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 Comparable Products   Preferred Drug List Status 
 Inrebic               Non-Recommended with Conditions 
 Jakafi      Recommended with Conditions   
       

Pharmacology/Usage:  Pacritinib, the active ingredient of Vonjo®, is an oral kinase inhibitor. It has activity against 
wild type Janus associated kinase 2 (JAK2), mutant JAK2-V617F, and FMS-like tyrosine kinase 3 (FLT3), which 
contribute to signaling of a number of cytokines and growth factors that are important for hematopoiesis and 
immune function. Myelofibrosis is often associated with dysregulated JAK2 signaling. 

Indication:  For the treatment of adults with intermediate or high-risk primary or secondary (post-polycythemia vera 
or post-essential thrombocythemia) myelofibrosis (MF) with a platelet count below 50 X 109/L. This indication is 
approved under accelerated approval based on spleen volume reduction. Continued approval for this indication may 
be contingent upon verification and description of clinical benefit in a confirmatory trial(s). 

There is no pregnancy category for this medication; however, the risk summary indicates that there are no available 
data on use in pregnant women to assess for a drug-associated risk of major birth defects, miscarriage, or adverse 
maternal or fetal outcomes. In animal studies, administration of pacritinib at exposures that were considerably lower 
than those observed at the recommended human dose were associated with maternal toxicity and embryonic and 
fetal loss. Advise pregnant women of the potential risk to a fetus. Consider the benefits and risks of Vonjo® for the 
mother and possible risks to the fetus when prescribing Vonjo® to a pregnant woman. The safety and efficacy of use 
in the pediatric population have not been established. 

Dosage Form:   Capsules: 100mg. Swallow capsules whole; do not open, break, or chew capsules. 

Recommended Dosage:  The recommended dose is 200mg PO BID, with or without food. Patients who are on 
treatment with other kinase inhibitors before the start of Vonjo® must taper or discontinue per the prescribing 
information for that drug. If a dose is missed, the patient should take the next prescribed dose at its scheduled time. 
Extra capsules should not be taken to make up for the missed dose. 

Perform a complete blood count (CBC; including white blood cell count differential and platelet count), coagulation 
testing (prothrombin time, partial thromboplastin time, thrombin time, and international normalized ratio or INR), 
and a baseline electrocardiogram (ECG) prior to starting Vonjo® and monitor as clinically indicated while the patient 
is on treatment. 

Discontinue Vonjo® 7 days prior to elective surgery or invasive procedures because of the risk of hemorrhage and 
restart only after hemostasis is assured. 
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Dose modifications may be required for diarrhea, thrombocytopenia, hemorrhage, and prolonged QT interval. Refer 
to the prescribing information for further information. 

Avoid the use of Vonjo® in patients with moderate or severe hepatic impairment. In addition, avoid the use of Vonjo® 
in patients with eGFR ˂30ml/min. 

Drug Interactions:  Vonjo® Is mainly metabolized by CYP3A4. The coadministration of Vonjo® with strong CYP3A4 
inhibitors is contraindicated. Avoid concomitant use of Vonjo® with moderate CYP3A4 inhibitors.    

The coadministration of Vonjo® with strong CYP3A4 inducers is contraindicated. Avoid the concomitant use of 
Vonjo® with moderate CYP3A4 inducers. 

Vonjo® is an inhibitor of CYP1A2 and CYP3A4 in vitro. Concomitant administration of Vonjo® with CYP1A2 or CYP3A4 
substrates may increase the plasma concentrations of these substrates. Avoid the coadministration of Vonjo® with 
drugs that are sensitive substrates of CYP1A2 or CYP3A4. 

Vonjo® is an inhibitor of P-glycoprotein (P-gp), breast cancer resistance protein (BCRP), and organic cation 
transporter 1 (OCT1) in vitro. Concomitant administration of Vonjo® with P-gp, BCRP, or OCT1 substrates may 
increase the plasma concentrations of these substrates. Avoid the coadministration of Vonjo® with drugs that are 
sensitive substrates of P-gp, BCRP, or OCT1. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Vonjo® 200mg BID) minus reported % incidence for best available therapy for all grades. Please note that an 
incidence of 0% means the incidence was the same as or less than comparator. The most frequently reported adverse 
events included diarrhea (33%), thrombocytopenia (11%), nausea (21%), anemia (9%), peripheral edema (5%), 
vomiting (14%), dizziness (10%), pyrexia (12%), epistaxis (0%), dyspnea (1%), pruritus (4%), upper respiratory tract 
infection (4%), and cough (0%).  

Serious (11%) and fatal (2%) hemorrhages have occurred in Vonjo®-treated patients with platelet counts ˂100 X 
109/L. Serious (13%) and fatal (2%) hemorrhages have occurred in Vonjo®-treated patients with platelet counts ˂50 
X 109/L. Grade ≥3 bleeding events occurred in 15% of patients treated with Vonjo® compared to 7% of patients 
treated on the control arm. Avoid use of Vonjo® in patients with active bleeding and hold Vonjo® 7 days prior to any 
planned surgical or invasive procedures. Assess platelet counts periodically, as clinically indicated. Manage 
hemorrhage using treatment interruption and medical intervention. 

Vonjo® causes diarrhea in about 48% of patients compared to 15% in the control arm. The median time to resolution 
in Vonjo®-treated patients was 2 weeks. The incidence of reported diarrhea decreased over time with 41% of 
patients reporting diarrhea in the first 8 weeks of treatment, 15% in weeks 8 though 16, and 8% in weeks 16 through 
24. Control pre-existing diarrhea before starting Vonjo® treatment. Manage diarrhea with antidiarrheal medications, 
fluid replacement, and dose-modification. Treat diarrhea with anti-diarrheal medications promptly at the first onset 
of symptoms. Interrupt or reduce Vonjo® dose in patients with significant diarrhea despite optimal supportive care. 

Vonjo® can cause worsening thrombocytopenia. Monitor platelet count prior to starting treatment and as clinically 
indicated during treatment. Interrupt Vonjo® in patients with clinically significant worsening of thrombocytopenia 
that lasts for more than 7 days. 

Vonjo® can cause prolongation of the QTc interval. Avoid the use of Vonjo® in patients with a baseline QTc of 
>480msec. Avoid use of drugs with significant potential for QTc prolongation in combination with Vonjo®. Correct 
hypokalemia prior to and during Vonjo® treatment. Manage QTc prolongation using Vonjo® interruption and 
electrolyte management. 

Another Janus associated kinase (JAK)-inhibitor has increased the risk of major adverse cardiovascular events 
(MACE), including cardiovascular death, myocardial infarction, and stroke (compared to those treated with TNF 
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blockers) in patients with rheumatoid arthritis (RA), a condition for which Vonjo® is not indicated. Consider the risks 
and benefits for the individual patient prior to starting or continuing therapy with Vonjo®, especially in patients who 
are current or past smokers and patients with other cardiovascular risk factors. Patients should be informed about 
the symptoms of serious cardiovascular events and the steps to take if they occur. 

Another JAK-inhibitor has increased the risk of thrombosis, including deep vein thrombosis, pulmonary embolism, 
and arterial thrombosis (compared to those treated with TNF blockers) in patients with RA. Patients with symptoms 
of thrombosis should be promptly assessed and treated appropriately.  

Another JAK-inhibitor has increased the risk of lymphoma and other malignancies excluding non-melanoma skin 
cancer (NMSC; compared to those treated with TNF blockers) in patients with RA. Patients who are current or past 
smokers are at additional increased risk. Consider the benefits and risks for the individual patient prior to starting or 
continuing therapy with Vonjo®, especially in patients with a known malignancy (other than a successfully treated 
NMSC), patients who develop a malignancy, and patients who are current or past smokers. 

Another JAK-inhibitor increased the risk of serious infections (compared to best available therapy) in patients with 
myeloproliferative neoplasms. Serious bacterial, mycobacterial, fungal, and viral infections may occur in patients 
treated with Vonjo®. Delay starting Vonjo® treatment until active serious infections have resolved. Observe patients 
receiving Vonjo® for signs and symptoms of infection and manage promptly. Use active surveillance and prophylactic 
antibiotics per clinical guidelines. 

Contraindications:   In patients concomitantly using strong CYP3A4 inhibitors or inducers as these medications can 
significantly alter exposure to pacritinib, which may increase the risk of adverse reactions or impair efficacy. 

Manufacturer:  CTI BioPharma Corp.    

Analysis:  The safety and efficacy of Vonjo® in the treatment of patients with intermediate or high-risk primary or 
secondary (post-polycythemia vera or post-essential thrombocythemia) MF were assessed in a randomized 
controlled study (PERSIST-2). Both JAK2 naïve patients and patients with prior JAK2 inhibitor therapy were included. 
This study enrolled patients with intermediate or high-risk primary or secondary (post-polycythemia vera or post-
essential thrombocythemia) MF with splenomegaly and a platelet count ≤100 X 109/L, and patients were 
randomized to Vonjo® 400mg QD, Vonjo® 200mg BID, or best available therapy (BAT). BAT agents could be used 
alone, in combinations, sequentially, and intermittently, as clinically indicated by standards of care. BAT included 
any physician-selected treatment for MF and may have included ruxolitinib, hydroxyurea, glucocorticoids, 
erythropoietic agents, immunomodulatory agents, mercaptopurine, danazol, interferons, cytarabine, or melphalan. 
BAT also included no treatment (‘watch and wait’) or symptom-directed treatment without MF-specific treatment. 
(Note that the Vonjo® dose of 400mg QD was not established as safe and is not an approved dosage regimen).  

The included population had a median age of 68 years (range 32 to 91), while 55% were male, 86% were Caucasian, 
68% had primary MF, 20% had post-polycythemia vera MF, and 12% had post-essential thrombocythemia MF. In 
addition, 46% and 51% in the Vonjo® and BAT treatment arms, respectively, had received prior ruxolitinib therapy. 
The median baseline hemoglobin level was 9.5g/dL and 23% of patients were red blood cell (RBC) transfusion 
dependent at study entry. The median baseline platelet count was 55 X 109/L, and 45% of patients had a platelet 
count ˂50 X 109/L. In addition, patients had a baseline median spleen length of 14cm as assessed by MRI or CAT. 

Efficacy was established in patients who received Vonjo® 200mg BID and had a platelet count ˂50 X 109/L (N=31). 
The most common agents used in the BAT treatment arm in patients with baseline platelet counts ˂ 50 X 109/L (N=32) 
were ruxolitinib (39%), watchful waiting (32%), and hydroxyurea (26%). 

The efficacy of Vonjo® in the treatment of patients with primary or secondary MF was established based on the 
proportion of patients in the efficacy population receiving Vonjo® 200mg BID or BAT achieving ≥35% spleen volume 
reduction from baseline to week 24 as measured by MRI or CAT. Efficacy results for spleen volume reduction in 
patients with platelet count ˂50 X 109/L are presented in the table below, which was adapted from the prescribing 
information. 
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% of patients achieving ≥35% reduction in spleen volume from baseline to week 24 

Patient Population Vonjo® 200mg BID 
(N=31)  

Best Available Therapy 
(N=32) 

Baseline Platelet 
 ˂50 X 109/L 9 (29%) 1 (3.1%) 

95% Confidence Interval 14.2, 48.0 0.1, 16.2 

Difference (Vonjo® – BAT) 25.9 

NNT calculated by CHC 4 

The median reduction in spleen volume for patients with a platelet count ˂50 X 109/L was 27.3% for the Vonjo® BID 
group compared to 0.9% in the BAT group. 

Place in Therapy:  Vonjo®, an oral kinase inhibitor, is indicated for the treatment of adults with intermediate or high-
risk primary or secondary (post-polycythemia vera or post-essential thrombocythemia) myelofibrosis (MF) with a 
platelet count below 50 X 109/L. This indication is approved under accelerated approval based on spleen volume 
reduction. Continued approval for this indication may be contingent upon verification and description of clinical 
benefit in a confirmatory trial(s). A complete blood count, coagulation testing, and baseline ECG should be 
performed prior to starting treatment, and monitored as clinically indicated while on treatment. Avoid use in 
patients with baseline QTc of >480msec and avoid use of drugs with significant potential for QTc prolongation in 
combination with Vonjo®. The safety and efficacy of Vonjo® were assessed in a randomized, open-label study that 
compared Vonjo® with best available therapy (BAT), with BAT including any physician-selected treatment for 
myelofibrosis, symptom-directed treatment, or ‘watch-and-wait’. More subjects in the Vonjo® BID group achieved 
≥35% reduction in spleen volume from baseline to week 24 in the population with baseline platelets ˂50 X 109/L as 
compared with best available therapy. 

It is recommended that Vonjo® 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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