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Active ingredient: berotralstat (as dihydrochloride) :7'vo an
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ORLADEYO is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in adults and
pediatric patients 12 years of age and older.

Active ingredient: 150 mg berotralstat (as dihydrochloride)
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NAME OF THE MEDICINAL PRODUCT
Orladeye®400-mg
Orladeyo® 150 mg

2 DOSAGE AND ADMINISTRATION
2.2 Recommended Dosage in Patients with Hepatic Impairment
Mild Hepatic Impairment (Child-Pugh Class A)

» No dosage modification adjustment of ORLADEYO is recommended for

pahen%s—wﬂh—nc%qepah&mp&mﬂ@hﬂd—%&gh—@lassﬂ [see Use in
SpeCIfIC Populat/ons (8. 7) and Clinical Pharmacology (12. 3)]

Moderate or Severe Hepatic Impairment (Child-Pugh Class B or C)

» Avoid use of ORLADEYO [see Use in Specific Populations (8.7) and Clinical
Pharmacology (12.3)].

7 DRUG INTERACTIONS

7.2  PeotentialferEffect of ORLADEYO on Other Drugs
CYP2D6 and CYP3A4 Substrates

ORLADEYO at a dose of 150 mg is a moderate inhibitor of CYP2D6 and
CYP3A4. Concomitant use of ORLADEYO with CYP2D6 or CYP3A4
substrates can increase exposure of the CYP2D6 or CYP3A4 substrates and
may increase the risk of adverse reactions associated with the substrates. If
ORLADEYO is concomitantly used with CYP2D6 or CYP3A4 substrates where
minimal increases in the concentration of the substrates may lead to serious
adverse reactions, closely monitor or modify the dosage of the CYP2D6 or
CYP3A4 substrate [see Clinical Pharmacology (12.3)]. Refer to the Prescribing
Information of the CYP2D6 or CYP3A4 substrate.

Desogestrel
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benefit Concomitant use of ORLADEYO with desogestrel increase’s exposure

to etonogestrel, the active metabolite of desogestrel, and may increase the risk
of desogestrel-associated adverse reactions. Consider the benefits and risks
when using ORLADEYO concomitantly with desogestrel. [see Clinical
Pharmacology (12.3)].

P-gp Substrates

ORLADEYO at 2-times the maximum recommended dose of 150 mg is a P-gp
inhibitor and can increase exposure of P-gp substrates, leading to increased
risk of adverse reactions associated with the substrates. Higher-than-
recommended dosages of ORLADEYO are not recommended [see Warnings
and Precautions (5.1)]. If ORLADEYO is concomitantly used with P-gp
substrates where minimal increases in the concentration of the substrates may
lead to serious adverse reactions, closely monitor or modify the dosage of the
P-gp substrate [see Clinical Pharmacology (12.3)]. Refer to the Prescribing
Information of the P-gp substrate.

8 USE IN SPECIFIC POPULATIONS
8.5 Geriatric Use

Of the total number of patients in clinical studies of ORLADEYO, 9 patients
were 65 years of age and over in Trial 1, and 5 patients were 65 years of age
and over in Trial 2 (open-label safety study). No overall differences in safety or
effectiveness of ORLADEYO have been observed between patients 65 years
of age and older and younger adult patients[see Adverse Reactions (6.1),
Clinical Pharmacology (12.3), and Clinical Studies (14)].

8.6 Renal Impairment

No dosage adjustment of ORLADEYO is recommended for adult and pediatric
patients aged 12 years and older with mild, moderate, or severe renal
impairment [see Clinical Pharmacology (12.3)].

- A cdeein o (2.2) | Clinical P} [ 12.3)1
Mild Hepatic Impairment (Child-Pugh Class A):

No dosage modification of ORLADEYO is recommended [see Clinical
Pharmacology (12.3)].

Moderate or Severe Hepatic Impairment (Child-Pugh B or C):
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Avoid the use of ORLADEYO [see Dosage and Administration (2.3)'and "
Clinical Pharmacology (12.3)].
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