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2 Benefit assessment

2.1 Executive summary of the benefit assessment

Background

In accordance with § 35a Social Code Book (SGB) V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWIiG) to assess the
benefit of the drug combination elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide
(EVG/COBI/FTCITAF). The assessment was based on a dossier compiled by the pharma-
ceutical company (hereinafter referred to as “the company”). The dossier was sent to IQWiG
on 5 January 2018.

Research question

The aim of the present report was the assessment of the added benefit of EVG/COBI/FTC/TAF
in comparison with the appropriate comparator therapy (ACT) in children aged 6 to < 12 years
and with body weight of > 25 kg infected with human immunodeficiency virus type 1 (HIV-1)
for whom alternative regimens are unsuitable due to toxicities. The HIV must not have any
known mutations associated with resistance to the integrase inhibitor class, FTC or tenofovir.

This resulted in 2 research questions, for which the G-BA specified the ACTs presented in
Table 2.

Table 2: Research questions of the benefit assessment of EVG/COBI/FTC/TAF

Research | Subindication ACT?2P

guestion

1 Treatment-naive children | ART of 2 NRTIs (ABC or 3TC or FTC or AZT) and 1 NNRTI
from 6 to < 12 years (EFV or NVP) or 1 protease inhibitor (LPV/r or ATV/r or DRV/r)

2 Antiretroviral treatment- | Individual ART based on prior treatment(s) and under consideration
experienced children of the reason for the switch of treatment, particularly treatment
from 6 to < 12 years failure due to virologic failure and possible accompanying

development of resistance, or due to side effects

a: Presentation of the respective ACT specified by the G-BA.

b: The combination of FTC and 3TC is contraindicated.

3TC: lamivudine; ABC: abacavir; ART: antiretroviral therapy; ATV: atazanavir; AZT: zidovudine;

COBI: cobicistat; DRV: darunavir; EFV: efavirenz; EVG: elvitegravir; FTC: emtricitabine; G-BA: Federal
Joint Committee; LPV: lopinavir; NNRTI: non-nucleoside reverse transcriptase inhibitor; NRTI: nucleoside
reverse transcriptase inhibitor; NVP: nevirapine; r: ritonavir; TAF: tenofovir alafenamide

The company mostly followed the ACT specified by the G-BA.

The assessment was conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. Randomized controlled trials (RCTs) with a minimum
duration of 48 weeks were used for the derivation of the added benefit. This concurs with the
company’s inclusion criteria.

Institute for Quality and Efficiency in Health Care (IQWIiG) -1-



Extract of dossier assessment A18-01 Version 1.0

EVG/COBI/FTC/TAF (HIV-infected children) 12 April 2018

Results

No data were available either for research question 1 or for research question 2 for the
assessment of the added benefit of EVG/COBI/FTC/TAF in comparison with the ACT. This
concurs with the company’s assessment. Hence, there was no hint of an added benefit of
EVG/COBI/FTC/TAF in comparison with the ACT specified by the G-BA; an added benefit is
therefore not proven.

Probability and extent of added benefit, patient groups with therapeutically important
added benefit3

On the basis of the results presented, the probability and the extent of the added benefit of the
drug combination EVG/COBI/FTC/TAF in comparison with the ACT is assessed as follows:

The result of the assessment of the added benefit of EVG/COBI/FTC/TAF in comparison with
the ACT is summarized in Table 3.

Table 3: EVG/COBI/FTC/TAF - probability and extent of added benefit

Subindication ACT2b Probability and extent of
added benefit

Treatment-naive children ART of 2 NRTIs (ABC or 3TC or FTC or Added benefit not proven
from 6 to < 12 years AZT) and 1 NNRTI (EFV or NVP) or 1

protease inhibitor (LPV/r or ATV/r or DRVIr)
Antiretroviral treatment- Individual ART based on prior treatment(s) Added benefit not proven
experienced children and under consideration of the reason for the
from 6 to < 12 years switch of treatment, particularly treatment

failure due to virologic failure and possible

accompanying development of resistance, or

due to side effects

a: Presentation of the respective ACT specified by the G-BA.

b: The combination of FTC and 3TC is contraindicated.

3TC: lamivudine; ABC: abacavir; ART: antiretroviral therapy; ATV: atazanavir; AZT: zidovuding;

COBI: cobicistat; DRV: darunavir; EFV: efavirenz; EVG: elvitegravir; FTC: emtricitabine; G-BA: Federal
Joint Committee; LPV: lopinavir; NNRTI: non-nucleoside reverse transcriptase inhibitor; NRTI: nucleoside
reverse transcriptase inhibitor; NVP: nevirapine; r: ritonavir; TAF: tenofovir alafenamide

The G-BA decides on the added benefit.

3 On the basis of the scientific data analysed, IQWiG draws conclusions on the (added) benefit or harm of an
intervention for each patient-relevant outcome. Depending on the number of studies analysed, the certainty of
their results, and the direction and statistical significance of treatment effects, conclusions on the probability of
(added) benefit or harm are graded into 4 categories: (1) “proof”, (2) “indication”, (3) “hint”, or (4) none of the
first 3 categories applies (i.e., no data available or conclusions 1 to 3 cannot be drawn from the available data).
The extent of added benefit or harm is graded into 3 categories: (1) major, (2) considerable, (3) minor (in
addition, 3 further categories may apply: non-quantifiable extent of added benefit, added benefit not proven, or
less benefit). For further details see [1,2].

Institute for Quality and Efficiency in Health Care (IQWIiG) -2-



Extract of dossier assessment A18-01 Version 1.0

EVG/COBI/FTC/TAF (HIV-infected children) 12 April 2018

2.2 Research question

The aim of the present report was the assessment of the added benefit of EVG/COBI/FTC/TAF
in comparison with the ACT in children aged 6 to < 12 years and with body weight of > 25 kg
infected with HIV-1 for whom alternative regimens are unsuitable due to toxicities. The HIV
must not have any known mutations associated with resistance to the integrase inhibitor class,
FTC or tenofovir.

This resulted in 2 research questions, for which the G-BA specified the ACTs presented in
Table 4.

Table 4: Research questions of the benefit assessment of EVG/COBI/FTC/TAF

Research | Subindication ACTab

guestion

1 Treatment-naive children ART of 2 NRTIs (ABC or 3TC or FTC or AZT) and 1 NNRTI
from 6 to < 12 years (EFV or NVP) or 1 protease inhibitor (LPV/r or ATV/r or DRV/r)

2 Antiretroviral treatment- Individual ART based on prior treatment(s) and under
experienced children consideration of the reason for the switch of treatment,
from 6 to < 12 years particularly treatment failure due to virologic failure and possible

accompanying development of resistance, or due to side effects

a: Presentation of the respective ACT specified by the G-BA.

b: The combination of FTC and 3TC is contraindicated.

3TC: lamivudine; ABC: abacavir; ART: antiretroviral therapy; ATV: atazanavir; AZT: zidovudine;

COBI: cobicistat; DRV: darunavir; EFV: efavirenz; EVG: elvitegravir; FTC: emtricitabine; G-BA: Federal
Joint Committee; LPV: lopinavir; NNRTI: non-nucleoside reverse transcriptase inhibitor; NRTI: nucleoside
reverse transcriptase inhibitor; NVP: nevirapine; r: ritonavir; TAF: tenofovir alafenamide

The company mostly followed the ACT specified by the G-BA (see Section 2.7.1 of the full
dossier assessment).

The assessment was conducted by means of patient-relevant outcomes on the basis of the data
provided by the company in the dossier. RCTs with a minimum duration of 48 weeks were used
for the derivation of the added benefit. This concurs with the company’s inclusion criteria.

2.3 Information retrieval and study pool

The study pool of the assessment was compiled on the basis of the following information:
Sources of the company in the dossier:

= study list on EVG/COBI/FTC/TAF (status: 20 November 2017)

= bibliographical literature search on EVG/COBI/FTC/TAF (last search on 20 November
2017)

= search in trial registries for studies on EVG/COBI/FTC/TAF (last search on 20 November
2017)
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To check the completeness of the study pool:

= search in trial registries for studies on EVG/COBI/FTC/TAF (last search on 18 January
2018)

The check identified no relevant study for research question 1 (treatment-naive children) or
research question 2 (children with antiretroviral pretreatment).

The company also identified no relevant study for the present benefit assessment. For reasons
of completeness, transparency and clinical relevance, it presented the results of the single-arm
approval study GS-US-292-0106 in Module 4 A, but did not use it explicitly for the assessment
of the added benefit.

2.4 Results on added benefit

The company presented no data for research question 1 or for research question 2 for the
assessment of the added benefit of EVG/COBI/FTC/TAF in comparison with the ACT for the
treatment of children aged 6 to < 12 years and with body weight of > 25 kg infected with HIV-1
without any known mutations associated with resistance to the integrase inhibitor class, FTC or
tenofovir for whom alternative regimens are unsuitable due to toxicities. Hence, there was no
hint of an added benefit of EVG/COBI/FTC/TAF in comparison with the ACT specified by the
G-BA; an added benefit is therefore not proven.

2.5 Probability and extent of added benefit

The result of the assessment of the added benefit of EVG/COBI/FTC/TAF in comparison with
the ACT is summarized in Table 5.

Table 5: EVG/COBI/FTC/TAF — probability and extent of added benefit

Subindication ACT2b Probability and extent of
added benefit

Treatment-naive children ART of 2 NRTIs (ABC or 3TC or FTC or Added benefit not proven
from 6 to < 12 years AZT) and 1 NNRTI (EFV or NVP) or 1

protease inhibitor (LPV/r or ATV/r or DRVIr)
Antiretroviral treatment- Individual ART based on prior treatment(s) Added benefit not proven
experienced children and under consideration of the reason for the
from 6 to < 12 years switch of treatment, particularly treatment

failure due to virologic failure and possible

accompanying development of resistance, or

due to side effects

a: Presentation of the respective ACT specified by the G-BA.

b: The combination of FTC and 3TC is contraindicated.

3TC: lamivudine; ABC: abacavir; ART: antiretroviral therapy; ATV: atazanavir; AZT: zidovudine;

COBI: cobicistat; DRV: darunavir; EFV: efavirenz; EVG: elvitegravir; FTC: emtricitabine; G-BA: Federal
Joint Committee; LPV: lopinavir; NNRTI: non-nucleoside reverse transcriptase inhibitor; NRTI: nucleoside
reverse transcriptase inhibitor; NVP: nevirapine; r: ritonavir; TAF: tenofovir alafenamide
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The assessment described above concurs with that of the company, which also derived no added
benefit for ECG/COBI/FTC/TAF in comparison with the ACT in the present therapeutic
indication.

The G-BA decides on the added benefit.

2.6 List of included studies

Not applicable as the company presented no relevant data for the benefit assessment.
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