
Published 10 August 2009                                                                                                                    1 

Scottish Medicines Consortium  

    

    

Resubmission Resubmission Resubmission Resubmission     

    
etravirine 100mg tablet (Intelence)                                   No.  (530/09) 

Tibotec, a division of Janssen-Cilag 
 
 
10 July 2009                       
 
 
The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 

 

ADVICE: following a resubmission 
 

etravirine (Intelence), in combination with a boosted protease inhibitor and other 
antiretroviral medicinal products, is accepted for use within NHS Scotland for the treatment of 
human immunodeficiency virus type 1 (HIV-1) infection in antiretroviral treatment-
experienced adult patients. 
 
In HIV-1 infected adults, with resistance to currently available non-nucleoside reverse 
transcriptase inhibitors (NNRTIs) and at least three primary protease inhibitor (PI) mutations, 
who were receiving an optimised background regimen that included boosted darunavir plus 
nucleoside reverse transcriptase inhibitors (NRTIs) and optional enfuvirtide, etravirine 
achieved significant improvements in virological, immunological and clinical outcomes when 
compared with placebo.   
 

 
Overleaf is the detailed advice on this product.  
 

 
Chairman,  
Scottish Medicines Consortium 
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Indication  
In combination with a boosted protease inhibitor and other antiretroviral medicinal products, 
for the treatment of human immunodeficiency virus type 1 (HIV-1) infection in antiretroviral 
treatment-experienced adult patients. 
 
This indication is based on week 24 analyses from two randomised, double-blind, placebo-
controlled phase III studies in highly pre-treated patients with viral strains harbouring 
mutations of resistance to non-nucleoside reverse transcriptase inhibitors and protease 
inhibitors, where etravirine was investigated in combination with an optimised background 
regimen (OBR) which included darunavir / ritonavir. 
 

Dosing information  
200mg orally twice daily following a meal.  Etravirine must always be given in combination 
with other antiretroviral products.  
 
Therapy should be initiated by a physician experienced in the management of HIV infection.  
 

Product availability date  
29 September 2008 
 

 

Summary of evidence on comparative efficacy 

 
Etravirine is a non-nucleoside reverse transcriptase inhibitor (NNRTI) that is active against 
wild-type and NNRTI-resistant HIV.   
 
European regulatory approval was based on two identical 48-week, double-blind, phase III 
studies in 612 and 591 HIV-1 infected adults failing antiretroviral therapy with evidence of 
resistance to currently available NNRTIs and at least three primary protease inhibitor (PI) 
mutations.   Patients were randomised 1:1 to either etravirine 200mg or placebo twice daily 
with an optimised background regimen (OBR) that included twice daily darunavir 600mg 
boosted with low-dose ritonavir 100mg, plus investigator-selected nucleoside reverse 
transcriptase inhibitors (NRTIs), and optional enfuvirtide.  Randomisation was stratified for 
enfuvirtide use (de novo and not de novo use), previous darunavir use and baseline plasma 
viral load. 
 

The primary endpoint was the proportion of patients in the intention-to-treat (ITT) population 
with a confirmed viral load of <50copies/mL at week 24 according to the time to loss of 
virologic response (TLOVR) algorithm. Secondary efficacy outcomes included change in 
CD4 cell count, proportion of patients with viral load <400copies/mL, mean change in log10 
viral load and the proportion of patients with decrease in viral load of >1.0 log10copies/mL.  
 
In both studies, significantly more patients treated with etravirine than placebo achieved a 
viral load of <50copies/mL at week 24: 56%(170/340) versus 39%(119/308) and 
62%(183/295) versus 44%(129/296), respectively.  Pooling of the two study results showed 
that 59%(353/599) of patients receiving etravirine plus OBR achieved a viral load <50 
copies/mL compared with 41%(248/604) patients in the placebo plus OBR group.   
Secondary outcomes were also significantly better for etravirine than placebo.   
 
At 24 weeks, 74% of patients in the etravirine group achieved a viral load of <400copies/mL 
compared with 52% of placebo patients; 79% of patients in the etravirine group had a 
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decrease in viral load of >1.0 log10copies/mL versus 58% in the placebo group; and patients 
in the etravirine group had a significantly greater increase in CD4 cell count (84cells/mm3 
versus 65cells/mm3).  
 
The durability of the response was demonstrated at the end of the double-blind study period 
at 48 weeks and for those patients who opted to continue treatment within the study setting, 
durability was also demonstrated at 96 weeks.  At 48 weeks, 61% of patients in the etravirine 
group compared with 40% in the placebo group achieved a viral load <50copies/mL, 72% 
versus 47% achieved a viral load <400copies/mL and 74% versus 51% had a decrease in 
viral load of >1.0 log10 copies/mL, with a significant increase in CD4 cell count, (98cells/mm3 
versus 73cells/mm3, respectively). 
 
A sub-analysis of the primary outcome was performed separately in the two enfuvirtide strata 
(de novo use versus not de novo use that included re-use and no use). At 24 and 48 weeks, 
in the 890 patients, who were re-using or not using enfuvirtide, significantly more patients in 
the etravirine group achieved a viral load of <50copies/mL compared with the placebo group.  
In the 313 patients using de novo enfuvirtide, the proportion of patients achieving viral load 
<50 copies/mL was higher in the etravirine group compared with the placebo group, and was 
statistically significant at week 48 but not week 24. 
 
For the clinical relevant outcomes of reduction in hospitalisations, re-hospitalisations and 
total time patients spent hospitalised, treatment with etravirine provided significantly better 
outcomes than placebo.  In addition, the proportion of patients experiencing any AIDS 
defining illness or death at 48 weeks was lower in the etravirine group.  Improvements in 
health-related quality of life were also seen in the etravirine group when compared to the 
placebo group, although there were variations in the extent of improvement across the pre-
defined parameters of the Functional Assessment of HIV infection Instrument (FAHI).  
 

Analyses of the pooled data from the two pivotal clinical studies identified 17 etravirine 
resistance-associated mutations.  A weighted etravirine mutation score was developed to 
provide guidance in the interpretation of etravirine susceptibility. 
 

Summary of evidence on comparative safety 

 
No comparative safety data are available.  The pooled data from the pivotal studies 
demonstrated that etravirine was well tolerated and was not associated with any specific 
toxicity or tolerability issues with the exception of rash.  Most adverse events were mild in 
severity and infrequently led to discontinuations (7% versus 6% for patients in the etravirine 
group and placebo group, respectively).  Twenty-three patients died due to adverse events: 8 
(1.3%) patients in the etravirine group and 15 (2.5%) patients in the placebo group.  
 
The most common adverse events, in at least 10% of the etravirine-treated patients, were 
diarrhoea, nausea and rash.  The incidence of rash was higher in the etravirine group than 
the placebo group (17% versus 9% at 24 weeks and 19% versus 11% at 48 weeks). The 
rash had an early onset, (usually in the week following treatment initiation), a short duration 
(median 15 days) and was generally mild to moderate in severity (mostly maculopapular with 
no mucosal involvement).  The incidence was higher in female patients and in patients with a 
history of NNRTI-associated rash.  Permanent discontinuations from etravirine were more 
frequent in patients with a history of NNRTI-associated rash compared with patients without.  
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Summary of clinical effectiveness issues 

 

In the two pivotal phase lll studies, etravirine plus OBR has been shown to significantly 
increase the number of treatment-experienced patients achieving an undetectable viral load 
and a greater increase in CD4 count than placebo plus OBR.  The British HIV Association 
(BHIVA) guidelines for the treatment of HIV-1-infected adults with antiretroviral therapy 
(2008) indicate that the virological and immunological efficacy outcomes (plasma HIV RNA 
levels and CD4 cell counts), used to assess treatment response in the pivotal studies, are 
proven surrogate markers for HIV disease progression and are routinely used as markers of 
the biological activity of antiretroviral therapy, although not perfect surrogates of the clinical 
response.  This latter was addressed in the pivotal etravirine studies with additional clinical 
outcomes measured through assessment of the rate and duration of hospitalisation, AIDS 
defining illnesses or death and health-related quality of life. These outcomes were also 
significantly better for etravirine than placebo. 
 
A limitation of the pivotal studies was that the protease inhibitor component of the OBR was 
fixed to darunavir/ritonavir, which may not have been the most sensitive protease inhibitor for 
all patients.  The European Medicines Agency (EMEA) European Public Assessment Report 
(EPAR) for etravirine noted that, with the exception of the combined use of 
tipranavir/ritonavir, the extrapolation of the pivotal etravirine studies to use with other boosted 
protease inhibitors appears reasonable.  However, further data to provide reassurance for 
the use of etravirine combined with other boosted protease inhibitors has been requested 
through a confirmatory post-approval study as part of the specific obligations of the 
conditional marketing authorisation.  Darunavir/ritonavir has been shown to significantly 
decrease the etravirine exposure, this interaction is more marked with tipranavir/ritonavir but 
much less marked with other protease inhibitors. This significant interaction with tipranavir 
has led to co-administration with etravirine being discouraged in the summary of product 
characteristics. 
 
NNRTIs are widely used in the treatment of HIV infection although usually as first-line 
therapy due to a low genetic barrier to the development of resistance and extensive NNRTI 
cross-resistance.  When compared with currently available NNRTIs, etravirine appears to 
have a higher genetic barrier to resistance.  The EPAR states that the available resistance 
data show that the presence of the mutation K103N alone did not appear to affect the 
response in the etravirine group.  However, the EMEA requested further analyses to 
substantiate whether K103N in combination with other NNRTI mutations influences the 
virologic response to etravirine.  Moreover, it is important to note that etravirine’s virologic 
response will be lost if three or more of the 13 identified resistance associated mutations are 
present at baseline.  The EPAR concludes that, although improved as compared to that of 
existing NNRTIs, the genetic barrier of etravirine is limited and its use will need to be 
adequately ‘protected’ by active components within the antiretroviral combination therapy. 
 
Etravirine is an inducer of cytochrome P450 3A4 and an inhibitor and inducer of CYP2C9 
and CYP2C19, thus has some clinically significant interactions with other antiretroviral drugs 
and other classes of drug. 
 
A meta-analysis of six studies using data on virological response of <50copies/mL at 24 
weeks was presented and an indirect comparison performed using a Bayesian mixed 
treatment effect model to support the economic case for etravirine versus raltegravir. 
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Summary of comparative health economic evidence 

 

The manufacturer supplied a lifetime cost-utility Markov model with cycles of 3 months 
duration. This adapted a model developed for use in a previous SMC submission.  The base 
case compared the cost effectiveness of etravirine plus OBR with OBR as observed within 
the two pivotal clinical studies. An additional comparison was made between etravirine plus 
OBR with raltegravir plus OBR. The latter comparison is likely to be more relevant to Scottish 
practice. 
 
The model included three response states: undetectable viral load, suppressed viral load and 
unsuppressed viral load. The distribution between these response states was based upon 
the pooled 24-week data from the pivotal trials for the comparison of etravirine plus OBR with 
OBR.  
 
For the comparison of etravirine plus OBR with raltegravir plus OBR, an indirect comparison 
of the 24 week rates of undetectable viral loads was undertaken.  This restricted the 
response rate of raltegravir plus OBR compared to OBR to those patients also receiving de 
novo darunavir, though a similar adjustment was not undertaken to restrict the etravirine trial 
data to the 95% of patients using darunavir de novo.  On the basis of this, the manufacturer 
estimated that raltegravir plus OBR resulted in 0.2% more patients achieving an 
undetectable viral load at 24 weeks.  It appears that the manufacturer assumed that all other 
clinical model inputs, including CD4 cell count changes, were equivalent for etravirine plus 
OBR and raltegravir plus OBR. 
 
The duration of undetectable viral load was estimated from data on time to treatment 
discontinuation during the 48 to 96-week optional extension phase of the pivotal trials: 7.25 
years for etravirine plus OBR as compared to 3 years for OBR. Discontinuations were taken 
as being synonymous with losing viral suppression despite there being a range of reasons 
for patient discontinuation from the pivotal studies. It seems likely that a similar duration of 
undetectable viral load for raltegravir plus OBR was assumed as for etravirine plus OBR, 
though this was not documented within the submission. Thereafter patients moved to a 
second-line treatment regime.   
   
The movement of patients between six CD4 cell count states was determined by the viral 
load, with mortality, patient utilities and costs being related to which CD4 cell count state 
patients fell within. 
 
HIV and non-HIV mortality rates were taken from the pivotal trials for the first year of the 
model.  Thereafter the HIV mortality rate was drawn from a reference within the literature, 
differentiated by CD4 cell count. The non-HIV mortality rate was taken from a separate paper 
within the literature but not differentiated by CD4 cell count. Utility values were drawn from a 
standard reference within the literature, while non-antiretroviral treatment costs were 
estimated from an analysis of the UK HIV-AIDS National Prospective Monitoring System  
dataset. The effectiveness of second-line treatments was estimated from an informal indirect 
comparison. 
 
The results of the modelling of etravirine plus OBR versus OBR were a gain of 0.99 QALYs 
at a net cost of £25,677 to yield a cost effectiveness estimate of £25,978 per QALY. 
 
The results of the modelling of etravirine plus OBR versus raltegravir plus OBR were that 
raltegravir plus OBR resulted in a very small gain of 0.009 QALYs but at a net cost of £9,704 
to yield a cost effectiveness estimate of more than £1 million per QALY for raltegravir plus 
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OBR. As a consequence, raltegravir plus OBR was estimated as not being cost effective 
compared to the less expensive etravirine plus OBR. 
 
Weaknesses of the submission included:  

• minimal detail of the modelling inputs for the comparison with raltegravir, other than the 
indirect comparison of undetectable viral loads at 24 weeks;  

• failure to adjust the etravirine response rate within the indirect comparison to de novo 
darunavir use; and 

• questionable derivation of the duration of maintaining undetectable viral loads. 
 
Despite these weaknesses, given the results of the indirect comparison and the relative 
prices of etravirine and raltegravir the manufacturer presented a reasonable case for the cost 
effectiveness of etravirine. 
 

Summary of patient and public involvement 

 
Patient Interest Group Submissions were received from: 

• Waverly Care 

• HIV Scotland 
 

Additional information: guidelines and protocols 

 
BHIVA guidelines for the treatment of HIV-1-infected adults with antiretroviral therapy, 2008, 
recommend that when there is sustained viral load rebound on initial therapy the choice of a 
new regimen should be guided by the results of current and previous resistance testing, 
treatment history and the ability of the patient to adhere to and tolerate individual drugs. 
Resistance testing is important to identify which drugs will possibly be of most benefit (i.e. 
active).  The guidelines consider treatment options following virological failure with protease 
inhibitor mutations and NNRTI mutations. 
 

Additional information: comparators  

 
The BHIVA guidelines (2008) recommend that when treatment-experienced patients with 
options experience sustained viral load rebound on initial therapy, the physician should 
construct a new HIV treatment that includes at least two (or preferably three) active agents.  
The use of an agent from a new drug class is likely to be more effective.  There are 
therefore, no pre-specified treatment regimens and as such it is difficult to identify any 
specific comparator products.  However, an advisory panel of Scottish experts convened by 
the submitting company advised that an OBR including a boosted protease inhibitor 
represents the most important comparison from a NHS Scotland perspective.  Other 
products that may be used in treatment resistant patients include raltegravir, maraviroc and 
enfuvirtide. 
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Cost of relevant comparators 

 

Drug Dose regimen Cost per year (£) 

Etravirine 
 

200mg twice daily 3,891 

Enfuvirtide  90mg subcutaneously twice daily 13,965* 

Maraviroc  150mg to 600mg twice daily 6,705 to 13,410 

Raltegravir  400mg twice daily 7,875 

Tipranavir plus  
ritonavir 

500mg tipravavir plus  
200mg ritonavir twice daily 

6986 
 

Darunavir plus  
ritonavir  

600mg darunavir plus  
100mg ritonavir twice daily 

6,255 

Atazanavir plus 
ritonavir 

300mg atazanavir plus  
100mg ritonavir once daily 

4090 

Fosamprenavir plus 
ritonavir  

700mg fosamprenavir plus  
100mg ritonavir twice daily 

4,165 

Saquinavir plus 
ritonavir  

1000mg saquinavir plus  
100mg ritonavir twice daily 

3,928 

Lopinavir plus ritonavir  400mg lopinavir plus  
100mg ritonavir twice daily 

3,740 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 10 
May 2009 *Cost from BNF 57, March 2009. 
 

Additional information: budget impact 

 
Based upon an eligible patient population of 172 in year 1 rising to 252 by year 5 and a 
market share of 37% [64 patients] in year 1 rising to 58% [148 patients] by year 5, the 
manufacturer estimated a gross drug budget impact of £239k in year 1, rising to £552k by 
year 5. Within this, etravirine was seen as being an add-on to other therapies and there was 
no drug cost offset. 
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Advice context: 

 
No part of this advice may be used without the whole of the advice being quoted in full.  

 
This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 
11 June 2009. 
 

Drug prices are those available at the time the papers were issued to SMC for consideration. 
These have been confirmed from the eVadis drug database.    
 
The undernoted references were supplied with the submission. 
 
Tibotec. Week 48 pooled DUET efficacy report, 18th May 2008 
 
Tibotec.  Topline results week 96 analysis. 22nd January 2009 
 

The European Medicines Agency (EMEA). European Public Assessment Report (EPAR) for 
etravirine (Intelence®), 04/09/08 EMEA H-C-900. www.emea.europa.eu 
 
Trottier B, Johnson M, Katlama C et al. Pooled 48-Week Analysis of DUET-1 and DUET-2: 
durable efficacy and safety results of etravirine (ETR; TMC125) in treatment-experienced 
HIV-infected patients. Poster No-P167 at the 17th Annual Canadian Conference on HIV/AIDs 
Research, Canadian Association For HIV Research (CAHR), Montreal, Canada, April 24 to 
27 2008 
 
Madruga JV, Cahn P, Grinsztejn B et al. Efficacy and safety of TMC125 (etravirine) in 
treatment-experienced HIV-1 infected patients in DUET-1: 24-week results from a 
randomised, double-blind , placebo-controlled trial. The Lancet 2007;370:29-38 
 
Lazzarin A, Campbell T, Clotet B et al. Efficacy and safety of TMC125 (etravirine) in 
treatment-experienced HIV-1 infected patients in DUET-2: 24-week results from a 
randomised, double-blind , placebo-controlled trial. The Lancet 2007;370:39-48 
 
 
 
 

 


