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INREBIC® is indicated for the treatment of adult patients with intermediate-2 or high-risk primary or secondary (post-
polycythemia vera or post-essential thrombocythemia) myelofibrosis (MF).
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5 WARNINGS AND PRECAUTIONS
[...]

5.6 Major Adverse Cardiac Events (MACE)

Another Janus Kinase (JAK)-inhibitor has increased the risk of MACE. including cardiovascular death,
myocardial infarction, and stroke (compared to those treated with TNF blockers) in patients with rheumatoid
arthritis, a condition for which INREBIC is not indicated.

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with INREBIC,
particularly in patients who are current or past smokers and patients with other cardiovascular risk factors.
Patients should be informed about the symptoms of serious cardiovascular events and the steps to take if they
ocCur.

5.7 Thrombosis

Another JAK-inhibitor has increased the risk of thrombosis, including deep venous thrombosis, pulmonary
embolism, and arterial thrombosis (compared to those treated with TNF blockers) in patients with rheumatoid
arthritis, a condition for which INREBIC is not indicated. In patients with MF treated with INREBIC in clinical
trials, the rates of thromboembolic events were similar in INREBIC and placebo treated patients.

Patients with symptoms of thrombosis should be promptly evaluated and treated appropriately.

5.8 Secondary Malignancies

Another JAK-inhibitor has increased the risk of lymphoma and other malignancies excluding nonmelanoma
skin cancer (NMSC) (compared to those treated with TNF blockers) in patients with rheumatoid arthritis, a
condition for which INREBIC is not indicated. Patients who are current or past smokers are at additional
increased risk.

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with INREBIC,
particularly in patients with a known malignancy (other than a successfully treated NMSC). patients who
develop a malignancy, and patients who are current or past smokers.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:
[...]

e Major Adverse Cardiac Events [see Warnings and Precautions (5.6)]

e Thrombosis [see Warnings and Precautions (5.7)]

e Secondary Malignancies [see Warnings and Precautions (5.5)]

[...]

7 DRUG INTERACTIONS

71 Effect of Other Drugs on INREBIC

[...]
Strong and Moderate CYP3A4 Inducers
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AVG*d—PN—PvE—Bl@W&ﬂQ—S&Gﬂ%&ﬁHHGd%P&%%@L%A‘Fmd—HG% The clfect of concomitant administration of a

udied Coadministration of INREBIC with a
strong or moderate CYP3A4 1nducer can decrease fedratmlb exposure [see Clinical Pharmacology (12.3)].
Decreased exposure may reduce the effectiveness of INREBIC. Avoid INREBIC with strong and moderate
CYP3A4 inducers.

[...]
7.2 Effect of INREBIC on Other Drugs

[...]
OCT2 and MATE1/2-K Substrate Drugs

Coadministration of INREBIC with drugs that are renally excreted via organic cation transporter (OCT2) and
multidrug and toxin extrusion (MATE)1/2-K can decrease renal clearance of those drugs [see Clinical
Pharmacology (12.3)]. Monitor for adverse reactions and consider dose modifications for drugs that are renally
excreted via OCT2 or MATE1/2-K (e.g., metformin), as necessary when coadministered with INREBIC.

[...]

12 CLINICAL PHARMACOLOGY

[...]

12.3 Pharmacokinetics

[...]
Effect of Food

A low-fat, low-calorie (total 162 calories: 6% from fat, 78% from carbohydrate and 16% from protein) or a
high-fat, high-calorie (total 815 calories: 52% from fat, 33% from carbohydrate and 15% from protein) meal
increased area under the curve over time to infinity (AUCinf) up to 24% and Cmax up to 14% of a single 500 mg
dose (1.25 times the recommended dose) of fedratinib.

[...]

Patients with Renal Impairment

Following a single 300 mg dose (0.75 times the recommended dose) of INREBIC, the AUCixr of fedratinib
increased by 1.5-fold in subjects with moderate (CLcr 30 mL/min to 59 mL/min by C-G) renal impairment and
1.9-fold in subjects with severe (CLcr 15 mL/min to 29 mL/min by C-G) renal impairment, compared to that in
subjects with normal renal function (CLcr 290 mL/min by C-G) [see Dosage and Administration (2.4) and
Renal Impairment (8.6)].

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Effect of Strong and Moderate CYP3A4 Inhibitors

Coadministration of ketoconazole (strong CYP3 A4 inhibitor: 200 mg twice daily) with a single dose of
INREBIC (300 mg; 0.75 times the recommended dose) increased fedratinib AUCixr by 3-fold [see Dosage and
Administration (2.3) and Drug Interactions (7.1)].

[...]
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Eﬁ‘ect of Strong and Modemte C YP3A4 Inducers

ph&maeekmeﬂes—fs—net—lmewn Coadmmlstratlon of rlfampm ( strong CYP3A4 mducer 600 mg once daily) or
efavirenz (moderate CYP3A4 inducer: 600 mg once daily) with a single dose of fedratinib (500 mg; 1.25 times
the recommended dose) decreased AUCxs of fedratinib by approximately 81% or 47%, respectively [see Drug
Interactions (7.1)].

Effect of Gastric Acid Reducing Agents
Coadministration of pantoprazole (proton pump inhibitor: 40 mg once daily) with a single dose of INREBIC
(500 mg; 1.25 times the recommended dose) increased fedratinib AUCinr by 1.2-fold.

Effect of Fedratinib on Drugs that are CYP3A, CYP2C19, or CYP2D6 Substrates

Coadministration of a single dose of midazolam (CYP3A substrate: 2 mg), omeprazole (CYP2C19 substrate: 20
mg), and metoprolol (CYP2D6 substrate: 100 mg) with fedratinib increased midazolam, omeprazole, or
metoprolol AUCiqr by 4-, 3-, and 2-fold, respectively [see Drug Interactions (7.2)].

In Vitro and Clinical Transporter Studies

Fedratinib as a Substrate for Transporters:

Fedratinib is a substrate of P-glycoprotein (P-gp) but not breast cancer resistance protein (BCRP), BSEP,
multidrug resistance protein (MRP); MRP2), and organic anion transporting polypeptide (OATP)1B1 and
OATP1B3 in vitro.

Effect of Fedratinib on Transporter Substrates

Fedratinib inhibits P-gp, BCRP, OATP1B1, OATPIB3, OCT1, OCT2, MATE], erganic-cation-transporter

OEP2 - multidrug and MATE2- K%em@e@u%uﬁeﬂreMAiPE—)—pfe%em—l—aﬂd—M?@E—Z—K but not BSEP, MRP2,
and organic anion transporter (OAT)1 and OAT3 in vitro.

Coadministration of a single dose of fedratinib (600 mg: 1.5 times the recommended dose) with a single dose of
digoxin (P-gp substrate: 0.25 mg), rosuvastatin (OATP1B1/1B3 and BCRP substrate: 10 mg), and metformin
(OCT2 and MATE1/2-K substrate: 1000 mg) had no clinically meaningful effect on the AUCinrof digoxin,
rosuvastatin, and metformin. Renal clearance of metformin was decreased by 36% in the presence of fedratinib
[see Drug Interactions (7.2)]. Contrary to unchanged PK. the glucose lowering PD effect of metformin in the
presence of fedratinib appears reduced, with baseline adjusted glucose AUC being approximately 50% higher in
response to an oral glucose challenge.
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