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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).

fedratinib 100 mg per capsules :7'wan 212N

.(0"2anv oMty DN'A NY2) XaN? |17V 0'NINAN DIDTUN (707

AINX NWATIN NNANN ,8H-ENANARES DOPL NN ,DITN [INNN 1172 N1AI0N DOPL NADIN

JINMIN TIWNAYT IN7RAW 190 [2IX7 [17Va1 9N [17v2 [1U2 2 nainnn 2u K71 uTnY

D1''NN-71DDMNA DIYWNIN 2U27 N9 T 20 DATIN 1727 NI NINNAN TIWA INNAY NI9NNN 1ANN2A DI0192 N7wWa Xan? [17un
.n"va (78wr) AMIpo

,N1112a

TI7T |12 12T N

NN nnpn

(78w1) 2mpo o1RN-2100M

HE-IL-2300018



:N9IY? 1PV D''NINN DIDTY

7 DRUG INTERACTIONS

71 Effect of Other Drugs on INREBIC

[...]

Dual CYP3A4 and CYP2C19 Inhibitors

Aveid-Coadministration of INREBIC with a dualCYP3A4-and- CYP2C19inhibitor—The-effectof concomitant
administration-ofa dual CYP3A4 and CYP2C19 inhibitor with-INREBIC hasnetbeen-studied-increases
fedratinib exposure /see Clinical Pharmacology (12.3)]. Increased exposure may increase the risk of adverse
reactions. Due to potential increase of exposure, patients taking concomitant dual CYP3A4 and CYP2C19
inhibitors require more intensive safety monitoring and, if necessary, dose modifications of INREBIC based on
adverse reactions [see Dosage and Administration (2.5)].

[...]
12 CLINICAL PHARMACOLOGY

[...]

12.3 Pharmacokinetics

[..]

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Effect of Strong and Moderate CYP3A4 Inhibitors

Coadministration of ketoconazole (strong CYP3A4 inhibitor: 200 mg twice daily) with a single dose of
INREBIC (300 mg; 0.75 times the recommended dose) increased fedratinib AUCinr by 3-fold fseeDosageand

Based-on-medeling-and-si ton;-coadministration-o ong-CYP3A4inhibite h-as Coadministration of
ketoconazole (400 mg once dally) Wlth INREBIC 400 mg once dally is predlcted to increase fedratinib AUC at
steady state by 2-fold ) g 15 (7.1)].

Based-en-meodelingand simulation;coadministration Coadministration of moderate CYP3 A4 inhibitors,
erythromycin (500 mg three times daily) or diltiazem (120 mg twice daily), with INREBIC 400 mg once daily

is predicted to increase fedratinib AUC at steady state by 1.2-, and 1.1-fold, respectively.

Effect of Dual CYP3A4 and CYP2C19 Inhibitor

The-effeet Coadministration of eencomitant-administration-with-a-fluconazole (dual CYP3A4 and CYP2C19
inhibitor en; 200 mg once daily) with a single dose of fedratinib pharmaecekineties (100 mg; 0.25 times the
recommended dose) increased the-AUCinr by 1.7-fold.

Coadministration of fluconazole (200 mg once daily) with INREBIC 400 mg once daily is aetknewnfsee-Prig
nteractions{7+4)f predicted to increase fedratinib AUC at steady state by approximately 1.5-fold.
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