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 Comparable Products   Preferred Drug List Status 
 Tibsovo               Recommended with Conditions  
         

Pharmacology/Usage:  Olutasidenib, the active ingredient of Rezlidhia®, is an isocitrate dehydrogenase-1 (IDH1) 
inhibitor. It is a small molecule inhibitor of mutated IDH1. In patients with AML, susceptible IDH1 mutations are 
defined as those leading to increased levels of 2-hydroxyglutarate (2-HG) in the leukemia cells and where efficacy is 
predicted by 1.) clinically meaningful remissions with the recommended dose of olutasidenib and/or 2.) inhibition of 
mutant IDH1 enzymatic activity at concentrations of olutasidenib sustainable at the recommended dosage per 
validated methods. The most common of such mutations in patients with AML are R132H and R132C substitutions. 
In vitro, olutasidenib inhibited mutated IDH1 R132H, R132L, R132S, R132G, and R132C proteins; wild-type IDH1 
or mutated IDH2 proteins were not inhibited. Olutasidenib inhibition of mutant IDH1 led to decreased 2-HG levels 
in vitro and in animal models.      

Indication:  For the treatment of adult patients with relapsed or refractory acute myeloid leukemia (AML) with a 
susceptible isocitrate dehydrogenase-1 (IDH1) mutation as detected by an FDA-approved test. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on animal 
embryo-fetal toxicity studies, Rezlidhia® may cause fetal harm when administered to a pregnant woman. There are 
no available data on use in pregnant women to assess for a drug-associated risk. Advise pregnant women of the 
potential risk to a fetus. The safety and efficacy of use in the pediatric population have not been established.  

Dosage Form:  Capsules: 150mg. Swallow capsules whole; do not break, open, or chew. 

Recommended Dosage:  Select patients for the treatment of relapsed or refractory AML with Rezlidhia® based 
on the presence of IDH1 mutations in blood or bone marrow. Information on FDA-approved tests for the detection 
of IDH1 mutations in AML is available at http://www.fda.gov/CompanionDiagnostics.  

Assess blood counts, and blood chemistries including liver function tests prior to initiation of Rezlidhia®, at least 
once weekly for the first two months; once every other week for the third month; once in the fourth month, and 
once every other month for the duration of therapy. Manage any abnormalities promptly.  

The recommended dosage is 150mg PO BID until disease progression or unacceptable toxicity occurs. Administer 
about the same time each day. Do not administer 2 doses within 8 hours. Take on an empty stomach at least 1 hour 

http://www.fda.gov/CompanionDiagnostics
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before or 2 hours after a meal. For patients without disease progression or unacceptable toxicity, treat for a 
minimum of 6 months to allow time for clinical response. 

If a dose is vomited, do not administer a replacement dose; wait until the next scheduled dose is due. If a dose is 
missed or not taken at the usual time, administer the dose as soon as possible and at least 8 hours prior to the next 
scheduled dose. Return to the normal schedule the following day. 

Interrupt dosing or reduce dose for toxicities, such as differentiation syndrome, noninfectious leukocytosis, grade 3 
hepatotoxicity, grade 4 hepatotoxicity or AST or ALT >3 times upper limit of normal (ULN) and total bilirubin >2 
times ULN and alkaline phosphatase ˂2 times ULN in the absence of a clear alternative explanation, or other grade 
3 or higher toxicity considered related to treatment. Refer to the prescribing information for additional information. 

Dosage modifications are not recommended for patients with mild to moderate renal impairment, as well as for 
patients with mild or moderate hepatic impairment.  The recommended dosage has not been established in patients 
with severe renal impairment, patients on dialysis, and patients with severe hepatic impairment.  

Drug Interactions:  Avoid the concomitant use of Rezlidhia® with strong or moderate CYP3A inducers. 

Olutasidenib is a CYP3A substrate. Concomitant use of Rezlidhia® with a strong CYP3A inducer decreases 
olutasidenib Cmax and AUC, which may reduce its efficacy. Concomitant use of Rezlidhia® with a moderate CYP3A 
inducer may also decrease olutasidenib Cmax and AUC, which may also reduce Rezlidhia® efficacy, based on 
observations from concomitant use with a strong CYP3A inducer. 

Avoid concomitant use of Rezlidhia® with sensitive CYP3A substrates unless otherwise instructed in the substrates 
prescribing information. If concomitant use is unavoidable, monitor patients for loss of therapeutic effect of these 
drugs.  

Olutasidenib induces CYP3A. Concomitant use of Rezlidhia® may decrease plasma concentrations of sensitive 
CYP3A substrates, which may reduce the substrate’s efficacy.  

Box Warning:   Rezlidhia® has a box warning regarding differentiation syndrome, which can be fatal. Differentiation 
syndrome can occur with Rezlidhia® treatment, and symptoms may include dyspnea, pulmonary 
infiltrates/pleuropericardial effusion, kidney injury, hypotension, fever, and weight gain. If differentiation syndrome is 
suspected, withhold Rezlidhia® and start treatment with corticosteroids and hemodynamic monitoring until 
symptom resolution. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Rezlidhia®) for all grades (N=153). There was no placebo data to compared with in the prescribing information. The most 
frequently reported adverse events included nausea (38%), constipation (26%), mucositis (23%), diarrhea (20%), 
abdominal pain (18%), vomiting (17%), fatigue/malaise (36%), pyrexia (24%), edema (18%), arthralgia (28%), 
leukocytosis (25%), differentiation syndrome (16%), dyspnea (24%), cough (17%), rash (24%), transaminitis (20%), 
decreased appetite (16%), headache (13%), and hypertension (10%). 

Common laboratory abnormalities for all grades included aspartate aminotransferase increased (47%), alanine 
aminotransferase increased (46%), potassium decreased (46%), sodium decreased (42%), alkaline phosphatase 
increased (42%), creatinine increased (38%), lymphocytes increased (26%), bilirubin increased (26%), uric acid 
increased (25%), and lipase increased (24%). 

Rezlidhia® can cause differentiation syndrome. In the clinical trial of Rezlidhia® in patients with relapsed or refractory 
AML, differentiation syndrome occurred in 16% of patients. Differentiation syndrome occurred as early as 1 day and 
up to 18 months after Rezlidhia® initiation and has been observed with or without concomitant leukocytosis. If 
differentiation syndrome is suspected, temporarily withhold Rezlidhia® and start systemic corticosteroids for a 
minimum of 3 days and until resolution of signs and symptoms. If concomitant leukocytosis is observed, start 
treatment with hydroxyurea, as clinically indicated. Taper corticosteroids and hydroxyurea after resolution of 
symptoms. Differentiation syndrome may recur with premature discontinuation of corticosteroids and/or 
hydroxyurea treatment. Start supportive measures and hemodynamic monitoring until improvement; withhold dose 
of Rezlidhia® and consider dose reduction based on recurrence. 
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Rezlidhia® can cause hepatotoxicity, presenting as increased alanine aminotransferase (ALT), increased aspartate 
aminotransferase (AST), increased blood alkaline phosphatase, and/or elevated bilirubin. The median time to onset 
of hepatotoxicity in patients with relapsed or refractory AML treated with Rezlidhia® was 1.2 months (range 1 day 
to 17.5 months) after Rezlidhia® initiation, and the median time to resolution was 12 days (range 1 day to 17 
months). Monitor patients frequently for clinical symptoms of hepatic dysfunction. Obtain baseline liver function 
tests prior to start of treatment, as well as at least once weekly for the first two months, once every other week 
for the third month, once in the fourth month, and once every other month for the duration of therapy. If hepatic 
dysfunction occurs, withhold, reduce, or permanently discontinue Rezlidhia® based on recurrence/severity. 

Contraindications:   There are no contraindications listed with this product.  

Manufacturer:  Rigel Pharmaceuticals, Inc.   

Analysis:  The safety and efficacy of Rezlidhia® were assessed in an open-label, single-arm, multicenter study that 
included adult patients with relapsed or refractory AML with an IDH1 mutation (N=147). Rezlidhia® was given at a 
dose of 150mg PO BID until disease progression, development of unacceptable toxicity, or hematopoietic stem cell 
transplantation. Sixteen of the 147 patients (11%) underwent stem cell transplantation following Rezlidhia® 
treatment. Some baseline demographics included subjects had a median age of 71 years, 50% were female, 46% were 
white, 31% had an Eastern Cooperative Oncology Group (ECOG) performance status (PS) 0, 52% had an ECOG 
PS 1, 16% had an ECOG PS 2, 12% had prior stem cell transplantation for AML, 59% were transfusion dependent at 
baseline, and the median number of prior therapies was 2. 

Efficacy was established on the basis of the rate of complete remission (CR) plus complete remission with partial 
hematologic recovery (CRh), the duration of CR+CRh, and the rate of conversion from transfusion dependence to 
transfusion independence. The median follow-up was 10.2 months and the median treatment duration was 4.7 
months. Results are presented in the table below, which was adapted from the prescribing information. 

 Endpoint 
 Rezlidhia® 150mg 

BID 
(N=147) 

CR+CRh 51 (35%) 

95% CI (27, 43) 

Median duration of 
CR+CRh 25.9 months 

95% CI  (13.5, NR) 

CR 47 (32%) 

95% CI (25, 40) 

Median duration of CR 28.1 months 

95% CI (13.8, NR) 

CRh 4 (2.7%) 

95% CI (0.7, 6.8) 

Observed Duration of 
CRh (months) 

1.8, 5.6, 13.5, 28.5+ 
     CI- confidence interval;  NR-not reached 
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Of the patients who achieved a CR or CRh, the median time to CR or CRh was 1.9 months. All patients that 
achieved a best response of CR or CRh did so within 5.6 months of starting Rezlidhia®.  

Overall, among the 86 patients who were dependent on red blood cell (RBC) and/or platelet transfusions at baseline, 
29 (34%) became independent of RBC and platelet transfusions during any 56-day post-baseline period. Of the 61 
patients who were independent of both RBC and platelet transfusions at baseline, 39 (64%) remained transfusion 
independent during any 56-day post-baseline period. 

Place in Therapy:   Rezlidhia® is an isocitrate dehydrogenase-1 (IDH1) inhibitor indicated for the treatment of 
adult patients with relapsed or refractory acute myeloid leukemia (AML) with a susceptible IDH1 mutation as 
detected by an FDA-approved test. Select patients for the treatment of relapsed or refractory AML with Rezlidhia® 
based on the presence of IDH1 mutations in blood or bone marrow. Information on FDA-approved tests for the 
detection of IDH1 mutations in AML is available at http://www.fda.gov/CompanionDiagnostics. 

The efficacy of Rezlidhia® was assessed in an open-label, single-arm study that included adults with relapsed or 
refractory AML with an IDH1 mutation (n=147). Efficacy was established on the basis of the rate of complete 
remission (CR) plus complete remission with partial hematologic recovery (CRh), the duration of CR+CRh, and the 
rate of conversion from transfusion dependence to transfusion independence. Results demonstrated a CR+CRh rate 
of 35%, while the CR rate was 32% and the CRh rate was 3%.  

It is recommended that Rezlidhia® should be non-recommended with conditions in order to confirm the appropriate 
diagnosis and clinical parameters for use.  

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
    Fifteen Day Initial Fill  
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