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e On November 29, 2018, the that signs and symptoms of a life-threatening side
effect called differentiation syndrome are not being recognized in patients receiving

o |dhifa is approved for the treatment of adult patients with relapsed or refractory acute myeloid
leukemia (AML) with an isocitrate dehydrogenase-2 (IDH2) mutation as detected by an FDA-
approved test.

o |dhifa carries a boxed warning for differentiation syndrome and information is in the patient
medication guide. However, the FDA has become aware of cases of differentiation syndrome not
being recognized and patients not receiving the necessary treatment.

o Differentiation syndrome has occurred as early as 10 days and up to 5 months after starting the
medicine. Differentiation syndrome may be life-threatening or fatal if not treated quickly.

— Arecent systematic analysis by the FDA identified a differentiation syndrome incidence with
Idhifa of 19%, with 5% of these cases fatal.

¢ Inthe manufacturer’s latest Idhifa quarterly safety report (May 1, 2018 to July 31, 2018), there were
five cases of death associated with differentiation syndrome in patients treated with the drug.

— In two cases, differentiation syndrome was listed as the only cause of death, while the three
other cases were confounded by hemorrhagic stroke, pneumonia and sepsis, and sepsis
alone.

— One patient received systemic corticosteroids without delay, however may possibly have
died of sepsis during the hospitalization.

— Another patient died after a delay in diagnosis and treatment, and treatment details are
unavailable for the remaining three patients.

o |f patients experience unexplained respiratory distress or other symptoms, a diagnosis of
differentiation syndrome should be considered and treatment with oral or intravenous corticosteroids
should be given promptly.

— Other symptoms of differentiation syndrome include acute respiratory distress represented
by dyspnea and/or hypoxia and a need for supplemental oxygen; pulmonary infiltrates and
pleural effusion; fever; lymphadenopathy; bone pain; peripheral edema with rapid weight
gain; pericardial effusion; and hepatic, renal, and multiorgan dysfunction.

. , another drug FDA-approved for AML with a specific genetic mutation called
IDH-1, also carries a risk of differentiation syndrome.
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https://www.fda.gov/Drugs/DrugSafety/ucm626923.htm
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/209606s000lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/209606s000lbl.pdf
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=5b6d8ae8-bac8-4e1b-b1b4-7f9665e62de5

— Health care professionals should be vigilant in monitoring for differentiation syndrome when
prescribing Tibsovo and patients should alert their health care professional of any
symptoms.

— Tibsovo carries a boxed warning for differentiation syndrome.

N

‘E‘Q’; OPTUM optumrx.com

OptumRx® specializes in the delivery, clinical management and affordability of prescription medications and consumer health products.
We are an Optum® company — a leading provider of integrated health services. Learn more at optum.com.

All Optum® trademarks and logos are owned by Optum, Inc. All other brand or product names are trademarks or registered marks of their
respective owners.

This document contains information that is considered proprietary to OptumRx and should not be reproduced without the express written
consent of OptumRXx.

RxNews® is published by the OptumRx Clinical Services Department.

©2018 Optum, Inc. All rights reserved.


file://nas01762pn/RXSOL_Clinical/Drug%20Safety%20and%20Pipeline/RxNews/Resources/Templates/optum.com?elq_mid=10136&elq_cid=1812792&elq_ck=&elq=c94ed081f75e412faa0d967642a61572&elqCampaignId=&elqaid=10136&elqat=1&elqTrackId=ef980a4a60b140cc8022fa389df09caa
https://www.optumrx.com/

