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Pharmacology/Usage:   Entrectinib, the active ingredient of Rozlytrek®, is a kinase inhibitor. It is an inhibitor of the 
tropomyosin receptor tyrosine kinases (TRK) TRKA, TRKB, and TRKC, proto-oncogene tyrosine-protein kinase ROS1 (ROS1), 
and anaplastic lymphoma kinase (ALK).  

Indication:  For the treatment of: 

• Adult patients with metastatic non-small cell lung cancer (NSCLC) whose tumors are ROS1-positive 
• Adult and pediatric patients 12 years of age and older with solid tumors that: 

o Have a neurotrophic tyrosine receptor kinase (NTRK) gene fusion without a known acquired resistance 
mutation, 

o Are metastatic or where surgical resection is likely to result in severe morbidity, and 
o Have either progressed following treatment or have no satisfactory alternative therapy 

This indication is approved under accelerated approval based on tumor response rate and durability of response. Continued 
approval for this indication may be contingent upon verification and description of clinical benefit in the confirmatory trials. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on literature reports in 
humans with congenital mutations leading to changes in TRK signaling, findings from animal studies, and its mechanism of 
action, Rozlytrek® can cause fetal harm when given to a pregnant woman. There are no available data on use in pregnant 
women. Advise pregnant women of the potential risk to a fetus. Verify the pregnancy status of females of reproductive 
potential prior to starting treatment. Advise female patients of reproductive potential to use effective contraception during 
treatment and for at least 5 weeks after the final dose. Advise male patients with female partners of reproductive potential 
to use effective contraception during treatment with Rozlytrek® and for 3 months after the final dose. The safety and 
efficacy of use in the pediatric population ≥12 years of age have been established when used for NTRK gene fusion-positive 
solid tumors; however, safety and efficacy have not been established in the pediatric population for ROS1-positive NSCLC.   

Dosage Forms:   Hard Capsules: 100mg, 200mg. Swallow capsules whole; do not open, crush, chew or dissolve contents of 
the capsule. 

Recommended Dosage:  Select patients for the treatment of metastatic NSCLC with Rozlytrek® based on the presence of 
ROS1 rearrangement(s) in tumor specimens. An FDA-approved test for detection of ROS1 rearrangement(s) in NSCLC for 
selecting patients for treatment with Rozlytrek® is not available. 

ROS1-Positive NSCLC: The recommended dosage is 600mg PO QD with or without food until disease progression or 
unacceptable toxicity. 
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Select patients for treatment of locally advanced or metastatic solid tumors with Rozlytrek® based on the presence of a 
NTRK gene fusion. An FDA-approved test for the detection of NTRK gene fusion in solid tumors is not available. 

NTRK gene fusion-positive solid tumors: The recommended dosage in adults is 600mg PO QD with or without food until 
disease progression or unacceptable toxicity. For pediatric patients, the recommended dosage is based on body surface area 
(BSA), which can be found in the table below. Take Rozlytrek® PO QD with or without food until disease progression or 
unacceptable toxicity. 

BSA Recommended dosage (QD)   

˃ 1.5m2 600mg 

1.11 to 1.50 m2 500mg 

0.91 to 1.10 m2 400mg 

Dose modifications may be required for adverse events, such as congestive heart failure, CNS effects, hepatotoxicity, 
hyperuricemia, QT interval prolongation, vision disorders, anemia/neutropenia, or other clinically relevant adverse reactions. 
Refer to the prescribing information for additional details. Dose adjustments are not required with mild or moderate renal 
impairment; however, use has not been studied in patients with severe renal impairment (CrCl ˂30ml/min). Dose 
adjustments are not required with mild hepatic impairment; however, use has not been studied in patients with moderate 
and severe hepatic impairment. 

Drug Interactions:  QTc interval prolongation can occur with Rozlytrek®. Avoid the concomitant use of Rozlytrek® with other 
products with a known potential to prolong QT/QTc interval. 

Avoid coadministration of strong and moderate CYP3A inducers with Rozlytrek®. 

In pediatric patients 12 years of age and older with BSA ≤1.5m2, avoid the coadministration of Rozlytrek® with moderate or 
strong CYP3A inhibitors. In addition, avoid grapefruit products during treatment with Rozlytrek®, as they contain inhibitors of 
CYP3A.  

In adults and pediatric patients 12 years of age and older with BSA ˃1.5m2, avoid the coadministration of strong or moderate 
CYP3A inhibitors with Rozlytrek®. If coadministration is not avoidable, reduce the Rozlytrek® dose (reduce to 200mg QD with 
moderate CYP3A inhibitors and 100mg QD with strong CYP3A inhibitors). 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug (Rozlytrek®) 
for all grades. There was no placebo data to compare with in the prescribing information. The reported adverse events 
included fatigue (48%), edema (40%), pyrexia (21%), constipation (46%), diarrhea (35%), nausea (34%), vomiting (24%), 
abdominal pain (16%), dysgeusia (44%), dizziness (38%), dysesthesia (34%), cognitive impairment (27%), peripheral sensory 
neuropathy (18%), headache (18%), ataxia (17%), sleep (14%), mood disorders (10%), dyspnea (30%), cough (24%), myalgia 
(28%), arthralgia (21%), muscular weakness (12%), back pain (12%), pain in extremity (11%), increased weight (25%), 
decreased appetite (13%), dehydration (10%), vision disorders (21%), urinary tract infection (13%), lung infection (10%), 
hypotension (18%), and rash (11%). Laboratory abnormalities included anemia (67%), lymphopenia (40%), neutropenia 
(28%), increased creatinine (73%), hyperuricemia (52%), increased AST (44%), increased ALT (38%), hypernatremia (35%), 
hypocalcemia (34%), hypophosphatemia (30%), increased lipase (28%), hypoalbuminemia (28%), increased amylase (26%), 
hyperkalemia (25%), increased alkaline phosphatase (25%), and hyperglycemia (not evaluable). 

In clinical trials, congestive heart failure (CHF) occurred in 3.4% of patients, including Grade 3 (2.3%). Among the 12 patients 
with CHF, the median time to onset was 2 months. Treatment was interrupted in 6 of the patients and discontinued in 2 
patients. CHF resolved in 6 patients after interruption or discontinuation of treatment and institution of appropriate medical 
management. Assess left ventricular ejection fraction (LVEF) prior to starting Rozlytrek® in patients with symptoms or known 
risk factors for CHF. Monitor patients for clinical signs and symptoms of CHF. 

A broad spectrum of CNS adverse reactions occurred in patients receiving Rozlytrek®, including cognitive impairment, mood 
disorders, dizziness, and sleep disturbances. The incidence of CNS adverse reactions was similar in patients with and without 
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CNS metastases; however, the incidence of dizziness (38% vs 31%), headache (21% vs 13%), paresthesia (20% vs 6%), 
balance disorder (13% vs 4%), and confusional state (11% vs 2%) appeared to be increased in patients with CNS metastases 
who had received prior CNS irradiation (N=90) compared to those who did not (N=48). Advise patients and caregivers of 
these risks with Rozlytrek® and advise patients not to drive or operate hazardous machinery if they are experiencing CNS 
adverse reactions. 

Rozlytrek® increases the risk of fractures. In a safety population of 338 adults and 30 pediatric patients who received 
Rozlytrek® in clinical trials, 5% of adults and 23% of pediatric patients experienced fractures. In adults, some fractures 
occurred in the setting of a fall or other trauma to the affected area, while in pediatric patients all fractures occurred in 
patients with minimal or no trauma. In both adult and pediatric patients, most fractures were hip or other lower extremity 
fractures (e.g. femoral or tibial shaft). In a limited number of patients, bilateral femoral neck fractures occurred. The median 
time to fracture was 3.8 months in adults and 4.0 months in pediatric patients. There were no discontinuation of treatment 
due to fractures; however, treatment was interrupted. There are no data on the effects of Rozlytrek® on healing of known 
fractures and risk of future fractures. 

In clinical trials, the median time to onset of increased AST was 2 weeks, and the median time to onset of increased ALT was 
2 weeks. It is recommended to monitor liver tests, including ALT and AST, every 2 weeks during the first month of treatment, 
then monthly thereafter, and as clinically indicated. 

As hyperuricemia has been reported in clinical trials, assess serum uric acid levels prior to starting Rozlytrek® and periodically 
during treatment. Monitor patients for signs and symptoms of hyperuricemia, and start treatment with urate-lowering 
medications as clinically indicated. 

In clinical trials, 3.1% of patients with at least one post-baseline ECG assessment experienced QTcF interval prolongation of 
˃60 ms after starting Rozlytrek® and 0.6% had a QTcF interval ˃500 ms. Monitor patients who already have or who are at 
significant risk of developing QTc interval prolongation, including patients with known long QT syndromes, clinically 
significant bradyarrhythmias, severe or uncontrolled heart failure, and those taking other medicinal products associated with 
QT prolongation. Assess QT interval and electrolytes at baseline and periodically during treatment, adjusting frequency per 
risk factors such as CHF, electrolyte abnormalities, or concomitant medications known to prolong the QTc interval. 

Vision changes occurred in 21% of patients across clinical trials with Rozlytrek®. Vision disorders occurring in ≥1% included 
blurred vision (8.7%), photophobia (5.1%), diplopia (3.1%), visual impairment (2%), photopsia (1.3%), cataract (1.1%), and 
vitreous floaters (1.1%). For patients with new visual changes or changes that interfere with activities of daily living, withhold 
Rozlytrek® until improvement or stabilization, and conduct an ophthalmological evaluation as clinically appropriate.  

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

Manufacturer:  Genentech Inc. 

Analysis:     The safety and efficacy or Rozlytrek® were assessed in a pooled subgroup of patients with ROS1-positive 
metastatic NSCLC who received Rozlytrek® at various doses and schedules and were enrolled in 1 of 3 multicenter, single-
arm, open-label clinical trials (ALKA, STARTRK-1, and STARTRK-2). To be included in this pooled subgroup, patients were 
required to have histologically confirmed, recurrent or metastatic, ROS1-positive NSCLC, ECOG performance status ≤2, 
measurable disease per RECIST v1.1, ≥12 months of follow-up from first post-treatment tumor assessment, and no prior 
therapy with a ROS1 inhibitor. Efficacy was assessed in 51 patients with ROS1-positive NSCLC. The median age was 53 years, 
and a majority were female (67%) and white (57%). In addition, 88% had an ECOG status of 0 or 1 and 94% had metastatic 
disease, including 43% with CNS metastases. There was 69% who received prior platinum-based chemotherapy for 
metastatic or recurrent disease or had progressed in less than 6 months following adjuvant or neoadjuvant therapy. 

The main efficacy outcomes assessed were overall response rate (ORR) and duration of response (DOR) per RECIST v1.1 as 
assessed by blinded independent central review (BICR). Intracranial response per RECIST v1.1 was assessed by BICR. Results 
can be seen in the table below, which was adapted from the prescribing information. 

 



  4 

Efficacy Rozlytrek®  (N=51) 

Overall Response Rate 78% 

Complete Response 6% 

Partial Response  73% 

Duration of Response N=40 

Range (months) 1.8, 36.8 

% DOR ≥9 months 70% 

% DOR ≥12 months 55% 

% DOR ≥18 months 30% 

Among the 51 patients, 7 had measurable CNS metastases at baseline as assessed by BICR and had not received radiation 
therapy to the brain within 2 months prior to study entry. Responses in intracranial lesions were seen in 5 of these 7 
patients. 

The safety and efficacy of Rozlytrek® were assessed in a pooled subgroup of adults with unresectable or metastatic solid 
tumors with a NTRK gene fusion enrolled in 1 of 3 multicenter, single-arm, open-label clinical trials (ALKA, STARTRK-1, and 
STARTRK-2). To be included in this pooled subgroup, patients were required to have progressed following systemic therapy 
for their disease, if available, or would have required surgery causing significant morbidity for locally advanced disease; 
measurable disease per RECIST v1.1; at least 6 months of follow-up after the first dose of Rozlytrek®; and no prior therapy 
with a TRK inhibitor. Patients received Rozlytrek® at various doses and schedules until unacceptable toxicity or disease 
progression.  

Efficacy was assessed in the first 54 adult patients with solid tumors with an NTRK gene fusion enrolled into these trials. The 
median age of included adults was 57 years, while 59% were female, 80% were white, 43% had an ECOG performance status 
0 and 46% had ECOG performance status 1. In addition, 96% had metastatic disease, including 22% with CNS metastases. All 
patients had received prior treatment for their cancer, including surgery (N=43), radiotherapy (N=36), or systemic therapy 
(N=48). The most common cancers were sarcoma (24%), lung cancer (19%), salivary gland tumors (13%), breast cancer 
(11%), thyroid cancer (9%), and colorectal cancer (7%). 

The main efficacy outcome measures were ORR and DOR, as determined by a BICR according to RECIST v1.1. Results can be 
seen in the table below, which was adapted from the prescribing information. 

Efficacy Rozlytrek®  (N=54) 

Overall Response Rate 57% 

Complete Response 7.4% 

Partial Response  50% 

Duration of Response N=31 

Range (months) 2.8, 26.0 

% with duration ≥6 months 68% 

% with duration ≥9 months 61% 

% with duration ≥12 months 45% 
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The following table includes efficacy by tumor type, which was adapted from the prescribing information. 

Tumor Type Rozlytrek®  
(N=54) ORR DOR 

Range (months) 

Sarcoma 13 46% 2.8, 15.1 

Non-small cell lung cancer 10 70% 1.9, 20.1 

Salivary 7 86% 2.8, 16.5 

Breast cancer 6 83% 4.2, 14.8 

Thyroid cancer 5 20% 7.9 

Colorectal cancer 4 25% 4.8 

Neuroendocrine cancer 3 Partial 
response 5.6 

Pancreatic cancer 3 Partial 
response 7.1, 12.9 

Gynecological cancer 2 Partial 
response 20.3 

Cholangiocarcinoma 1 Partial 
response 9.3 

Of the subset of patients who received prior systemic therapy for metastatic disease, the ORR was 53%, similar to that seen 
in the overall population. Of the 54 adult patients, 4 had measurable CNS metastases at baseline as assessed by BICR and 
had not received radiation therapy to the brain within 2 months of study entry. Responses in intracranial lesions were seen 
in 3 of these 4 patients. 

Place in Therapy:  Rozlytrek® is a kinase inhibitor indicated for the treatment of ROS1-positive non-small cell lung cancer in 
adults. It is also indicated for the treatment of NTRK gene fusion-positive solid tumors in adults and pediatric patients 12 
years of age and older, with solid tumors that have a NTRK gene fusion without a known acquired resistance mutation, are 
metastatic or where surgical resection is likely to result in severe morbidity, and have either progressed following treatment 
or have no satisfactory alternative therapy. In open-label, single-arm studies in a pooled subgroup of patients, the overall 
response rate was 78% for ROS1-positive non-small cell lung cancer and 57% for NTRK gene fusion-positive solid tumors. 

It is recommended that Rozlytrek® 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 
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