Imatinib Mesylate
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#7194 47 . Antineoplastic Agent, BCR-ABL Tyrosine Kinase Inhibitor.

* ;2% £ ¢ Administration: orally, taken with meals, with a cup of water.

Note:

1. Treatment may be continued until disease progression or unacceptable toxicity.

2. The optimal duration of therapy for chronic myeloid leukemia (CML) in complete
remission is not yet determined.

3. Discontinuing CML treatment is not recommended unless part of a clinical trial
(Baccarani, 2009).

4. Imatinib is associated with a moderate emetic potential; antiemetics may be
recommended to prevent nausea and vomiting (Roila, 2010).

Indications and dosage regimens:

Philadelphia chromosome-positive (Ph+) chronic myeloid leukemia (CML):
Chronic phase: 400 mg once daily; may be increased to 600 mg daily, if tolerated,
for disease progression, lack of hematologic response after 3 months, lack of
cytogenetic response after 6-12 months, or loss of previous hematologic or
cytogenetic response. An increase to 800 mg daily has been used (Cortes, 2010;
Hehlmann, 2014).

Accelerated phase or blast crisis: 600 mg once daily; may be increased to 800
mg daily (400 mg twice daily), if tolerated, for disease progression, lack of
hematologic response after 3 months, lack of cytogenetic response after 6-12
months, or loss of previous hematologic or cytogenetic response.

Ph+ acute lymphoblastic leukemia (ALL) (relapsed or refractory):

600 mg once daily

Gastrointestinal stromal tumors (GIST) (adjuvant treatment following
complete resection):

400 mg once daily; recommended treatment duration: 3 years

GIST (unresectable and/or metastatic malignant):

400 mg once daily; may be increased up to 800 mg daily (400 mg twice daily), if
tolerated, for disease progression.

Note: Significant improvement (progression-free survival, objective response rate)
was demonstrated in patients with KIT exon 9 mutation with 800 mg (versus
400 mg), although overall survival (OS) was not impacted. The higher dose did
not demonstrate a difference in time to progression or OS patients with Kit
exon 11 mutation or wild-type status (Debiec-Rychter, 2006; Heinrich, 2009).
Aggressive systemic mastocytosis (ASM) with eosinophilia:
Initiate at 100 mg once daily; titrate up to a maximum of 400 mg once daily (if
tolerated) for insufficient response to lower dose
ASM without D816V c-Kit mutation or c-Kit mutation status unknown:
400 mg once daily
Dermatofibrosarcoma protuberans (DFSP):
400 mg twice daily
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Hypereosinophilic syndrome (HES) and/or chronic eosinophilic leukemia
(CEL):
400 mg once daily
HES/CEL with FIP1L1-PDGFRa fusion kinase:
Initiate at 100 mg once daily; titrate up to a maximum of 400 mg once daily (if
tolerated) if insufficient response to lower dose
Myelodysplastic/myeloproliferative disease (MDS/MPD):
400 mg once daily
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Imatinib is a (moderate) CYP3A4 inhibitor.
WARFARIN : 1 risk of bleeding.
GINSENG: 1T risk of hepatotoxicity.
ACETAMINOPHEN: 1 acetaminophen levels.
DOMPERIDONE: 1 domperidone exposure and T risk of QT prolongation.
PHENYTOIN, CARBAMAZEPINE, RIFAMPIN, PHENOBARBITAL , ST
JOHN'S WORT: | imatinib exposure.
COLCHICINE: T colchicine concentration and increased risk of fatal toxicity.

® AMIODARONE: 1 amiodarone exposure.

Lo PR fed — S 47 /K30 R ¢ JRY o

2.5 p#rg A EFE 5 400mg & 600mg > B|F pPR¥* — = o F 5 800mg > R|F P
Z & o & X 400mg T EBLPRF o

3.8 BRI ARZ Jp 4 0 T ORERAE b S PORE IR Y R o T AT
PR end| § engz e By A 2 R AP (100mg 2 4z 2+ 1 50 mL 2%
¢ > 400mg 2 4x e >t < X 200mL 2R R8¢ )T 00 R TR o IR b fdi
MRS 2 IR o

A7 RRE 2R LRI PR & 2R

SHR* ABEHFHAERGITEBET > TV R 2T o

6.8 B * F A SR F]F i H T o

B 47 32% A7 Imatinib € 71424 7 2 & hd o FEE R B AIRE B R 7 &
% # Imatinib > ¥ < f2 5 * Imatinib ¥ it § #5523 * prghv o o

I AR Imatinib e+ 3 P o Imatinib fof 7E 1 S B § 4 5| 4 4
Foibe oo P N ES aE N A Y R gt b o




