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Terrosa®, solution for injection
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Each cartridge contains: Teriparatide 250mcg/mi
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Treatment of postmenopausal women with osteoporosis at high risk for

fracture: Terrosa is indicated for the treatment of postmenopausal women with
osteoporosis at high risk for fracture, defined as a history of osteoporotic
fracture, multiple risk factors for fracture, or patients who have failed or are
intolerant to other available osteoporosis therapy. In postmenopausal women
with osteoporosis, Terrosa increases BMD, reduces the risk of vertebral and
non-vertebral fractures

Increase of bone mass in men with primary or hypogonadal osteoporosis at
high risk for fracture: Terrosa is indicated to increase bone mass in men with
primary or hypogonadal osteoporosis at high risk for fracture, defined as a history of
osteoporotic fracture, multiple risk factors for fracture, or patients who have failed or
are intolerant to other available osteoporosis therapy.

Treatment of men and women with glucocorticoid-induced osteoporosis at
high risk for fracture: Terrosa is indicated 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
as a history of osteoporotic fracture, multiple risk factors for fracture, or patients who
have failed or are intolerant to other available osteoporosis therapy.
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2 DOSAGE AND ADMINISTRATION

2.4 Administration Instructions
e Administer Terrosa as a subcutaneous injection into the thigh or abdominal region.
Terrosa is not approved for intravenous or intramuscular use.

2.5 Recommended Treatment Duration
Use of teriparatide for 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)].

5 WARNINGS AND PRECAUTIONS

5.1 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 teriparatide 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 teriparatide use
[see Dosage and Administration (2.5), Adverse Reactions (6.3), and Nonclinical
Toxicology (12.1)].

Avoid teriparatide use in patients with (these patients are at increased baseline risk of

osteosarcoma):

e Open epiphyses (pediatric and young adult patients) (Teriparatide is not approved in
pediatric patients) [see Use in Specific Populations (8.4)]

¢ 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.
Hereditary disorders predisposing to osteosarcoma.

5.2 Hypercalcemia and Cutaneous Calcification

Hypercalcemia

Teriparatide has not been studied in patients with pre-existing hypercalcemia.
Teriparatide may cause hypercalcemia and may exacerbate hypercalcemia in patients
with pre-existing hypercalcemia [see Adverse Reactions (6.1, 6.3)]. Avoid teriparatide 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
teriparatide. Risk factors for development of calciphylaxis include underlying auto-
immune disease, kidney failure and concomitant warfarin or systemic corticosteroid use.
Discontinue teriparatide in patients who develop calciphylaxis or worsening of previously
stable cutaneous calcification.




5.3 Risk of Urolithiasis
In clinical trials, the frequency of urolithiasis was similar in patients treated with
teriparatide and patients treated with placebo. However, teriparatide has not been
studied in patients with active urolithiasis. If teriparatide-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.

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

6 ADVERSE REACTIONS

6.2 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.

6.3 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 teriparatide-
treated patients. In these two studies, three and zero osteosarcoma cases were
identified among 379,283 and 153,316 teriparatide users, respectively. The study results
suggest a similar risk for osteosarcoma between teriparatide 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.

7 DRUG INTERACTIONS

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

8 USE IN SPECIFIC POPULATIONS

8.2 Lactation
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Risk Summary

It is not known whether teriparatide is excreted in human milk, affects human milk
production or has effects on the breastfed infant. Avoid Terrosa use in women who are
breastfeeding.

8.4 Geriatric Use
Of the patients who received teriparatide 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 teriparatide in the trial of 437 men with
primary or hypogonadal osteoporosis, 39% were 65 years of age and older and 13%
were 75 years of age and older. Of the 214 patients who received teriparatide in the
glucocorticoid induced osteoporosis 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
teriparatide have been observed between patients 65 years of age and older and
younger adult patients.

8.6 Renal Impairment
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 teriparatide alters
the underlying metabolic bone disease seen in chronic renal impairment [see Clinical
Pharmacology (11.3)].
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