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M Summary of AEs (regardless of ‘ Nervous system events of interest ‘
over 48 weeks

causality) over 48 weeks
Background

Neuropsychiatric events have been associated with other e o e e e
NNRTIs. The next-generation NNRTI etravirine (ETR; TMC125) beans B i
provided durable and statistically superior efficacy versus UG : :
placebo over 48 weeks in treatment-experienced patients in Sencainatnton 4 X
the Phase Ill DUET trials. This preplanned, pooled analysis Dconimestondus o moess oyomAE__ o 4
of DUET-1 and DUET-2 focuses on a comparison of nervous e b T e el

SyStem eventS of intereSt and pSyChiatriC events obser\/ed With « All nervous system events of interest were reported in <1% of ETR-treated patients, with
ETR versus placebo after patients had received at least

I the exception of headache, dizziness and somnolence
48 weeks of treatment or discontinued.

Methods Summary of neuropsychiatric ‘ Nervous system events of interest: incidence‘
: : . q ven f inter: ver 48 week of newly emerging AEs over 48 weeks
Patients with documented NNRTI resistance and >3 primary events of interest over 48 weeks

AEs = adverse events; EFV = efavirenz

3

protease inhibitor (PI) mutations received ETR 200mg or P s ™ e T
placebo, both bid, with a background regimen (BR) of Ay ot 1 o3 gy e " - i
darunavir/with low-dose ritonavir (DRV/r), investigator-selected p
NRTI(s) + enfuvirtide (ENF). Specific events were identified by a Gates a 2 £,
physician blinded to treatment assignment, prior to database esmentested neuropechiac A " " :
lock, based on the type of events commonly reported with A p N 0
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neuropsychiatric events

NNRTIs, specifically efavirenz. onse us)

ey o The incidence of newly reported nervous system events of interest with ETR was
' Possitly,probaby or very ke rfted 0 e imvestgatonal medicaton I comparable to placebo and decreased over time

The intent-to-treat population included 1203 patients; 599

vs 604 patients received ETR versus placebo, respectively Neuropsychiatric events ‘ - ﬂ
; . . . . Psychiatric AEs over 48 weeks
(median age 45 years, 10.7% female, median baseline viral load of interest over 48 weeks
4.8 log,, copies/mL, median CD4 cell count 105 cells/mm?®). poss. TR BR (02509 Pl BR (=604 ErR sk Placebe + %
Incidences of nervous system (17.2% vs 19.7%, p=0.2660) © Peyciatc gt v e
and psychiatric disorders (16.7% vs 19.5%, p=0.2042) with g prozestr w
ETR were comparable to placebo. The most frequent nervous ;gnf;;f;g;ﬂs ' '
system events were headache (10.9% ETR vs 12.7% placebo), w o e 3 5
dizziness (3.2% vs 4.3%) and somnolence (1.8% vs 2.3%). 1 . . -t
The most frequent psychiatric events were insomnia (7.2% vs et v of mres P S e
8.3%), depression (4.2% vs 6.6%), anxiety (3.8% vs 4.1%) and = ke of syt and el e o ity e = Al pyhitc rs wro g i 14 ETR o ptts, it ho i
sleep disorder (1.3% vs 0.8%). All other events were reported in L s st ‘

<1% of patients. Incidences of grade 3 nervous system (0.2%
vs 0.8%) and psychiatric (0.3% vs 1.3%) events were low; Summary of neuropsychiatric events of ‘ Psychiatric AEs: incidence of ‘

there were no grade 4 nervous system or psychiatric events interest over 48 weeks by psychiatric history ?ery emerging AEs over 48 weeks

in the ETR group. Nervous system and psychiatric events vy ST evchaiic ity o byt TR R (-550) WP R 1500
leading to discontinuation were 0% vs 0.5% and 0.2% vs 0.2%, TR R e 5

respectively. Aer il AR f et X

Conclusions ° i

The incidence and severity of neuropsychiatric events observed Nerapyeiatic ot oortod s soos &1 4 £

with ETR was similar to placebo over 48 weeks in the DUET i ———— B ; P
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trials vt thoeks)

«  Although psychiatric history was associated with an increased frequency of neuropsychiatric o The incidence of newly reported psychiatric disorders decreased over time and was
. events of interest, incidences were comparable in both treatment groups . comparable between the ETR and placebo groups
DUET study design “ Neuropsychiatric AEs of interest over ‘
e e e M
Screening 48. wgek treatment period Follow-up W ETR +BR (n=599) M Placebo + BR (n=604)

6 weeks with optional 48-week extension 4 weeks

40%
4 24-week primary analysis ) 48-week analysis

e Over 48 weeks, the incidence and severity of neuropsychiatric events of
interest with ETR was comparable to placebo; events decreased over time
— headache and insomnia were the most commonly reported nervous
system and psychiatric events, respectively, and occurred at similar
instances in both treatment groups.
L peemesasen Patiets i itory o Patints wthout it of Incidences of grade 3 neuropsychiatric events of interest were low and
- in DUET-1, patients were recruited from Thailand, Europe and the Americas similar between treatment groups.

in DUET-2, patients were recruited from Europe, Australia, Canada and the USA

600 patients ETR 200mg bid + BR’

target per trial

Placebo + BR*

Incidence (%)

*BR = DRV/r with optimized NRTIs and optional ENF

« Plasma viral load >5000 HIV-1 RNA copiesimL and stable therapy for 28 weeks 110278 1041263 711321 101/341
1 NNRTI RAM, at screening or in documented historic genotype

ool deeck analyss (nludng anclytsof neurapoychiaic vents) was respectiod . o e S et e o e i * No grade 4 neuropsychiatric events of interest were reported with ETR.
A e ETR was associated with low discontinuation rates and incidence of
serious AEs.
Baseline characteristics ‘ Nervous system AEs of interest over ‘ * Although psychiatric history was associated with an increased frequency
and background ARVs 48 weeks by psychiatric history

of neuropsychiatric events of interest, incidences were comparable

WETR+BR (n=599) M Placebo + BR (n=604)
earameter ETRSBR| Phacabo +ER 307 between the ETR and placebo groups.
Patient demographics ~ Male, % 90 89
Caucasian, % 70 70
Patient history Psychiatric symptoms (any type), % 46 44
Disease characteristics  Viral load, log,, copies/mL (range) 48(27-6.8) 48(22-65) 20
CD4 cells, cells/mL (range) 99 (1-789) 109 (0-912) =
e : : |
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