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

Pharmacology/Usage:  Belumosudil, the active ingredient of Rezurock®, is a kinase inhibitor. It is an inhibitor of rho-
associated, coiled-coil containing protein kinase (ROCK) which inhibits ROCK2 and ROCK1. Belumosudil down-
regulated proinflammatory responses via regulation of STAT3/STAT5 phosphorylation and shifting Th17/Treg 
balance in in-vitro human T cell assays. Belumosudil also inhibited aberrant pro-fibrotic signaling, in-vitro. 

Indication:  For the treatment of adult and pediatric patients 12 years and older with chronic graft-versus-host 
disease (chronic GVHD) after failure of at least 2 prior lines of systemic therapy.  

There is no pregnancy category for this medication; however, the risk summary indicates that based on findings 
from animal studies and the mechanism of action, Rezurock® can cause fetal harm when administered to pregnant 
women. There are no available human data on use in pregnant women to assess for a drug-associated risk. Advise 
pregnant women and females of reproductive potential of the potential risk to the fetus. Verify the pregnancy status 
of females of reproductive potential prior to starting treatment with Rezurock®. Advise females of reproductive 
potential and males with female partners of reproductive potential to use effective contraception during treatment 
and for at least one week after the last dose of Rezurock®. The safety and efficacy of use in the pediatric population  
less than 12 years old have not been established. 

Dosage Form:   Film-Coated Tablets: 200mg. Swallow tablets whole; do not cut, crush, or chew tablets. 

Recommended Dosage:  Take 200mg PO QD until progression of chronic GVHD that requires new systemic therapy. 
Take with a meal at about the same time each day. If a dose is missed, instruct the patient to not take extra doses 
to make up the missed dose.  

Treatment with Rezurock® has not been studied in patients with pre-existing severe renal or hepatic impairment. 
For patients with pre-existing severe renal or hepatic impairment, consider the risks and potential benefits before 
starting treatment with Rezurock®. 

Monitor total bilirubin, aspartate aminotransferase (AST), and alanine aminotransferase (ALT) at least monthly. 
Modify the dosage of Rezurock® for adverse reactions, including hepatotoxicity or other adverse reactions. Refer to 
the prescribing information for additional information. 
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Drug Interactions:  The coadministration of Rezurock® with strong CYP3A inducers decreases belumosudil exposure, 
which may reduce the efficacy of Rezurock®. Increase the dosage of Rezurock® when co-administered with strong 
CYP3A inducers; increase the dosage of Rezurock® to 200mg BID when co-administered with strong CYP3A inducers. 

The co-administration of Rezurock® with proton pump inhibitors decreases belumosudil exposure, which may 
reduce the efficacy of Rezurock®. Increase the dosage of Rezurock® when co-administered with proton pump 
inhibitors; increase the dosage of Rezurock® to 200mg BID when co-administered with PPIs. 

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 
(Rezurock®) for all grades. There was no placebo data to compare with in the prescribing information. The most 
frequently reported adverse events included infection (53%), viral infection (19%), bacterial infection (16%), asthenia 
(46%), edema (27%), pyrexia (18%), nausea (42%), diarrhea (35%), abdominal pain (22%), dysphagia (16%), dyspnea 
(33%), cough (30%), nasal congestion (12%), hemorrhage (23%), hypertension (21%), musculoskeletal pain (22%), 
muscle spasm (17%), arthralgia (15%), headache (21%), decreased appetite (17%), rash (12%), and pruritus (11%). 
Select laboratory abnormalities for Rezurock® (grade 2-4 max post) included decreased phosphate  (28%), increased 
gamma glutamyl transferase (21%), decreased calcium (12%), increased alkaline phosphatase (9%), increased 
potassium (7%), increased alanine aminotransferase (7%), increased creatinine (4%), decreased lymphocytes (29%), 
decreased hemoglobin (11%), decreased platelets  (10%), and decreased neutrophil count (8%). 

Contraindications:  There are no contraindications listed with this product. 

Manufacturer:  Kadmon Pharmaceuticals. 

Analysis:   The safety and efficacy of Rezurock® were assessed in a randomized, open-label, multicenter study that 
included patients with chronic GVHD who had received 2 to 5 prior lines of systemic therapy and required additional 
treatment. Patients were excluded from the study if platelets were ˂50 X109/L, absolute neutrophil count ˂1.5 
X109/L, AST or ALT >3 times the upper limit of normal (ULN), total bilirubin >1.5 X ULN, QTc(F) >480 ms, eGFR 
˂30ml/min/1.73m2, or FEV1 ≤39%. 

Patients were treated with Rezurock® 200mg QD and concomitant treatment with supportive care therapies for 
chronic GVHD were permitted. Concomitant treatment with GVHD prophylaxis and standard care systemic chronic 
GVHD therapies were permitted as long as the subject had been on stable doses for at least 2 weeks prior to the 
study. Initiation of new systemic chronic GVHD therapy while on the study was not permitted. 

The median age of included patients was 53 years, while 65% were male, 83% were white, and the median time 
from chronic GVHD diagnosis was 25.3 months. In addition, 48% had ≥4 organs involved and the median number of 
prior lines of therapy was 3. Furthermore 78% were refractory to last therapy, 71% had severe chronic GVHD, the 
median Global Severity Rating was 7, the median Lee Symptom Scale Score at baseline was 27, and the median 
corticosteroid dose at baseline was 0.19 prednisone equivalents/kg. 

The efficacy of Rezurock® was based on overall response rate (ORR) through cycle 7 day 1 where overall response 
included complete response or partial response per the 2014 NIH Response Criteria. The ORR is presented in the 
table below, which was adapted from the prescribing information. The median duration of response, calculated 
from first response to progression, death, or new systemic therapies for chronic GVHD was 1.9 months. The median 
time to first response was 1.8 months. In patients who achieved response, no death or new systemic therapy 
initiation occurred in 62% of patients for at least 12 months since response. 

 
Rezurock® 

(N=65) 

Overall Response Rate 
(ORR) 

49 (75%) 
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Rezurock® 

(N=65) 

Complete Response  4 (6%) 

Partial Response 45 (69%) 

ORR results were supported by exploratory analyses of patient-reported symptoms which demonstrated at least a 
7-point decrease in the Lee Symptom Scale summary score through cycle 7 day 1 in 52% of patients.  

Place in Therapy:  Rezurock® is a kinase inhibitor that is indicated for the treatment of adult and pediatric patients 
12 years and older with chronic graft-versus-host disease (chronic GVHD) after failure of at least 2 prior lines of 
systemic therapy. It is a treatment that focuses on both inflammation and fibrosis. In a randomized, open-label, 
single-arm study that included patients with chronic GVHD who had received 2 to 5 prior lines of systemic therapy 
and required additional treatment (N=65), results of the primary endpoint of overall response rate was 75%. 

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

PDL Placement:        Preferred 
    Non-Preferred 
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