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Pharmacology/Usage:   Pexidartinib, the active ingredient of Turalio®, is a kinase inhibitor.  Pexidartinib is a small 
molecule tyrosine kinase inhibitor that targets colony stimulating factor 1 receptor (CSF1R), KIT proto-oncogene 
receptor tyrosine kinase (KIT), and FMS-like tyrosine kinase 3 (FLT3) harboring an internal tandem duplication (ITD) 
mutation. 

Indication:  For the treatment of adult patients with symptomatic tenosynovial giant cell tumor (TGCT) associated 
with severe morbidity or functional limitations and not amenable to improvement with surgery. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on findings 
from animal studies and its mechanism of action, Turalio® may cause embryo-fetal harm when administered to a 
pregnant woman. The available data do not establish the presence or absence of major birth defects or 
miscarriage related to the use of Turalio®. Advise pregnant women of the potential risk to a fetus. In addition, 
verify pregnancy status in females of reproductive potential prior to the start of Turalio®, and advise this 
population to use effective contraception during treatment and for 1 month after the final dose. Advise male 
patients with female partners of reproductive potential to use effective contraception during treatment and for 1 
week after the final dose. The safety and efficacy of use in pediatric patients have not been established.  

Dosage Form:  Capsules: 200mg. Swallow whole, do not open, break or chew the capsules. 

Recommended Dosage:   Administer on an empty stomach, at least one hour before or 2 hours after a meal or 
snack. The recommended dosage is 400mg BID on an empty stomach until disease progression or unacceptable 
toxicity.  

Dosage modifications for adverse reactions may be required, such as hepatotoxicity or other laboratory 
abnormality. Permanently discontinue Turalio® in patients who are not able to tolerate 200mg BID. Refer to the 
prescribing information for additional information. 

In patients with mild to severe renal impairment (CrC 15 to 89mL/min), the recommended Turalio® dose is 200mg 
QAM and 400mg QPM. Dose adjustments are not required with mild hepatic impairment; however, the 
recommended dose of Turalio® has not been established for patients with moderate to severe hepatic 
impairment. Avoid Turalio® in patients with pre-existing increased serum transaminases; total bilirubin or direct 
bilirubin (˃upper limit of normal); or active liver or biliary tract disease, including increased ALP. Taking Turalio® 
with food increases drug exposure by 100% and may increase the risk of hepatotoxicity. Thus, administer Turalio® 
on an empty stomach. In addition, monitor liver tests, including ALT, AST, total bilirubin, direct bilirubin, ALP, and 
gamma-glutamyl transferase (GGT) prior to initiation of treatment, weekly for the first 8 weeks, every 2 weeks for 
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the next month, and every 3 months thereafter. Withhold and reduce dose, or permanently discontinue Turalio® 
based on the severity of hepatotoxicity. 

Drug Interactions:  Turalio® can cause hepatotoxicity. In patients with increased serum transaminases, total 
bilirubin, or direct bilirubin or active liver or biliary tract disease, avoid concomitant use of Turalio® with other 
products known to cause hepatotoxicity. 

Avoid the concomitant use of strong CYP3A inducers, including St. John’s wort, with Turalio®. Reduce Turalio® 
dosage if concomitant use with strong CYP3A inhibitors, including grapefruit or grapefruit juice, cannot be avoided. 
In addition, reduce Turalio® dosage if concomitant use of UGT inhibitors cannot be avoided.  Last, avoid 
concomitant use of PPIs with Turalio®. As an alternative to PPIs, administer Turalio® 2 hours before or 2 hours 
after taking a locally-acting antacid; or if using an H2-receptor antagonist, administer Turalio® at least 2 hours 
before or 10 hours after taking an H2 receptor antagonist. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Turalio®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or that the active drug was same as or less than placebo. The most frequently reported adverse 
events included hair color changes (63.6%), rash (21%), pruritus (14.6%), fatigue (23%), peripheral edema (13%), 
eye edema (25%), dysgeusia (24.3%), neuropathy (5%), vomiting (15%), constipation (7%), decreased appetite 
(6%), and hypertension (5%). Reported Grade 1/Grade 2 hepatic laboratory abnormalities include increased AST 
(46%/15%), increased ALT (9%/13%), increased ALP (29.3%/3.3%), and increased bilirubin (3.3%/3.3%). Other 
reported laboratory abnormalities for all grades include increased lactate dehydrogenase (87%), increased 
cholesterol (19%), decreased phosphate (20%), decreased neutrophils (35%), decreased lymphocytes (34.6%), 
decreased hemoglobin (16%), and decreased platelets (10%). 

Turalio® has a box warning regarding toxicity, as it can cause serious and potentially fatal livery injury. Monitor 
liver tests prior to the start of treatment and at specified intervals during treatment. Withhold and dose reduce or 
permanently discontinue treatment based on severity of hepatotoxicity. The box warning adds that because of the 
risk of hepatotoxicity, Turalio® is available only through a restricted program called the Turalio® Risk Evaluation 
and Mitigation Strategy (REMS) program. Prescribers and pharmacies must be certified with the program and 
patients must complete and sign an enrollment form for inclusion in a patient registry. 

Contraindications:  There are currently no contraindications listed with this product. 

Manufacturer:  Daiichi Sankyo Inc 

Analysis:  The safety and efficacy of Turalio® were assessed in a double-blind, randomized, placebo-controlled, 
multicenter study (ENLIVEN) that included patients with symptomatic TGCT (also referred to as giant cell tumor of 
the tendon sheath [GCT-TS] or pigmented villonodular synovitis [PVNS]) for whom surgical removal of the tumor 
would be associated with worsening functional limitation of severe morbidity. Eligible patients (N=120) were 
required to have measurable disease per the Response Evaluation Criteria in Solid Tumors (RECIST) v1.1. The 
median age of included adults was 44 years, while 59% were female and 88% were white. In addition, 53% had 
prior surgery, 88% were diagnosed with diffuse TGCT, and 9% had previously been treated with systemic therapy. 
Disease locations were knee (61%), ankle (18%), hip (11%), wrist (3%), foot (3%), and other (5%). 

The main efficacy outcome was overall response rate (ORR) as assessed by blinded independent central review 
(BICR) at week 25 using RECIST v1.1. Other outcomes assessed included mean change from baseline in range of 
motion of the affected joint at week 25 and ORR as assessed by BICR at week 25 using tumor volume score (TVS). 
In addition, range of motion was measured as a percent of normal reference range for the affected joint. Range of 
motion assessments were performed by a third-party clinical assessor using a goniometer. TVS was defined as the 
estimated volume of the maximally distended synovial cavity or tendon sheath involved, measured in 10% 
increments.  
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Results suggested that a statistically significant improvement in ORR was seen in patients randomized to Turalio® 
as compared with placebo. Results can be seen in the table below, which was adapted from the prescribing 
information.  

 Turalio®  
(N=61) 

Placebo  
(N=59) 

Overall Response Rate (ORR) 

ORR 38% 0% 

Complete Response 15% 0% 

Partial Response 23% 0% 

p-value ˂0.0001 

Duration of Response (DUR) 

Range (months) 6.9+, 24.9+ Not applicable 

The analysis of mean change from baseline in range of motion at week 25 demonstrated a statistically significant 
improvement in patients randomized to Turalio® as compared to placebo. In addition, ORR by TVS was 56% in 
patients randomized to Turalio® and 0% in the placebo group, which was significantly different (p˂0.0001). 

Place in Therapy:  Turalio® is an oral kinase inhibitor indicated for the treatment of adult patients with 
symptomatic tenosynovial giant cell tumor (TGCT) associated with severe morbidity or functional limitations and 
not amenable to improvement with surgery. Due to the risk of serious and potentially fatal livery injury associated 
with Turalio®, it has a box warning indicating liver tests should be monitored prior to the start of treatment and at 
specified intervals. The warning ends that due to this risk, Turalio® is available only through a restricted program 
called the Turalio® Risk Evaluation and Mitigation Strategy (REMS) program. In a clinical trial, a statistically 
significant  improvement in ORR was seen in patients randomized to Turalio® as compared with placebo. 

It is recommended that Turalio® should be Non-Recommended with Conditions in order to confirm the 
appropriate diagnosis and clinical parameters for its use. 

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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