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 Comparable Products   Preferred Drug List Status 
 Ganciclovir               Non-Preferred 
 Valganciclovir    Preferred      

Pharmacology/Usage:  Maribavir, the active ingredient of Livtencity®, is a benzimidazole riboside cytomegalovirus 
(CMV) pUL97 protein kinase inhibitor. It is an antiviral agent against human CMV, mediated by competitive inhibition 
of the protein kinase activity of human CMV enzyme pUL97, which results in inhibition of the phosphorylation of 
proteins.  

Indication:  For the treatment of adults and pediatric patients (12 years of age and older and weighing at least 35kg) 
with post-transplant cytomegalovirus (CMV) infection/disease that is refractory to treatment (with or without 
genotypic resistance) with ganciclovir, valganciclovir, cidofovir, or foscarnet. 

There is no pregnancy category for this medication; however, the risk summary indicates that there are no adequate 
human data available to establish whether Livtencity® poses a risk to pregnancy outcomes. The safety and efficacy 
of use in the pediatric population younger than 12 years of age have not been established. 

Dosage Form:   Tablets: 200mg. 

Recommended Dosage:  Take 400mg (two 200mg tablets) PO BID with or without food. 

Dose adjustments are not required with renal impairment or with mild to moderate hepatic impairment. 
Administration of Livtencity® in patients with end stage renal disease (ESRD), including patients on dialysis, and in 
patients with severe hepatic impairment has not been studied.  

Drug Interactions:  Livtencity® is not recommended to be co-administered with valganciclovir/ganciclovir 
(vGCV/GCV). 

Maribavir is a substrate of CYP3A4. Coadministration of Livtencity® with strong inducers of CYP3A4 is not 
recommended, except for selected anticonvulsants. 

Maribavir is a weak inhibitor of CYP3A4, and an inhibitor of P-gp and breast cancer resistance protein (BCRP). The 
co-administration of Livtencity® with drugs that are sensitive substrates of CYP3A, P-gp, and BCRP may result in a 
clinically relevant increase in plasma concentrations of these substrates. 

Use caution when Livtencity® and digoxin are co-administered. Monitor serum digoxin concentrations. The dose of 
digoxin may need to be reduced when co-administered with Livtencity®. 
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A dose adjustment of Livtencity® to 800mg BID is recommended when co-administered with carbamazepine. 

A dose adjustment of Livtencity® to 1200 BID is recommended when co-administered with phenobarbital. 

A dose adjustment of Livtencity® to 1200 BID is recommended when co-administered with phenytoin. 

The co-administration of Livtencity® with the following is not recommended due to potential for a decrease in 
efficacy of Livtencity®: rifabutin, rifampin, and St. John’s wort. 

The patient should be closely monitored for rosuvastatin-related events, especially the occurrence of myopathy and 
rhabdomyolysis if co-administer rosuvastatin with Livtencity®. 

Frequently monitor the levels of the following treatments throughout treatment with Livtencity®, especially 
following initiation and after discontinuation of Livtencity® and adjust the dose, as needed: cyclosporine, everolimus, 
sirolimus, and tacrolimus. 

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 
(Livtencity®) minus reported % incidence for IAT (Investigator-Assigned Treatment; which included monotherapy or 
dual therapy with ganciclovir, valganciclovir, foscarnet, or cidofovir). 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 taste 
disturbance (42%), nausea (0%), diarrhea (0%), vomiting (0%), fatigue (3%). A higher proportion of subjects in the 
IAT group discontinued study medication due to an adverse event compared to the Livtencity® group (32% in the 
IAT group vs 13% in the Livtencity® group). 

Livtencity® may antagonize the antiviral activity of ganciclovir and valganciclovir by inhibiting human CMV pUL97 
kinase, which is required for activation/phosphorylation of ganciclovir and valganciclovir. The co-administration of 
Livtencity® with ganciclovir or valganciclovir is not recommended. 

Virologic failure due to resistance can occur during and after treatment with Livtencity®. Virologic relapse during the 
post-treatment period usually occurred within 4-8 weeks after treatment discontinuation. Some maribavir pUL97 
resistance-associated substitutions confer cross-resistance to ganciclovir and valganciclovir. Monitor CMV DNA 
levels and check for maribavir resistance if the patient is not responding to treatment or relapses. 

The concomitant use of Livtencity® and certain drugs may result in potentially significant drug interactions, some of 
which may lead to reduced therapeutic effect of Livtencity® or adverse reactions of concomitant drugs.  Refer to the 
drug interactions section. 

Contraindications:  There are no contraindications listed with this product. 

Manufacturer:  Takeda Pharmaceuticals America, Inc. 

Analysis:  A phase 3, multicenter, randomized, open-label, active-controlled, superiority trial was performed to 
assess the safety and efficacy of Livtencity® as compared to Investigator-Assigned Treatment (IAT; ganciclovir, 
valganciclovir, foscarnet, or cidofovir) in hematopoietic stem cell transplant (HSCT) or solid organ transplant (SOT) 
recipients with CMV infections (N=352) that were refractory to treatment with ganciclovir, valganciclovir, foscarnet, 
or cidofovir, including CMV infections with or without confirmed resistance to 1 or more of the IATs. Subjects with 
CMV disease involving the CNS, including the retina, were excluded from the study. Subjects were randomized to 
treatment for up to 8 weeks; and, after completion of the treatment period, subjects entered a 12-week follow-up 
phase. 

The mean age of included subjects was 53 years, while most were male (61%) and white (76%). The most common 
treatment used in the IAT arm was foscarnet (N=47 subjects, 41%), followed by ganciclovir or valganciclovir, each 
administered in 28 subjects (24%). 
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The primary efficacy endpoint was confirmed CMV DNA level ˂  lower limit of quantification or LLOQ (i.e. ˂ 137 IU/ml) 
at the end of week 8. The key secondary endpoint was CMV DNA level ˂ LLOQ and CMV infection symptom control 
at the end of study week 8 with maintenance of this treatment effect through study week 16. Results for the primary 
endpoint suggested that Livtencity® was statistically superior to IAT (56% vs 24%, respectively). Results can be seen 
in the table below, which was adapted from the prescribing information. 

  
Livtencity® BID 

(N=235) 
 IAT 

(N=117) 

Primary Endpoint: Confirmed CMV DNA level ˂LLOQ at week 8 

Responders  131 (56%) 28 (24%) 

Adjusted difference in proportion of responders 33% 

P-value, adjusted (and NNT calculated by CHC) ˂0.001 (NNT 4) 

The reasons for failure to meet the primary endpoint can be seen in the table below, which was adapted from the 
prescribing information. 

 
Livtencity® BID 

(N=235) 
 IAT 

(N=117) 

Responders  131 (56%) 28 (24%) 

Non-Responders: 104 (44%) 89 (76%) 

Due to virologic failure: 
-CMV DNA never ˂ LLOQ 
-CMV DNA breakthrough 

80 (34%) 
48 (20%) 
32 (14%) 

42 (36%) 
35 (30%) 

7 (6%) 

Due to drug/study discontinuation: 
-Adverse events 

-Deaths 
-Withdrawal of consent 

-Other reasons 

21 (9%) 
8 (3%) 

10 (4%) 
1 (˂1%) 
2 (1%) 

44 (38%) 
26 (22%) 

3 (3%) 
9 (8%) 
6 (5%) 

Due to other reasons but remained on study 3 (1%) 3 (3%) 

The treatment effect of Livtencity® was consistent across transplant type, age group, and the presence of CMV 
syndrome/disease at baseline. However, Livtencity® was less effective against subjects with increased CMV DNA 
levels (≥50,000 IU/ml) and subjects with absence of genotypic resistance.  

The secondary endpoint, achievement of CMV DNA level ˂ LLOQ and symptom control at week 8 with maintenance 
through week 16 is presented in the table below, which was adapted from the prescribing information.  

  
Livtencity® 400mg BID 

N=235 
IAT 

N=117 

Responders 44 (19%) 12 (10%) 

Adjusted difference in 
proportion of responders 

9% 

p-value, adjusted 0.013 

After the end of the treatment phase, 65/131 (50%) of subjects in the Livtencity® group and 11/28 (39%) subjects in 
the IAT group who achieved CMV DNA level ˂LLOQ experienced virologic relapse during the follow-up period. Most 
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of the relapses (58/65 (89%) in the Livtencity® group and 11/11 (100%) in the IAT group) occurred within 4 weeks 
after study drug discontinuation; and the median time to relapse after CMV DNA level ˂LLOQ was 15 days in the 
Livtencity® group and 15 days in the IAT group. 

For the entire study period, a similar percentage of subjects in each treatment group developed new onset 
symptomatic CMV infection (Livtencity® 6%; IAT 6%). In addition, all-cause mortality was assessed for the entire 
study period. A similar percentage of subjects in each treatment group died during the trial (Livtencity® 11%, IAT 
11%).  

Place in Therapy:   Livtencity® is an antiviral drug active against human cytomegalovirus (CMV) indicated for the 
treatment of adults and pediatric patients (12 years of age and older and weighing at least 35kg) with post-transplant 
cytomegalovirus (CMV) infection/disease that is refractory to treatment (with or without genotypic resistance) with 
ganciclovir, valganciclovir, cidofovir or foscarnet. A phase 3, open-label, active-controlled superiority trial assessed 
the safety and efficacy of Livtencity® as compared to Investigator-Assigned Treatment (IAT; ganciclovir, 
valganciclovir, foscarnet, or cidofovir) in hematopoietic stem cell transplant (HSCT) or solid organ transplant (SOT) 
recipients with CMV infections that were refractory to treatment with ganciclovir, valganciclovir, foscarnet, or 
cidofovir, including CMV infections with or without confirmed resistance to 1 or more of the IATs. The primary 
efficacy endpoint was confirmed CMV DNA level ˂LLOQ at the end of week 8, and results suggested that Livtencity® 
was statistically superior to IAT (56% vs 24%, respectively; NNT 4). 

There is some evidence at this time to suggest that Livtencity® is more effective than the other currently preferred, 
more cost-effective medications (ganciclovir, valganciclovir, foscarnet, or cidofovir) in a phase 3 study for the 
primary endpoint of confirmed CMV DNA level ˂LLOQ (i.e. ˂137IU/ml); however, the approved indication for 
Livtencity® states that it is for patients with post-transplant CMV infection/disease that is refractory to treatment 
with ganciclovir, valganciclovir, cidofovir, or foscarnet. It is therefore recommended that Livtencity® 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:        Preferred 
    Non-Preferred 
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