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AWMSG Secretariat Assessment Report  
Etravirine (Intelence®) 25 mg, 100 mg and 200 mg tablets 

 
This assessment report is based on evidence from a limited submission by 
Janssen-Cilag Ltd on 16 August 20131. 
 
 
1.0 PRODUCT AND APPRAISAL DETAILS 
 

Licensed 
indication 
under 
consideration 

Etravirine (Intelence®), in combination with a boosted protease 
inhibitor and other antiretroviral medicinal products, is indicated for the 
treatment of human immunodeficiency virus type 1 (HIV-1) infection in 
antiretroviral treatment-experienced paediatric patients from 6 years to 
less than 18 years of age2–4.  

Marketing 
authorisation 
date 

6 March 20135 (licensed for the treatment of HIV-1 infection in 
antiretroviral treatment-experienced adult patients on 28 August 
2008)2–4. 

Comparators 
The company submission includes evidence of the effectiveness and 
safety of etravirine in adult patients1. 

Limited 
submission 
details 

Etravirine (Intelence®) for the above indication met the following 
criteria for eligibility for a limited submission: 

 A minor licence extension. 

 
 
2.0 SUMMARY OF EVIDENCE ON CLINICAL EFFECTIVENESS 
 
The company submission includes a phase IIb open-label trial (PIANO), which 
evaluated the safety, tolerability, pharmacokinetics and antiviral activity of etravirine in 
antiretroviral treatment-experienced HIV-1 infected children and adolescents1,6.  As 
supporting evidence, data is provided from the DUET studies, conducted in 
treatment-experienced HIV-infected adult patients as part of the initial marketing 
authorisation application1,7,8. 
 
Three additional studies evaluated the pharmacokinetics of etravirine in either healthy 
adult volunteers or HIV-infected, treatment-experienced, paediatric patients (6 years to 
less than 18 years)1,8–10.  The pharmacokinetics of equivalent doses of the 25 mg and 
200 mg tablets were concluded to be comparable to the 100 mg tablet9,10.  Additionally, 
the Committee for Medicinal Products for Human Use (CHMP) considered the 
pharmacokinetics of etravirine in paediatric patients and concluded that the 
administered weight-based dosages resulted in etravirine exposure comparable to that 
in adults receiving etravirine 200 mg twice daily when administered at a dose 
corresponding to 5.2 mg/kg twice daily1,8.  
 
2.1 PIANO study 
This phase IIb, open-label, 48-week study assessed the safety, tolerability, 
pharmacokinetics and antiviral activity of etravirine plus optimised background regimen 
in treatment-experienced HIV-1 infected paediatric patients (aged 6 years to less than 
18 years)1,6,8.  Patients (n = 101; 41 aged 6 years to less than 12 years and 60 aged 12 
years to less than 18 years) received etravirine administered with food at a dose of 5.2 
mg/kg (maximum dose: 200 mg) twice daily8.   
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Patients also received an investigator-selected optimised background regimen 
consisting of at least two antiretroviral medicines, comprising a boosted protease 
inhibitor plus a nucleoside reverse transcriptase inhibitor (NRTI); use of enfuvirtide 
(Fuzeon®) and/or raltegravir (Isentress®) was optional.  Eligible patients had a body 
weight ≥ 16 kg and HIV-1 plasma viral load ≥ 500 copies/ml at screening8. 
 
The primary objective was to evaluate the safety and tolerability of etravirine in 
combination with other antiretroviral therapies over a 24-week treatment period in 
children and adolescents aged 6 to < 18 years.  The primary efficacy endpoint was the 
percentage of subjects with plasma viral load < 50 copies/ml at week 24.  Additional 
secondary objectives included further analysis of the antiviral activity of etravirine and 
evaluation of the immunological changes8.  The study also evaluated the safety profile 
and pharmacokinetic parameters over the 48-week treatment period.   
 
At week 24, 53/101 (52.5%) patients had virologic response, defined as plasma viral 
load < 50 copies/ml (24/41 [58.5%] in children aged ≥ 6 to < 12 years; 29/60 [48.3%] in 
adolescents aged ≥ 12 to < 18 years).  At week 48, the proportion of responders with 
viral load < 50 copies/ml was 56.4%, suggesting that virologic suppression was 
sustained.  This was supported by analysis of other measures of antiviral activity and 
immunological outcomes (see Table 1)8.   
 
At the time of licensing, CHMP noted that the virologic suppression achieved during the 
PIANO study was similar to that observed in adults during the DUET studies 
(conducted in adult HIV-infected patients as part of the initial marketing authorisation 
application), while the collected safety data did not give rise to new safety concerns in 
the paediatric population8.  
 
Table 1.  Comparison of the PIANO and DUET study outcomes. 
 

PIANO study 
 

All patients 6 to < 12 years 12 to < 18 years 

Pooled DUET 
etravirine 
treatment 

arms 

n 101 41 60 599 

Virologic parameters 

Patients with viral load 
< 50 copies/ml at week 24 

52 (51.5%) 24 (58.5%) 28 (46.7%) 363 (60.6%) 

Patients with viral load 
< 400 copies/ml at week 24 

66 (65.3%) 28 (68.3%) 38 (63.3%) 445 (74.3%) 

Patients with ≥ 1 log10 decrease 
from baseline at week 24 

64 (63.4%) 26 (63.4%) 38 (63.3%) 475 (79.3%) 

Mean change from baseline in 
log10 viral load (copies/ml) at week 
24 (Standard error) 

−1.51 
(0.16) 

−1.62 
(0.21) 

−1.44 
(0.17) 

−2.37 
(0.05) 

Median change from baseline in 
log10 viral load (copies/ml) at week 
24 (Range) 

−1.68 
(−4.3; 0.9) 

−1.68 
(−4.3; 0.9) 

−1.68 
(−4.0; 0.7) 

−2.78 
(−4.6; 1.4) 

Immunologic parameters 

Mean change from baseline in 
CD4 cell count (x 106 cells/l) 
(Standard error) 

112 
(16.9) 

125 
(33.0) 

104 
(17.5) 

83.5 
(3.64) 

Median change from baseline in 
CD4 cell count (x 106 cells/l) 
(Range) 

108 
(−410; 718) 

124 
(−410; 718) 

81 
(−243; 472) 

77.5 
(−331; 517) 

Median change from baseline in 
CD4 percentage (Range) 

4% 
(−9; 20) 

4% 
(−9; 20) 

3% 
(−4; 14) 

3% 
(−7; 23) 
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During the PIANO study, 33/101 (32.7%) patients reported an adverse event (AE) at 
least possibly related to etravirine treatment, while 16/101 (15.8%) patients reported 
serious AEs (regardless of causality)6.  No fatalities were reported but eight (7.9%) 
patients discontinued due to an AE.  The most commonly reported AEs were upper 
respiratory tract infection (26.7%), rash (22.8%), diarrhoea (15.8%), cough (11.9%), 
nausea (9.9%) and vomiting (9.9%)6. 
 
2.2 Points to note 

 The company submission includes a comparison between etravirine in 
paediatric patients and use in adult patients1.  In its guideline on the clinical 
development of medicinal products for the treatment of HIV infection, CHMP 
stipulates that extrapolation to children from efficacy data obtained in adults is 
acceptable if reliable pharmacokinetic data allow for proper dose 
recommendations11.  Given the similarity of the disease in adults and children, 
CHMP acknowledged that there is no need to duplicate the evidence of efficacy 
obtained in adults, since the dose has been adequately selected on the basis of 
the adult exposure8. 

 At the time of licensing, CHMP considered the pharmacokinetic, efficacy and 
safety data obtained for etravirine use in children, and concluded that they were 
similar to those obtained in adults8. 

 AWMSG recommended etravirine (Intelence®) in 2009 as an option for use 
within NHS Wales for the treatment of HIV-1 infected, antiretroviral treatment-
experienced adults in combination with a boosted protease inhibitor and other 
antiretroviral medicinal products12.   

 The 2009 Paediatric European Network for the Treatment of AIDS (PENTA) 
guidelines state that the preferred first-line non-nucleoside reverse transcriptase 
inhibitor (NNRTI) is nevirapine (Viramune®) for children aged < 3 years, and 
efavirenz (Sustiva®) for older children13.  However, the applicant company notes 
that etravirine is indicated for treatment-experienced paediatric patients from 6 
years of age and suggests that etravirine does not therefore have the same 
place in therapy as nevirapine or efavirenz1.  Furthermore, the applicant 
company states that it is not feasible to provide a comparison between 
etravirine and nevirapine or efavirenz, as there is no direct comparative 
evidence in this patient population and there is no common comparator arm in 
the trials with which to facilitate an indirect comparison. 

 During the PIANO study, 93% of adolescents received the adult etravirine dose 
(200 mg twice daily)8.  However, the exposure in this age group was lower than 
observed in adults.  In addition, fewer adolescents than children achieved a 
virologic response, defined as plasma viral load < 50 copies/ml, at 24 and 48 
weeks.  Poorer adherence in adolescents could have driven this finding, but this 
relationship could not be established due to limitations in the adherence data 
collected.  However, CHMP noted that in observant patients (adherence > 95% 
assessed by pill count), measures of bioavailability remained higher in children 
than adolescents8. 

 Etravirine is administered twice daily2–4, while efavirenz and prolonged-release 
nevirapine are both taken once daily14–19, which could impact patient 
preference.  Additionally, the safety and efficacy of etravirine in children less 
than 6 years of age or weighing less than 16 kg have not yet been 
established2–4, while efavirenz can be used  in children aged three years and 
over and weighing at least 13 kg14–16 and nevirapine can be used in children of 
any age17–21.  
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3.0 SUMMARY OF EVIDENCE ON BUDGET IMPACT 

3.1 Budget impact evidence 
The applicant company estimates that there are 1–2 patients in Wales aged 6–18 
years and eligible to receive etravirine (i.e. treatment-experienced)1, based on 
prevalence data and the number of patients switching to second-line treatments in the 
Collaborative HIV Paediatric Study (CHIPS) cohort22.   
Additionally, it is assumed that the patient pool will remain constant over time, due to a 
relatively low HIV incidence rate in Wales (0.005%)1 based on data from the Health 
Protection Agency23. 
 
According to the company submission, etravirine would cost £1,833–£3,666 per patient 
per year (depending upon patient weight)1.  Therefore, the estimated annual cost of 
treating two patients with etravirine will range from £3,665 to £7,331, and the five-year 
budget impact will range from £18,327 to £36,655, depending on the weight of the 
patients. 
 
3.2 AWTTC critique of the budget impact analysis 

 The company submission assumes that all eligible patients switch to etravirine1.  
However, this does not take into account use of nevirapine and efavirenz and 
so may not reflect use of etravirine in NHS Wales. 

 The number of treatment-experienced patients eligible for etravirine therapy is 
based on data from the CHIPS study, where 1,791 children were enrolled, and 
a subset of 300 children were studied following a switch to second-line therapy 
after ≥ 12 months receiving first-line therapy22.  The applicant company has 
assumed from this that 17% of paediatric patients could be expected to be 
treatment-experienced1.  However, the CHIPS study does not specify that this 
subset of 300 children comprised the total number of patients that were 
treatment-experienced22.  Therefore, the number of children who will be 
potentially eligible for treatment with etravirine is subject to a degree of 
uncertainty.   

 
3.3 Comparative unit costs 
Table 2 provides comparative annual acquisition costs for the maximum and minimum 
possible doses of NNRTI therapies, for patients aged six years and over with a 
minimum weight of 16 kg.   
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Table 2.  Example comparative annual acquisition costs for NNRTI therapies in 
treatment-experienced HIV-1 infected paediatric patients. 
 

Treatment Minimum and maximum daily dose 
Annual cost 
of treatment 

Etravirine (Intelence®) 
25 mg, 100 mg, 200 mg 
tablets 

≥ 16 kg to < 20 kg: 100 mg twice daily 
 

≥ 30 kg: 200 mg twice daily 

£1,833 
 

£3,665 

Efavirenz (Sustiva®) 
50 mg, 100 mg, 200 mg 
hard capsules 

≥ 15 kg to < 20 kg: 250 mg once daily 
 

≥ 40 kg: 600 mg once daily 

£1,016 
 

£2,437 

Efavirenz (Sustiva®) 
30 mg/ml oral solution 

≥ 15 kg to < 20 kg: 10 ml once daily 
 

≥ 40 kg: 24 ml once daily 

£1,092 
 

£2,620 

Efavirenz (Sustiva®) 
600 mg film-coated tablets 

≥ 40 kg: 600 mg once daily £2,437 

Nevirapine (Viramune®) 
200 mg tablets* 

≥ 16 years or weight > 50 kg or body surface area 
> 1.25 m2: 200 mg twice daily 

£2,068 

Nevirapine (Viramune®) 
50 mg/5 ml oral 
suspension* 

≥ 8 years of age and ≥ 15.63–21.88 kg: 7.5 ml twice daily 
 

≥ 16 years or ≥ 8 years and > 46.88 kg or < 8 years and 
> 26.79 kg: 20 ml twice daily 

£1,150 
 

£3,066 

Nevirapine (Viramune®) 
50 mg, 100 mg, 400 mg 
prolonged-release tablets* 

< 8 years and 12.5–17.8 kg or ≥ 8 years and 17.9–31.2 
kg: 200 mg once daily 

 
< 8 years and ≥ 25 kg or ≥ 8 years and ≥ 43.8 kg: 

400 mg once daily 

£1,034 
 
 

£2,068 

* Maintenance doses only 
Doses used reflect the minimum and maximum possible doses in the licensed populations, based on 
dosing instructions in the relevant Summaries of Product Characteristics (SPCs); refer to the SPCs for full 
dosing details2–4,14–21. 
Costs are based on MIMS list prices as of 27 August 201324. 
This table does not imply therapeutic equivalence of medicines or the stated doses. 

 
 
4.0 ADDITIONAL INFORMATION 
4.1 Prescribing and supply 
AWTTC is of the opinion that, if recommended, etravirine (Intelence®) is appropriate 
for specialist-only prescribing within NHS Wales for the indication under consideration. 
 
The company do not anticipate that etravirine (Intelence®) will be supplied by a home 
healthcare provider. 
 
4.2 AWMSG review 
This assessment report will be considered for review three years from the date of 
Ministerial ratification (as disclosed in the Final Appraisal Recommendation). 
 
4.3 Evidence search 
Date of evidence search: 25 and 26 July 2013. 
Date range of evidence search: No date limits were applied to database searches. 
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