
 

 

 

  
 

 

PREFERRED SPECIALTY MANAGEMENT (PSM) POLICY 
 

POLICY: Human Immunodeficiency Virus – Prezcobix (Basic Formulary)  
 

DATE REVIEWED:  05/27/2020 

 

 

DRUGS AFFECTED:      

 atazanavir capsules (generic only – multiple manufacturers)  

 Kaletra® (lopinavir/ritonavir tablet/oral solution – AbbVie) 

 Prezcobix® (darunavir/cobicistat tablets – Janssen) 

 Prezista® (darunavir tablets – AbbVie) 

 ritonavir tablets (generic only – multiple manufacturers) 

 

OVERVIEW 
Prezcobix is a two-drug combination of darunavir, a human immunodeficiency virus (HIV)-1 protease 

inhibitor (PI), and cobicistat, a cytochrome P450(CYP)3A inhibitor, and is indicated for the treatment of 

HIV-1 infection in treatment-naïve and treatment-experienced adults with no darunavir resistance-

associated substitutions.1   

 

Other FDA-approved PIs are:  Reyataz® (atazanavir capsule [generics], oral powder), Evotaz® 

(atazanavir/cobicistat tablet), Prezista® (darunavir tablets), Lexiva® (fosamprenavir tablets [generics]/oral 

solution), Crixivan® (indinavir capsules), Kaletra® (lopinavir/ritonavir oral solution [generics], tablets), 

Viracept (nelfinavir tablet), Norvir (tablet [generics]/powder packet/solution), Invirase (saquinavir tablet), 

and Aptivus (tipranavir capsule/oral solution).4-14  In addition, cobicistat is available as a single-entity 

product, Tybost®, which is indicated to increase systemic exposure of atazanavir or darunavir (once daily 

[QD] dosing regimen) in combination with other antiretroviral agents in the treatment of HIV-1 infection.3   

 

Several of the PIs are indicated in pediatric patients, Prezcobix is not.  All of the PIs (boosted by either 

ritonavir or cobicistat) inhibit the CYP3A4 isoenzyme, which may lead to significant drug-drug 

interactions.2  PI-based regimens with pharmacokinetic enhancement (boosting) have demonstrated 

virologic potency, durability in treatment-naive patients, and a high barrier to resistance.   

 

Table 1 provides the indications for the PIs included in this Preferred Specialty Management Policy. 
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Table 1.  Selected PIs Indications.1,4-6 

Name Indication 

Protease Inhibitor/Pharmacokinetic Booster Combinations 

Evotaz®  

(atazanavir/cobicistat tablets) 

For use in combination with other ARVs for the treatment of HIV-1 

infection in adults.  Use of Evotaz in treatment-experienced patients should 

be guided by the number of baseline primary protease inhibitor resistance 

substitutions 

Kaletra®  

(lopinavir/ritonavir oral solution [generics], 

tablets) 

In combination with other ARVs for the treatment of HIV-1 infection in 
adults and pediatric patients (≥ 14 days). 

Prezcobix®  

(atazanavir/cobicistat tablets) 

For the treatment of HIV-1 infection in treatment-naïve and treatment-

experienced adults with no darunavir resistance-associated substitutions 

(V11I, V32I, L33F, I47V, I50V, I54L, I54M, T74P, L76V, I84V, L89V). 

Protease Inhibitor Single-Entity Products 

Norvir®  

(ritonavir tablet [generics]/powder 

packet/solution) 

Norvir tablets and oral solution are indicated in combination with other 

ARVs for the treatment of HIV-1 infection.  Norvir oral powder is indicated 

in combination with other ARVs for the treatment of pediatric patients with 

HIV-1 infection.   

Reyataz®  

(atazanavir capsule [generic]/oral powder) 

For use in combination with other ARVs for the treatment of HIV-1 
infection for patients ≥ 3 months weighing ≥ 5 kg. 

HIV – Human immunodeficiency virus; PI – Protease inhibitor; NRTI – Nucleoside reverse transcriptase inhibitor; NNRTI – 

Non-nucleoside reverse transcriptase inhibitor; ARV – Antiretroviral. 
 

 

GUIDELINES 

The Department of Health and Human Services (DHHS) Guidelines for Adults and Adolescents with 

HIV address treatment-initiation in antiretroviral therapy (ART)-naïve individuals.  ART is recommended 

for all persons with HIV regardless of CD4 cell count.2  The International Antiviral Society-USA (IAS-

USA) Panel recommendations are similar to the DHHS guidelines outlined below.3   

 

The Panel on Antiretroviral Guidelines for Adults and Adolescents recommends initiating ART at the time 

of diagnosis (when possible) or soon afterwards to increase the uptake of ART, decrease the time required 

to achieve linkage to care and virologic suppression, and improve the rate of virologic suppression among 

individuals who have recently received HIV diagnoses.2  The initial ARV regimen for a treatment-naïve 

patient generally consists of two NRTIs plus a drug from one of three classes:  integrase strand-transfer 

inhibitor (INSTI), NNRTI, or pharmacokinetically-enhanced protease inhibitor (PI).  Data also support the 

use of the two-drug regimen, Dovato (dolutegravir/lamivudine tablets) for initial treatment.  The DHHS 

Panel classifies regimens for ARV-naïve patients as either:  1) recommended initial regimens for most 

people with HIV and 2) recommended initial regimens in certain clinical situations.  Recommended initial 

regimens for most people with HIV are those regimens with demonstrated durable virologic efficacy, 

favorable tolerability and toxicity profiles, and ease of use.  The Panel also recognizes that, in certain 

clinical situations, other regimens may be preferred, these options are included as recommended initial 

regimens in certain clinical situations.  There are many other ARV regimens that are effective for initial 

therapy, but have disadvantages compared with those recommended regimens described above.  The 

limitations include greater toxicity, higher pill burden, less supporting data from large comparative clinical 

trials, or limitations for use in certain patient populations.  However, a patient who is virologically 

suppressed and who is not experiencing any AEs on a regimen that is not considered in one of the two 

“Recommended” categories does not necessarily need to change to a regimen that is “Recommended”.   

 

Prezcobix is not one of the recommended initial regimens for individuals with HIV-1 who are treatment 

naïve.2  Only INSTI-based regimens are recommended as initial therapy for most people with HIV (Table 

2).  This is due to high rates of viral suppression with INSTIs as demonstrated in clinical trials and clinical 

practice.  Further INSTIs often have greater tolerability than PI- or NNRTI-based regimens.   
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Transmitted PI resistance is uncommon, therefore, PI-based regimens are generally recommended if early 

ART initiation is necessary, before resistance test results are available.2  For those individuals in whom 

ART needs to begin urgently before resistance test results are available, boosted Prezista may be an 

appropriate choice, as there is a low rate of transmitted PI resistance, it has a high barrier to resistance, and 

there is a low rate of treatment-emergent resistance.  Additionally, because mutations are not often detected 

when a patient fails their first PI regimen, this class may be useful for patients at risk for intermittent therapy 

due to poor adherence.  PIs that are recommended for use in ART-naive patients should have proven 

virologic efficacy, once-daily (QD) dosing, a lower pill count than older PI-based regimens, and good 

tolerability.  On the basis of these criteria, the Panel considers Prezcobix, Prezista + Norvir (ritonavir tablet 

[generics]/powder packet/solution), Evotaz, or Reyataz (atazanavir capsule [generic]/oral powder) + Norvir 

(ritonavir tablet [generics]/powder packet/solution) together with two NRTIs as PI-based regimen options 

in the category of Recommended Initial Regimens in Certain Clinical Situations.  Compared to other PIs, 

Kaletra (lopinavir/ritonavir oral solution [generics], tablets), Lexiva + Norvir (ritonavir tablet 

[generics]/powder packet/solution), unboosted Reyataz (atazanavir capsule [generic]/oral powder), and 

Invirase have disadvantages such as greater pill burden, lower efficacy, or increased toxicity, and thus are 

no longer included as options for initial therapy. 

 

Several metabolic abnormalities, including dyslipidemia and insulin resistance, have been associated with 

PI use. The currently available PIs differ in their propensity to cause these metabolic complications, which 

also depends on the dose of RTV used as a PK-enhancing agent.  Large observational cohort studies found 

an association between some PIs (i.e., DRV/r, FPV, IDV, and LPV/r) and an increased risk of 

cardiovascular events; this risk was not seen with Reyataz (atazanavir capsule [generic]/oral powder).  

Another observational cohort study of predominantly male participants found a lower rate of cardiovascular 

events in those receiving Reyataz (atazanavir capsule [generic]/oral powder)-containing regimens 

compared to those receiving other regimens.  Further study is needed.  
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Table 2.  DHHS Recommendations for ART in Treatment-Naïve Adults and Adolescents.2 

Recommended Initial Regimens for Most People with HIV 

INSTI plus two NRTIs 

Triumeqα (only for patients who are HLA-B*5701 negative) 

Tivicay + Truvadaα 

Tivicay + Descovyα 

Biktarvy 

Isentressb + Truvadaα 

Isentressb  + Descovyα 

 

INSTI plus one NRTI 

Dovato (except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or in whom ART is to be started 

before the results of HIV genotypic resistance testing for reverse transcriptase or HBV testing are available) 

Recommended Initial Regimens in Certain Clinical Situations 

Boosted PI  plus two NRTIs 

Prezcobix + Truvadaα 

Prezcobix + Descovyα 

Prezcobix + Epzicomα (only for patients who are HLA-B*5701 negative) 

Prezista/Norvir + Truvadaα 

Prezista/Norvir + Descovyα 

Prezista/Norvir + Epzicomα (only for patients who are HLA-B*5701 negative) 

Evotaz + Truvadaα  

Evotaz + Descovyα 

Evotaz + Epzicom 

Reyataz/Norvir + Truvadaα 

Reyataz/Norvir + Descovyα  

Reyataz/Norvir + Epzicomα (only for patients who are HLA-B*5701 negative) 
 

NNRTI plus two NRTIs 

Atriplaα 

Symfi 

Symfi Lo 

Sustiva + Descovyα 

Compleraα (only for patients with pre-treatment HIV RNA < 100,000 copies/mL and CD4 cell count > 200 cell/mm3) 

Odefsey (only for patients with pre-treatment HIV RNA < 100,000 copies/mL and CD4 cell count > 200 cell/mm3) 

Pifeltro + Descovy 

Pifeltro + Truvada 

Delstrigo 

 
 

INSTI plus 2 NRTIs 

Genvoya 

Stribild 

 

Regimens to Consider when abacavir, tenofovir alafenamide, or tenofovir disoproxil fumarate cannot be used.   

Prezista/Norvir + Isentress (BID) (only for patients with HIV RNA < 100,000 copies/mL and CD4 > 200 cells/mm2) 

Prezista/Norvir + lamivudineα 

Dovato (except for individuals with HIV RNA >500,000 copies/mL, HBV coinfection, or in whom ART is to be started 

before the results of HIV genotypic resistance testing for reverse transcriptase or HBV testing are available) 

DHHS – Department of Health and Human Services; ART – Antiretroviral therapy; INSTI – Integrase strand-transfer 

inhibitor; α Lamivudine (part of Epzicom) can be substituted for emtricitabine (part of Truvada) or vice versa; HLA-B*5701 – 

Human leukocyte antigen-B*5701; CrCl – Creatinine clearance; PI – Protease inhibitor; NNRTI – Non-nucleoside reverse 

transcriptase inhibitor; HIV – Human Immunodeficiency virus; b Isentress can be given as 400 mg BID or 1,200 mg (two 600 

mg tablets) once daily; BID – Twice daily.  Key for antiretroviral agents (ARVs):  Triumeq – co-formulated 

abacavir/dolutegravir/lamivudine; Tivicay – dolutegravir; Truvada – co-formulated tenofovir disoproxil 

fumarate/emtricitabine; Descovy – co-formulated tenofovir alafenamide/emtricitabine; Stribild – co-formulated 

elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide; Biktarvy – co-formulated bictegravir/emtricitabine/ tenofovir 

alafenamide; Genvoya –  co-formulated elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide; Isentress – raltegravir; 

Dovato – dolutegravir/lamivudine; Prezcobix – co-formulated darunavir/cobicistat; Prezista – darunavir; Norvir – ritonavir; 

Evotaz – co-formulated atazanavir/cobicistat; Reyataz – atazanavir; Atripla – efavirenz/emtricitabine/tenofovir disoproxil 
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fumarate; Sustiva – efavirenz; Complera – co-formulated rilpivirine/emtricitabine/tenofovir disoproxil fumarate; Odefsey – 

co-formulated rilpivirine/tenofovir alafenamide/emtricitabine; Kaletra – co-formulated lopinavir/ritonavir; Pifeltro – 

doravirine; Delstrigo – doravirine/lamivudine/tenofovir disoproxil fumarate. 

 

According to the DHHS Guidelines for the Use of ARV Agents in Pediatric HIV Infection the selection 

of an initial regimen should be individualized based on several factors, including the characteristics of the 

proposed regimen, the patient’s characteristics, drug efficacy, potential adverse effects, patient and family 

preferences, and the results of viral resistance testing.14  For treatment-naive children, the Panel on 

Antiretroviral Therapy and Medical Management of Children Living with HIV (the Panel) recommends 

initiating therapy with three drugs: a two-drugs NTRI backbone plus an INSTI, a NNRTI, or a boosted PI.  

Similar to the adult and adolescent guidelines, pediatric guidelines classify their treatments as 

recommended or alternative.  Table 3 provides the recommended regimens in children with HIV.  Prezcobix 

is not among the preferred regimens for initial treatment in pediatric patients.   

 
Table 3.  DHHS Preferred Regimen by Age, Weight, and Drug Class in Pediatric Patients.8 

 Birth to < 14 days 

of agea,b,c 

Children ≥ 14 

days to < 3 years 

of age 

Children ≥ 3 years 

and weighing < 25 

kg 

Children ≥ 3 

years and 

weighing ≥ 25 

kg 

Adolescents ≥ 12 

years and 

weighing ≥ 25 kg 

INSTI-based 

regimens 

Two NRTIs + Isentressc   

  Biktarvyd 

Two NRTIs + Tivicayc 

Genvoya or Stribildf 

NNRTI-based 

regimens 

Two NRTIs + 

Nevirapinea,g 

    

PI-based regimens  Two NRTIs + 

Kaletrab 

   

  Two NRTIs + 

Reyataz/Norvir 
 

  Two NRTIs + 

Prezista/Norvirh 

DHHS – Department of Health and Human Services; INSTI – Integrase-strand transfer inhibitor; NNRTI – Non-nucleoside reverse 

transcriptase inhibitor; PI – Protease inhibitor; NRTI – Nucleoside reverse transcriptase inhibitor; a If treatment is scheduled to 

begin before a patient is aged 14 days, nevirapine or Isentress are Preferred agents because they are the only options with dosing 

information available for this age group.  Switching from nevirapine to Kaletra should be considered when the infant is ≥14 days 

of age with a postmenstrual age of 42 weeks; Kaletra  has produced better clinical outcomes in studies of children aged < 3 years 

than nevirapine.  Data are limited on the clinical outcomes of using Isentress in infants and children aged < 2 years; b  In general, 

Kaletra should not be administered to neonates before a postmenstrual age of 42 weeks and a postnatal age of ≥14 days; c Isentress 

can be used in infants weighing ≥ 2 kg.  Isentress pills or chewable tablets can be used in children aged ≥ 2 years.  Granules can be 

administered to infants and children from birth to age 2 years.  d Bictegravir is available only as part of an fixed-dose combination 

tablet that contains bictegravir/emtricitabine/tenofovir alafenamide (Biktarvy); Biktarvy is recommended as a Preferred regimen 

for adolescents ≥ 12 years and weighing ≥ 25 kg.  It is recommended as an Alternative regimen for children aged ≥ 6 years and 

weighing ≥25 kg. e Dolutegravir is recommended as a Preferred agent only for children and adolescents aged ≥ 3 years and 

weighing ≥ 25 kg. It is recommended as an Alternative agent in children aged ≥ 3 years and weighing 20 kg to < 25 kg.  For children 

weighing < 20 kg, the use of Isentress can be considered when an INSTI-based regimen is desired; f Elvitegravir is currently 

recommended only as a component of fixed-dose tablets.  Genvoya is recommended as a Preferred regimen for children and 

adolescents weighing ≥ 25 kg;  g NVP should not be used in post-pubertal girls with CD4 counts > 250/mm3, unless the benefit 

clearly outweighs the risk. nevirapine is approved by the FDA for the treatment of infants aged ≥ 15 days; h Once-daily Prezista 

should not be used in children aged < 12 years or weighing < 40 kg.  Once-daily Prezista should also not be used when any one of 

the following resistance-associated substitutions are present: V11I, V32I, L33F, I47V, I50V, I54L, I54M, T74P, L76V, I84V, and 

L89V. DRV/r is recommended as an Alternative drug combination for children aged ≥ 6 years to < 12 years, because there are 

other drugs that can be administered once daily.  This combination is considered a Preferred option for adolescents aged ≥12 years 

with sexual maturation ratings of 1–3 when once-daily administration is possible. 
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POLICY STATEMENT  

Patients meeting the criteria for a non-preferred product who have not tried a preferred product will be 

offered a review for the preferred product.  All approvals for preferred and non-preferred products are 

provided for 1 years in duration. 

 

Automation:  Patients with a history of one Preferred Product within the 130-day look-back period are 

excluded from PSM. 

 

Preferred Product:  atazanavir capsules (generic only), ritonavir tablets (generic only), Kaletra 

tablets/oral solution (brand only), Prezista tablets.  

 

Non-Preferred Product:  Prezcobix 

 

 

RECOMMENDED EXCEPTION CRITERIA 
1. The patient has already been started on Prezcobix, approve Prezcobix.    

 

2. The patient has tried one preferred product, approve Prezcobix.  

 

3. The patient has tried Evotaz (atazanavir/cobicistat tablets), Reyataz ([Brand] atazanavir capsule/oral 

powder), Norvir ([Brand] ritonavir tablet/oral solution/oral powder), or lopinavir/ritonavir oral solution 

(generic), approve Prezcobix. 

 

4. The patient, according to the prescriber, needs to begin antiretroviral therapy urgently, approve 

Prezcobix. 
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