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 New Criteria    Revision of Existing Criteria 
 
Executive Summary   
 

Purpose: 

The purpose of this monograph is to provide a review of new therapy to 
determine whether the reviewed drug should be made available on an open 
access basis to prescribers, require a clinical edit or require prior authorization 
for use.  

  
 
Dosage Forms: 
 
 
Manufacturer: 

 
Rukobia is available as a 600 mg extended-release tablet of fostemsavir.  
 
 
Manufactured for: ViiV Healthcare, Research Triangle Park, NC 27709. 

 
 

 

Summary of 
Findings: 

The efficacy of Rukobia was demonstrated in a phase III, partially-
randomized, international, double-blind, placebo-controlled trial in 371 
patients.  In this study, the primary efficacy endpoint was the adjusted mean 
decline in human immunodeficiency virus–1 (HIV-1) RNA from Day 1 to 
Day 8 with RUKOBIA versus placebo in the randomized cohort. The results 
of the primary endpoint analysis showed superiority of RUKOBIA compared 
with placebo (Rukobia: -0.791 vs placebo: -0.166 (95% CI; p<0.0001).   

 
 

 

Status 
Recommendation: 

 Clinical Edit 
 Non-Reference Product List 

 PA Required 
 PDL 

   
Type of PA 
Criteria: 

 Appropriate Indications 
 No PA Required 

 Non-Preferred 
 Preferred 
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Purpose 
The purpose of this monograph is to provide a review of new therapy to determine whether the 
reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open 
access drug. While prescription expenditures are increasing at double-digit rates, payers are 
evaluating ways to control these costs by influencing prescriber behavior and guide appropriate 
medication usage. This review will assist in the achievement of qualitative and economic goals 
related to health care resource utilization. Restricting the use of certain medications can reduce 
costs by requiring documentation of appropriate indications for use, and where appropriate, 
encourage the use of less expensive agents within a drug class. 
 

Introduction (1,2) 
HIV (human immunodeficiency virus) is a virus that attacks the body’s immune system. If HIV is 
not treated, it can lead to AIDS (acquired immunodeficiency syndrome).  In general, HIV can be 
broken up into two groups, HIV type 1 (HIV-1) and HIV type 2 (HIV-2).  HIV-1 leads to faster 
disease progression than HIV-2 and causes most HIV infections worldwide.  HIV infection is 
usually acquired through sexual intercourse, exposure to infected blood, or perinatal transmission.  
In order to help curb this pandemic, it is important to focus on an infected patient’s blood HIV 
viral load.  This number correlates with the risk of transmission of HIV.  The higher a patient’s viral 
load is the higher his/her risk of transmitting HIV is.  A description of HIV infection was first 
published in 1985 detailing the cases of a group of 12 men.  By the end of 2016, the reported 
statistics on the global burden of HIV indicated that 36.7 million adults and children were living 
with HIV/AIDS and 1.8 million people had been newly infected with HIV in 2016.  Ultimately, 
approximately 1 million people died of AIDS that year.   
 

Dosage Form (3,4) 
Rukobia is available as a 600 mg extended-release tablet of fostemsavir.  
 

Manufacturer (3,4) 
Manufactured for: ViiV Healthcare, Research Triangle Park, NC 27709. 
 

Indication(s) (3,4) 
Rukobia, in combination with other antiretroviral(s), is indicated for the treatment of HIV-1 infection 
in heavily treatment-experienced adults with multidrug-resistant HIV-1 infection failing their current 
antiretroviral regimen due to resistance, intolerance, or safety considerations.   
                   

Clinical Efficacy (3-5) (mechanism of action/pharmacology, comparative 
efficacy)  
Rukobia, an antiretroviral agent, is hydrolyzed to the active moiety, temsavir, which is a gp120 
attachment inhibitor.  Temsavir binds to the HIV-1 envelope protein gp120 subunit and selectively 
inhibits the interaction between the virus and cellular CD4 receptors, preventing host cell 
attachment.  In addition, temsavir can inhibit gp120-dependent post-attachment steps required for 
viral entry into host cells.  
 
Pharmacokinetics: 

Absorption Time to peak: 2 hours  
Metabolism Hydrolysis (esterases): 36.1% of oral dose 

Oxidation (CYP3A4): 21.2% of oral dose 
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UGT: <1% of oral dose 
Excretion Urine: 51% (<2% as unchanged drug) 

Feces: 33% (1.1% as unchanged drug)  
Half-life 11 hours 

 
  

Clinical Trials Experience 
STUDY 1 DESIGN Phase III, partially-randomized, international, double-blind, placebo-

controlled trial (BRIGHTE) 
(n = 371) 

INCLUSION 
CRITERIA 

 ≥18 years of age 
 Viral load ≥400 copies/mL  
 ≤2 classes of antiretroviral medications remaining at baseline due 

to resistance, intolerability, contraindication, or other safety 
concerns 

 Able to receive ≥1 fully active approved antiretroviral as part of the 
OBT from Day 9 onwards in the randomized cohort 

Subjects without any remaining fully active approved antiretroviral 
may be enrolled in the non-randomized cohort 

EXCLUSION 
CRITERIA 

 Chronic untreated hepatitis B virus (HBV) (however, patients with 
chronic treated HBV are eligible) 

 HIV-2 infection 
 Alanine aminotransferase (ALT) or aspartate aminotransferase 

(AST) > 7 x upper limit of normal (ULN) 
 Alkaline phosphatase > 5 x ULN 
Bilirubin ≥1.5 x ULN (unless subject is currently on atazanavir and has 
predominantly unconjugated hyperbilirubinemia) 

TREATMENT 
REGIMEN 

Patients were enrolled in either a randomized or non-randomized 
cohort defined as follows for a 96-week duration: 

 Randomized cohort (n = 272): 
o Subjects had 1, but no more than 2, fully active and 

available antiretroviral agent(s) at screening which could 
be combined as part of an efficacious background 
regimen. Randomized subjects received either blinded 
RUKOBIA 600 mg twice daily (n = 203) or placebo (n = 69) 
in addition to their current failing regimen for 8 days of 
functional monotherapy. Beyond Day 8, randomized 
subjects received open-label RUKOBIA 600 mg twice daily 
plus an investigator-selected OBT. This cohort provides 
primary evidence of efficacy of RUKOBIA 

 Non-randomized cohort (n = 272): 
Subjects had no fully active and approved antiretroviral agent(s) 
available at screening. Nonrandomized subjects were treated with 
open-label RUKOBIA 600 mg twice daily plus OBT from Day 1 
onward. The use of an investigational drug(s) as a component of the 
OBT was permitted in the nonrandomized cohort 

RESULTS The primary efficacy endpoint was the adjusted mean decline in HIV-1 
RNA from Day 1 to Day 8 with RUKOBIA versus placebo in the 
randomized cohort. The results of the primary endpoint analysis 
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demonstrated superiority of RUKOBIA compared with placebo 
(Rukobia: -0.791 vs placebo: -0.166 (95% CI; p<0.0001). 

SAFETY Discussed in the Adverse Effects section below. 
 

Contraindications (3,4) 
 Previous hypersensitivity to fostemsavir or any of the components of Rukobia. 
 Coadministration with a strong cytochrome P450 (CYP)3A inducer, as significant 

decreases in temsavir (the active moiety of fostemsavir) plasma concentrations may 
occur which may result in loss of virologic response (see Drug Interactions).  
 

Warnings and Precautions (3,4) 
 Immune Reconstitution Syndrome: During the initial phase of combination antiretroviral 

treatment, patients whose immune systems respond may develop an inflammatory 
response to indolent or residual opportunistic infections (e.g., Mycobacterium avium 
infection, cytomegalovirus, Pneumocystis jirovecii pneumonia (PCP), or tuberculosis), 
which may necessitate further evaluation and treatment. 

 QTc prolongation with higher than recommended dosages: Use with caution in patients 
with a history of QTc interval prolongation, when coadministered with a drug with a 
known risk of Torsade de Pointes, or in patients with relevant pre-existing cardiac 
disease.  Elderly patients may be more susceptible to drug-induced QT interval 
prolongation. 

 Elevations in hepatic transaminases in patients with hepatitis B or C virus co-infection: 
Monitoring of liver chemistries is recommended in patients with hepatitis B and/or C co-
infection.  Particular diligence should be applied in initiating or maintaining effective HBV 
therapy when starting Rukobia in patients with co-infected with HBV. 

 Risk of adverse reactions or loss of virologic response due to drug interactions: 
Concomitant use with certain other drugs may result in known or potentially significant 
drug interactions, some of which may lead to: 

o Loss of therapeutic effect of Rukobia and possible development of resistance 
due to reduced exposure of temsavir. 

o Possible prolongation of QTc interval from increased exposure to temsavir. 
 

Adverse Effects (3,4) 
 

Most common, ≥ 2% Rukobia plus OBTa (n = 271) % 
Nausea 10 
Diarrhea 4 
Headache 4 
Abdominal painb 3 
Dyspepsia 3 
Fatiguec 3 
Rashd 3 
Sleep disturbancee 3 
Immune Reconstitution Inflammatory Syndrome 2 
Somnolence  2 
Vomiting 2 

a. OBT: optimized background therapy 
b. Includes pooled terms: abdominal discomfort, abdominal pain, and abdominal pain upper 
c. Includes pooled terms: fatigue and asthenia 
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d. Includes pooled terms: rash, rash generalized, rash maculo-papular, rash pruritic, and dermatitis allergic 
e. Includes pooled terms: insomnia, sleep deficit, sleep disorder, abnormal dreams 

 

Drug Interactions (3,4) 
 

Concomitant drug class: 
drug name 

Effect on concentration 
of temsavir and/or 
concomitant drug 

Clinical Comment 

Androgen receptor inhibitor: 
 Enzalutamide 

↓ Temsavir 

Coadministration is 
contraindicated due to 

potential for loss of 
therapeutic effect of Rukobia 

Anticonvulsants: 
 Carbamazepine 
 Phenytoin 

↓ Temsavir 

Antimycobacterial: 
 Rifampin 

↓ Temsavir 

Antineoplastic: 
 Mitotane 

↓ Temsavir 

Herbal product: 
 St John’s wort (Hypericum 

perforatum) 
↓ Temsavir 

Hepatitis C virus direct-acting antivirals: 
 Grazoprevir 
 Voxilaprevir 

↑ Grazoprevir 
↑ Voxilaprevir 

Coadministration may 
increase exposures of 

grazoprevir or voxilaprevir; 
however, the magnitude of 

increase in exposure is 
unknown.  Increased 

exposures of grazoprevir may 
increase the risk of ALT 

elevations.  Use an 
alternative HCV regimen if 

possible 

Oral contraceptive: 
 Ethinyl estradiol 

↑ Ethinyl estradiol 

Ethinyl estradiol daily dose 
should not exceed 30 mcg.  

Caution is advised particularly 
in patients with additional risk 

factors or thromboembolic 
events. 

Statins: 
 Rosuvastatin 
 Atorvastatin 
 Fluvastatin 
 Pitavastatin 
 Simvastatin 

↑ Rosuvastatin 
↑ Atorvastatin 
↑ Fluvastatin 
↑Pitavastatin 
↑ Simvastatin 

Use the lowest possible 
starting dose for statins and 
monitor for statin-associated 

adverse events 

 

Dosage and Administration (3,4) 
 600 mg twice daily with or without food  
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Cost   
 

           ** Wholesale Acquisition Cost 

 

Conclusion 
Rukobia, in combination with other antiretroviral(s), is indicated for the treatment of HIV-1 infection 
in heavily treatment-experienced adults with multidrug-resistant HIV-1 infection failing their current 
antiretroviral regimen due to resistance, intolerance, or safety considerations.  The efficacy of 
Rukobia was demonstrated in a phase III, partially-randomized, international, double-blind, 
placebo-controlled trial in 371 patients.  In this study, the primary efficacy endpoint was the 
adjusted mean decline in HIV-1 RNA from Day 1 to Day 8 with RUKOBIA versus placebo in the 
randomized cohort. The results of the primary endpoint analysis showed superiority of 
RUKOBIA compared with placebo (Rukobia: -0.791 vs placebo: -0.166 (95% CI; p<0.0001).  
The most common adverse reactions in patients taking Rukobia were nausea, diarrhea, 
headache, abdominal pain, dyspepsia, fatigue, rash, sleep disturbance, Immune Reconstitution 
Inflammatory Syndrome, somnolence, and vomiting.  
 

Recommendation 
This drug is being considered for inclusion in the state Antiretrovirals, Treatment Reference 
Product List - Non Reference. 
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Prepared by:  Jo Klinger, PharmD  
Date:  Nov 5, 2020 
 

Generic Name Brand Name Manufacturer Dose Cost** 

Fostemsavir Rukobia Viiv Healthcare 600 mg daily 
$127.50/tab or 
$7,650/month 


