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 Comparable Products   Preferred Drug List Status 
 Beta blockers    Preferred  
 Calcium channel blockers  Preferred 
 Disopyramide    Preferred 
           

Pharmacology/Usage:  Mavacamten, the active ingredient of Camzyos®, is an allosteric and reversible inhibitor 
selective for cardiac myosin. Mavacamten modulates the number of myosin heads that can enter ‘on actin’ (power-
generating) states, thus reducing the probability of force-producing (systolic) and residual (diastolic) cross-bridge 
formation. Excess myosin actin cross-bridge formation and dysregulation of the super-relaxed state are mechanistic 
hallmarks of hypertrophic cardiomyopathy (HCM). Mavacamten shifts the overall myosin population towards an 
energy-sparing, recruitable, super-relaxed state. In HCM patients, myosin inhibition with mavacamten reduces 
dynamic left ventricular outflow tract (LVOT) obstruction and improves cardiac filling pressures. 

Indication:  For the treatment of adults with symptomatic New York Heart Association (NYHA) class II-III obstructive 
hypertrophic cardiomyopathy (HCM) to improve functional capacity and symptoms. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on animal data, 
Camzyos® may cause fetal harm when administered to a pregnant female. There are no human data on use during 
pregnancy to assess for a drug-associated risk of major birth defects, miscarriage, or other adverse maternal or fetal 
outcomes. The underlying maternal condition during pregnancy poses a risk to the mother and fetus. Advise 
pregnant females about the potential risk to the fetus with maternal exposure to Camzyos® during pregnancy. 
Confirm the absence of pregnancy in females of reproductive potential prior to starting Camzyos®. In addition, 
advise females of reproductive potential to use effective contraception during treatment with Camzyos® and for 4 
months after the last dose. Use of Camzyos® may reduce the effectiveness of combined hormonal contraceptives 

(CHCs); thus, advise patients using CHCs to use an alternative contraceptive method or add non-hormonal 
contraception. The safety and efficacy of use in the pediatric population have not been established.   

Dosage Form:  Capsules: 2.5mg, 5mg, 10mg, 15mg. Swallow capsules whole; do not break, open, or chew. 

Recommended Dosage: Confirm the absence of pregnancy and usage of effective contraception in females of 
reproductive potential.  
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Initiation or up-titration of Camzyos® in patients with left ventricular ejection fraction (LVEF) ˂55% is not 
recommended. 

Start at 5mg PO QD without regard to food; allowable subsequent doses with titration are 2.5mg, 5mg, 10mg, or 
15mg QD. 

Patients may develop heart failure while taking Camzyos® Regular LVEF and Valsalva left ventricular outflow tract 
(LVOT) gradient assessment is required for careful titration to achieve an appropriate target Valsalva LVOT gradient, 
while maintaining LVEF ≥50% and avoiding heart failure symptoms. 

Daily dosing takes weeks to reach steady-state drug levels and therapeutic effects, and genetic variation in 
metabolism and drug interactions can cause large differences in exposure.  

When initiating or titrating Camzyos®, first consider LVEF then consider the Valsalva LVOT gradient and patient 
clinical status to guide appropriate Camzyos® dosing. Follow the algorithms in the prescribing information for 
Initiation phase and Maintenance phase for appropriate Camzyos® dosing and monitoring schedules.  

If LVEF ˂50% while taking Camzyos®, interrupt treatment. Follow the algorithm in the prescribing information for 
Interruption, for guidance on interrupting, restarting, or discontinuing Camzyos®. If interrupted at 2.5mg, either 
restart at 2.5mg or discontinue permanently. 

Delay dose increases when there is intercurrent illness (e.g. serious infection) or arrhythmia (e.g. atrial fibrillation or 
other uncontrolled tachyarrhythmia) that may impair systolic function. Consider interruption of Camzyos® in 
patients with intercurrent illness. 

If a dose is missed, it should be taken as soon as possible, and the next scheduled dose should be taken at the usual 
time the following day. Exact timing of dosing during the day is not essential, but two doses should not be taken on 
the same day. 

Dosage adjustment is not required in patients with mild to moderate hepatic impairment. The effect of severe 
hepatic impairment is not known. 

Drug Interactions:   Mavacamten is mainly metabolized by CYP2C19 and to a lesser extent by CYP3A4 and CYP2C9. 
Inducers and inhibitors of CYP2C19 and moderate to strong inhibitors or inducers of CYP3A4 may affect the 
exposures of mavacamten. 

Concomitant use of Camzyos® with a moderate to strong CYP2C19 inhibitor or a strong CYP3A4 inhibitor is 
contraindicated. 

Concomitant use of Camzyos® with a moderate to strong CYP2C19 inducer or a moderate to strong CYP3A4 inducer 
is contraindicated. 

Initiate Camzyos® at the recommended starting dosage of 5mg PO QD in patients who are on stable therapy with a 
weak CYP2C19 inhibitor or a moderate CYP3A4 inhibitor. Reduce the dose of Camzyos® by one level (i.e. 15mg to 
10mg, 10mg to 5mg, or 5mg to 2.5mg) in patients who are on Camzyos® treatment and intend to start a weak 
CYP2C19 inhibitor or a moderate CYP3A4 inhibitor. Schedule clinical and echocardiographic assessment 4 weeks 

after inhibitor initiation, and do not up-titrate Camzyos® until 12 weeks after inhibitor initiation. Avoid initiation of 
concomitant weak CYP2C19 and moderate CYP3A4 inhibitors in patients who are on stable treatment with a 2.5mg 
dose of Camzyos® because a lower dose is not available. 

Mavacamten is an inducer of CYP3A4, CYP2C9, and CYP2C19. Concomitant use with CYP3A4, CYP2C19, or CYP2C9 
substrates may reduce plasma concentration of these drugs. Closely monitor when Camzyos® is used in combination 
with CYP3A4, CYP2C19, or CYP2C9 substrates where decreases in the plasma concentration of these drugs may 
reduce their activity. 
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Progestin and ethinyl estradiol are CYP3A4 substrates. Concomitant use of Camzyos® may decrease exposures of 
ethinyl estradiol and progestin, which may lead to contraceptive failure or an increase in breakthrough bleeding. 
Advise patients to use a contraceptive method that is not affected by CYP450 enzyme induction (e.g. intrauterine 
system) or add non-hormonal contraception (such as condoms) during concomitant use and for 4 months after the 
last dose of Camzyos®. 

Expect additive negative inotropic effects of Camzyos® and other drugs that reduce cardiac contractility. In the 
EXPLORER-HCM trial, 119 of 123 patients who received Camzyos® received concomitant therapy with beta blockers 
(N=94), verapamil (N=19), or diltiazem (N=6). Avoid concomitant use of Camzyos® with disopyramide in combination 
with verapamil or diltiazem because such use has been associated with left ventricular systolic dysfunction and heart 
failure symptoms. If concomitant therapy with a negative inotrope is initiated, or if the dose of a negative inotrope 
is increased, monitor LVEF closely until stable doses and clinical response have been achieved. 

Box Warning:  Camzyos® has a box warning regarding risk of heart failure. Camzyos® reduces left ventricular ejection 
fraction (LVEF) and can cause heart failure due to systolic dysfunction. Echocardiogram assessments of LVEF are 
required prior to and during treatment with Camzyos®. Initiation of Camzyos® in patients with LVEF ˂55% is not 
recommended. Interrupt Camzyos® if LVEF is ˂50% at any visit or if the patient experiences heart failure symptoms 
or worsening clinical status. Concomitant use of Camzyos® with certain CYP450 inhibitors or discontinuation of 
certain CYP450 inducers may increase the risk of heart failure due to systolic dysfunction; therefore, the use of 
Camzyos® is contraindicated with the following: 

• Moderate to strong CYP2C19 inhibitors or strong CYP3A4 inhibitors. 

• Moderate to strong CYP2C19 inducers or moderate to strong CYP3A4 inducers. 

Because of the risk of heart failure due to systolic dysfunction, Camzyos® is available only through a restricted 
program under a Risk Evaluation and Mitigation Strategy (REMS) called Camzyos® REMS Program. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Camzyos®) minus the % incidence for placebo in adverse events occurring in >5% of patients and more commonly 
on Camzyos® than placebo. Please note that an incidence of 0% means the incidence was the same as or less than 
placebo. The most frequently reported adverse events included dizziness (9%) and syncope (4%). 

Camzyos® reduces systolic contraction and can cause heart failure or totally block ventricular function. Patients who 

experience a serious intercurrent illness (e.g. serious infection) or arrhythmia (e.g. atrial fibrillation or other 
uncontrolled tachyarrhythmia) are at greater risk of developing systolic dysfunction and heart failure. Assess the 
patient’s clinical status and LVEF prior to and regularly during treatment and adjust the Camzyos® dose accordingly. 
New or worsening arrhythmia, dyspnea, chest pain, fatigue, palpitations, leg edema, or elevations in N-terminal pro-
B-type natriuretic peptide (NT-proBNP) may be signs and symptoms of heart failure and should also prompt an 
evaluation of cardiac function. Asymptomatic LVEF reduction, intercurrent illness, and arrhythmias require 
additional dosing considerations. Initiation of Camzyos® in patients with LVEF ˂55% is not recommended. Avoid 
concomitant use of Camzyos® in patients on disopyramide, ranolazine, verapamil with a beta blocker, or diltiazem 
with a beta blocker as these medications and combinations were excluded from the clinical study of Camzyos® in 
obstructive HCM. Concomitant use of Camzyos® with disopyramide in combination with verapamil or diltiazem has 
been associated with left ventricular systolic dysfunction and heart failure symptoms in patients with obstructive 
HCM. 

Camzyos® is only available through a restricted program called the Camzyos® REMS program because of the risk of 
heart failure due to systolic dysfunction. Notable requirements of the Camzyos® REMS program includes that 

prescribers must be certified by enrolling in the program; patients must enroll in the program and comply with 
ongoing monitoring requirements; pharmacies must be certified by enrolling in the program and must only dispense 
to patients who are authorized to receive Camzyos®; and wholesalers and distributors must only distribute to 
certified pharmacies. Further information is available at www.camzyosrems.com or by calling 1-833-628-7367. 

Contraindications:  With concomitant use of: 

http://www.camzyosrems.com/
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• Moderate to strong CYP2C19 inhibitors or strong CYP3A4 inhibitors. 

• Moderate to strong CYP2C19 inducers or moderate to strong CYP3A4 inducers. 

Manufacturer:   MyoKardia, Inc., a wholly-owned subsidiary of Bristol Myers Squibb. 

Analysis:  The safety and efficacy of Camzyos® were assessed in a phase 3, double-blind, randomized, placebo-
controlled, multicenter, international, parallel-group study (EXPLORER-HCM) that included adults (N=251) with 
symptomatic NYHA class II and III obstructive HCM, LVEF ≥55%, and Valsalva LVOT peak gradient ≥50mmHg at rest 
or with provocation. Patients on dual therapy with beta blocker and calcium channel blocker treatment or 
monotherapy with disopyramide or ranolazine were excluded. Patients with a known infiltrative or storage disorder 
causing cardiac hypertrophy that mimicked obstructive HCM, such as Fabry disease, amyloidosis, or Noonan 
syndrome with left ventricular hypertrophy, were also excluded. Patients were randomized to receive a starting 
dose of 5mg of Camzyos® or placebo QD for 30 weeks.  

Group were well matched with respect to age (mean 59 years), BMI (mean 30kg/m2), heart rate (mean 62 bpm), 
blood pressure (mean 128/76mmHg), and race (90% Caucasian). Males comprised 54% of the Camzyos® group and 
65% of the placebo group. At baseline, about 73% of randomized patients were NHYA Class II and 27% were NYHA 
class III. The mean LVEF was 74% and the mean Valsalva LVOT gradient was 73mmHg. About 10% had prior septal 
reduction therapy, 75% were on beta blockers, 17% on calcium channel blockers, and 14% had a history of atrial 
fibrillation. 

The Camzyos® dose was periodically adjusted to optimize patient response (decrease in LVOT gradient with Valsalva 
maneuver) and maintain LVEF ≥50%. In the Camzyos® group at the end of treatment, 49% of patients were receiving 

the 5mg dose, 33% were receiving the 10mg dose, and 11% were receiving the 15mg dose. 

The primary composite functional endpoint, assessed at 30 weeks, was defined as the proportion of patients who 
achieved either improvement of mixed venous oxygen tension (pVO2) by ≥1.5ml/kg/min plus improvement in NYHA 
class by at least 1 or improvement of pVO2 by ≥3.0ml/kg/min plus no worsening in NYHA class. Results suggested 
that a greater proportion of patients met the primary endpoint at week 30 in the Camzyos® group compared to the 
placebo group (37% vs 17%, respectively, p=0.0005). Results are presented in the table below, which was adapted 
from the prescribing information. 

Primary Endpoint at 30 weeks 
Camzyos®  
(N=123) 

Placebo 
(N=128) 

Difference p-value 

Total responders 45 (37%) 22 (17%) 19% 0.0005 

NNT calculated by CHC 6 

Change from baseline pVO2 
≥1.5ml/kg/min and ↓ NYHA 

41 (33%) 18 (14%) 19%  

Change from baseline pVO2 
≥3ml/kg/min and NYHA not ↑ 

29 (23%) 14 (11%) 13%  

Although the benefit of mavacamten was smaller in patients on background beta blocker therapy compared to those 
who were not (attenuated improvement in pVO2), analyses of other secondary endpoints (symptoms, LVOT 
gradient) suggest that patients might benefit from mavacamten treatment regardless of beta blocker use. 

The treatment effects of Camzyos® on LVOT obstruction, functional capacity, and health status were assessed by 
change from baseline through week 30 in post-exercise LVOT peak gradient, change in pVO2, proportion of patients 
with improvement in NYHA class, Kansas City Cardiomyopathy Questionnaire-23 (KCCQ-23) Clinical Summary Score 

(CSS), and Hypertrophic Cardiomyopathy Symptom Questionnaire (HCMSQ) Shortness of Breath (SoB) domain 
score. At week 30, patients receiving Camzyos® had greater improvement compared to placebo group across all 
secondary endpoints. Results of some secondary endpoints are presented in the table below, which was adapted 
from the prescribing information. 
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Secondary Endpoints  
Camzyos®  
(N=123) 

Placebo 
(N=128) 

Difference p-value 

Post-Exercise LVOT gradient (mmHg), 
mean 

-47 -10 -35 ˂0.0001 

pVO2 (ml/kg/min), mean 1.4 -0.1 1.4 ˂0.0006 

Number (%) with NYHA Class improved ≥1 80 (65%) 40 (31%) 34% ˂0.0001 

The following table includes changes from baseline to week 30 in KCCQ-23 CSS and HCMSQ SoB domain, which was 

adapted from the prescribing information. Note that the KCCQ-23 CSS is derived from the Total Symptom Score 
(TSS) and the Physical Limitations (PL) score of the KCCQ-23. The CSS ranges from 0 to 100 with higher scores 
representing less severe symptoms and/or physical limitations. The HCMSQ SoB domain score measures the 
frequency and severity of shortness of breath. The HCMSQ SoB domain score ranges from 0 to 18 with lower scores 
representing less shortness of breath. 

 Baseline, mean 
Change from baseline to 

week 30, mean 
Difference, 
LS mean; 

p-value Secondary Endpoints  Camzyos®  Placebo  Camzyos® Placebo 

KCCQ-23 CSS 
N=99 

71 
N=97 

71 
14 4 

9; 
p˂0.0001 

HCMSQ SoB 
N=108 

5 
N=109 

5 
-3 -1 

-2; 
p˂0.0001 

Place in Therapy:  Camzyos® is an oral cardiac myosin inhibitor indicated for the treatment of adults with 
symptomatic New York Heart Association (NYHA) class II-III obstructive hypertrophic cardiomyopathy (HCM) to 
improve functional capacity and symptoms. It has a box warning regarding the risk of heart failure, as it reduces left 
ventricular ejection fraction (LVEF) and can cause heart failure due to systolic dysfunction. Because of the risk of 
heart failure due to systolic dysfunction, Camzyos® is available only through a restricted program under a REMS 
called the Camzyos® REMS program. Females of reproductive potential must confirm the absence of pregnancy and 
usage of effective contraception. In addition, Camzyos® is contraindicated with concomitant use of moderate to 
strong CYP2C19 inhibitors or strong CYP3A4 inhibitors, as well as with moderate to strong CYP2C19 inducers or 
moderate to strong CYP3A4 inducers. The safety and efficacy of Camzyos® were assessed in a double-blind, placebo-
controlled, multicenter study that included adults with symptomatic NYHA class II or III obstructive HCM, LVEF ≥55%, 

and Valsalva LVOT peak gradient ≥50 mmHg at rest or with provocation. A greater proportion of patients met the 
primary endpoint at week 30 in the Camzyos® group compared to the placebo group (37% vs 17%, p=0.0005; NNT 
6). 

There is no evidence at this time to support that Camzyos® is safer or more effective than other currently preferred, 
more cost-effective medications. It is therefore recommended that Camzyos® remain non-preferred and require 
prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

  PDL Placement:      Non-Preferred with Conditions 
       DUR Review in Process 

References 
1 Camzyos [package insert]. Brisbane, CA: MyoKardia, Inc; 2022.       

 

Prepared By:  Iowa Medicaid           Date: 09/09/2022 

Property of Iowa Medicaid and may not be reproduced without permission 
 


