid-induced osteoporosis was
assessed in a randomized, double-blind, active-controlled trial of 428 patients (19% men, 81% women)
aged 22 to 89 years (mean 57 years) treated with 25 mg per day prednisone or equivalent for a minimum
of 3 months [see Clinical Studies (13.3)].The duration of the trial was 18 months with 214 patients exposed
to FORTEO and 214 patients exposed to an oral daily bisphosphonate (active control). All patients
recelved 1,000 mg of calcium plus 800 IU of V|tam|n D supplementation per day.

was no increase in mortality in the FORTEO group compared to the active control group. The |nC|dence of
serious adverse events was 21% in FORTEO patients and 18% in active control patients, and included
pneumonia (3% FORTEO, 1% active control). Early discontinuation because of adverse events occurred in
15% of FORTEOQ patients and 12% of active control patients, and included dizziness (2% FORTEOQ, 0% active
control).

Immunogenicity
As with all peptides, there is potential for immunogenicity. The detection of antibody formation is highly

dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced by several factors, including assay
methodology, sample handling, timing of sample collection, concomitant medications, and underlying
disease. For these reasons, comparison of the incidence of antibodies in the studies described below with
the incidence of antibodies in other studies or to other teriparatide products may be misleading.

In the clinical trial of postmenopausal women with osteoporosis [see Clinical Studies (13.1)], antibodies
that cross reacted with teriparatide were detected in 3% of women (15/541) who received FORTEO.
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Generally, antibodies were first detected following 12 months of treatment and diminished after
withdrawal of therapy. There was no evidence of hypersensitivity reactions among these patients.
Antibody formation did not appear to have effects on serum calcium, or on bone mineral density (BMD)
response.

Postmarketing Experience

Adverse Reactions from Observational Studies to Assess Incidence of Osteosarcoma

Two osteosarcoma surveillance safety studies (U.S. claims-based database studies) were designed to
obtain data on the incidence rate of osteosarcoma among FORTEO-treated patients. In these two studies,
three and zero osteosarcoma cases were identified among 379,283 and 153,316 FORTEO users,
respectively. The study results suggest a similar risk for osteosarcoma between FORTEO users and their
comparators. However, the interpretation of the study results calls for caution owing to the limitations of
the data sources which do not allow for complete measurement and control for confounders.

e Drug Interactions

Sporadic case reports have suggested that hypercalcemia may predispose patients to digitalis toxicity.
FORTEO may transiently increase serum calcium. Consider the potential onset of signs and symptoms of
digitalis toxicity when FORTEO is used in patients receiving digoxin [see Warnings and Precaution (5.5) and
Clinical Pharmacology (11.3)].

e Use in Specific Populations

Lactation

Risk Summary
It is not known whether teriparatide is excreted in human milk, affects human milk productlon or has
effects on the breastfed |nfant

Bee—Wem-mg-s—eﬁel—PFeeeeyeﬁs—(é—lﬁ- Av0|d FORTEO use in women who are breastfeedmg

Pediatric Use

effectlveness of FORTEO have not been establlshed in pedlatrlc patlents Pedlatrlc patients are at higher
baseline risk of osteosarcoma because of open epiphyses [see Warnings and Precautions (5.1)].
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Geriatric Use

v v-of- some-olderindividua arrotberuled-out-Of the
patients who received FORTEOQ in the osteoporosis trial of 1,637 postmenopausal women, 75% were

65 years of age and older and 23% were 75 years of age and older. Of the patients who received FORTEO
in the trial of 437 men with primary or hypogonadal osteoporosis, 39% were 65 years of age and over and
13% were 75 years of age and over. Of the 214 patients who received FORTEO in the glucocorticoid
induced osteoporaosis trial, 28% were 65 years of age and older and 9% were 75 years of age and older. No
overall differences in safety or effectiveness of FORTEO have been observed between patients 65 years of

age and older and younger adult patients.

Renal Impairment

[seeClinical Pharmacelogy{113)]: In 5 patients with severe renal impairment (CrCl<30 mL/minute), the
AUC and T1/2 of teriparatide were increased by 73% and 77%, respectively. Maximum serum
concentration of teriparatide was not increased. It is unknown whether FORTEO alters the underlying
metabolic bone disease seen in chronic renal impairment [see Clinical Pharmacology (11.3)].

e Overdosage

In postmarketing spontaneous reports, there have been cases of medication errors in which the entire
contents (up to 800 mcg)-efthe FORTEO-deliverydevice{pent-have beenadministered-asa-sin

reported—(40 times the recommended dose) of the FORTEO prefilled delivery device (pen) have been
administered as a single dose. Transient events reported have included nausea, weakness/lethargy and
hypotension. No fatalities associated with overdose have been reported. Additional signs, symptoms, and
complications of FORTEO overdosage may include a delayed hypercalcemic effect, vomiting, dizziness, and
headache.

Overdose Management — There is no specific antidote for teriparatide-a FORTEO overdosage. Treatment
of suspected overdose should include discontinuation of FORTEO, monitoring of serum calcium and
phosphorus, and implementation of appropriate supportive measures, such as hydration.
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