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TMC125-C203: baseline characteristics Grade 3, 4 and serious nervous system and

psychiatric AEs’
Background T TMC125
TMCI25 is a novel NNRTI active against wild-type HIV-1 and HIV-1 400mg  800mg  1,200mg All 400mg 800mg 1,200mg Al
q id i i Plac atient
fant t ¢ NNRTI b bid bid acebo  p: s bid bid bid  TMC125 Placebo
resistant to curren S. (n=57) (n=74) (n=43) (n=66) (N=240) AEs (n=57) (n=74) (n=43) (N=174) (n=66)
Male (%) 93 82 93 91 89 Grade 3 or 4 AEst
Methods Caucasian (%) 90 89 86 88 88 Dizziness (%) 2 0 0 1 0
TMC125-C203 is a 48-week, randomised, blinded, placebo-controlled, E Tension headache (%) 0 0 2 1 0
Medlaniviraliload 423 437 450 409 425
dose-escalation trial in three-class-experienced, HIV- | -infected (logyo copiesiml.) poseioticonselouenoss o6/ IO 0 0 0 2
o 4 B Medi: D4 i
patients. Patients received placebo or TMC125 400mg, 800mg or e 217 201 200 280  2i SorousIRES
1,200mg bid (Phase Il formulation), added to an optimised background Median duration HIV w05 10s 108 1o R e () g 1 0 ! g
regimen (OBR) containing at least two other antiretrovirals. The ESEIDEEETE)
q q q . . History of psychiatric :T'ea"“e"."erf‘”gem 0= .
primary objectlve was to determine the safety and tolerablllty of disorder (%) 25 39 56 35 38 No psychiatric grade 3 or 4 AEs or serious AEs were reported

TMCI25. This analysis focuses on the nervous system and psychiatric
events when all patients had been treated for at least 24 weeks.

Most common nervous system AEs’ Nervous system and psychiatric AEs* leading

Results to treatment discontinuation
The trial inCIUded 240 patients (66' 57' 74 and 43 patients received TMC125 o Three (2%) patients treated with TMC125 discontinued treatment due to
A a neuropsychiatric AEs
pIacc?bo, 400mg, 800mg and | ,200mg TMCI25 bid re.spectlvely). The 40’3'&‘9 80&'&‘9 1v28i°d'“9 TM%I:25 placebo All TMC125 » One 53-year-old male patient after 6 days’ treatment, due to grade 1
median age was 42 years and | | % were female. Median treatment . sz 0z I o5y oo headache (probably related to study medication) with grade 2 diarrhoea
. .. - - - - - & (400mg bid group)
duration was 32 weeks. The incidence of all nervous system events Median treatment B ® 0 & 4 ol » One 38-year-old male patient after 9 months’ treatment, due to grade 1
P . duration (weeks) izzil i icati i i
was S|m||ar between TMC | 25 dOSES and comparable Wlth placebo: dizziness (po_sslbly relalt_ed to study medication) with grade 1 diarrhoea
Any nervous system and dyspepsia (800mg bid group)
38% with TMCI25 vs 35% with placebo. A grade 3 nervous system disorder (%) “oo® 0 o ® i o One 56-year-old male patient after 5 days’ treatment, due to grade 2
® ® ) N confusional state, dizziness, abnormal gait, headache, sweating, hot
event was reported b)’ 1% of TMCI25 vs 2% of placebo patients. The GEEIEIDEY 22 B © B il =20 flushes, increased heart rate and tremor. All events were considered
. Dizziness (%) 12 10 9 10 5 —09t012.5 possibly related to study medication; the effect of a ritonavir-boosted PI
most frequently reported nervous system events with TMC|25 vs Insomnia (%) 4 7 7 6 5 491073 onthe levels of psychotropicimedication|mayjalso havelbsen causal
o, (o) A A=A O, Hypoaesthesia (%) 2 4 7 4 0 1.1106.9 « the patient was not receiving antiretrovirals at baseline, but was taking other
placebo were headache (19% vs 17% respectively), dizziness (10% vs S PN ) | . s e T )
(o) i i i (o) o i Hypoaesthesia oral (%) 4 0 2 2 3 -5.8103.2 prochiorperazine
5% reSPeCtlveIY) and insomnia (6 % vs 5% respectlvely). For the Hyporeflexia (%) o | 5 ” 3 _58‘2 i) « the dose of venlafaxine was increased just before the start of antiretroviral
400mg, Boomg and | ,Zoomg doses of TMC | 25, the median onset Of - - - - - - i therapy with lopinavir/ritonavir, TMC125 400mg bid, NRTIs and enfuvirtide
Treatment-emergent AEs, regardiess of severity or causality, which occurred in >2% in either the
these events was 16. 30, and 28 days respectively and the median all TMC125 or placebo groups “Treatment-emergent AEs, regardiess of severity or causality
, ,
duration was 7, 29 and 29 days respectively. The incidence of
jatric di imi 9 Onset and duration of most common nervous N
psychiatric disorders was similar between TMCI25 (13%) and placebo cveton AEs TMC125-C203: neuropsychiatric summary
patients (I 19%). No grade 3 or 4 psychiatric events were reported and 4
only one patient, in the 400mg group, discontinued for a psychiatric c ’;‘ﬁé"ggj Soyfséle;:;"{r‘ifa’feg%‘;ﬂ:;‘:s‘” 40% of TMC125-treated patients
A y
event (confusional state). The most frequent psychiatric event was IHCI25\allidosesINNSIEY) geacobolinzeo) « the most common nervous system AEs were headache, dizziness and
a o, 0, Q N N insomnia. Only dizziness was more common compared with placebo
dePreSSIOH (4 /0 Of TMC I 25 Vs 8 /0 Of placebo Patlents)- AEs p:trig?:; Onset* Duration* p:‘?;:fsr Onset* Duration* . ?;aéi?glge,:izzin‘esst and insomnia generally occurred within the first month of
administration
. Headache 33 (19%) 16(1-421) 7(1-102) 11 (17%) 16 (1-111) 6 (1-369) o there was no association between TMC125 dose and incidence or severity of
Conclusions Dizziness 18 (10%) 30 (1-177) 29 (1-219)  3(5%) 26 (12-294) 10 (2-18) nervous system events
The incidence and severity of neuropsychiatric events observed with Insomnia | 10(6%) 28(1~4s1) 29(4-816) |/ S(5%) 19 (14768 118 (17230) o Psychiatric AEs occurred in 13% of TMC125-treated patients and 11% of
the 800mg dose of TMCI25 was similar to that seen with placebo in s platﬁ:?&::iiﬁis:ﬂz;;iiamc AEs were depression, anxiety and sleep
. b
this study. Phase lll trials with a new formulation of TMCI25 with disorder; the incidence was low and not different from placebo
q c . . . .  there was no pattern in the time of onset for the most common psychiatric
comparable exposure to the 800mg bid Phase Il formulation are All events are included in the incidence and calculation of onset. events
. However, as the trial was ongoing at the time of this analysis, end dates « for TMC125-treated patients, there was an overall trend for increased
ongoing. . . were not available for all AEs. Therefore, duration of AEs has been incidence with the highest dose (1,200mg bid). A pre-trial history of psychiatric
Abstract updated with recent anG’YS'S calculated based only on events with a reported end date. disorder(s) was also most frequent in the TMC125 1,200mg bid group
Introduction Prevalence of headache and dizziness
e TMC125 is a next-generation NNRTI designed to have a high genetic The majority of events of headache and dizziness occurred early during
barrier to the development of resistance’2 TMC125 treatment and were transient.
e TMC125 was selected as it maintains activity despite common NNRTI . . .
s Hoadache bizziness * Neuropsychiatric AEs in TMC|25-treated
o Data from TMC125-C207, a 7-day, Phase lla, proof of principle trial with 20 20 .
functional monotherapy in NNRTI-resistant patients, showed a mean _ _ patlents:
change in log,, viral load of —0.9% & 15 & 15
2 @
o Data from the 48-week efficacy analysis of the Phase IIb trial § 10 § 10 — were overa" not more frequent than Placebo
TMC125-C223 in heavily treatment-experienced patients with substantial s E

NNRTI and Pl resistance demonstrated significant and durable efficacy* 5 \ — were genera| Iy mild to moderate in Severity

LI B s e s s s e s s | —T—TT T T
0246 81012141618202224 0246 8101

2L o 2k141s1s 202224 (ACTG grade | or 2)
eeks eeks
A . etaL I i Group — 400mg bid (ne57)  800mg bid (n-74) — generally resolved without intervention
2. Vingerhoets J, et al. J Virol 2005;79:12773-82 — 1,200mg bid (n=43) Placebo (n=66) R A R f
4 Gohen G, o3 1611 1AC 2006 (TUPEOOST ' — infrequently led to treatment discontinuation.
o . * These results suggest that the addition of
TMC125-C203: study design Most common psychiatric AEs 88
TMCI25 to antiretroviral therapy is not
* TMC125-C203 was a Phase Il, dose-escalation, double-blind, placebo- TMC125
controlled trial conducted at 52 sites in Canada and Europe associated Wlth an increase in neurops Chiatric
* patients were three-class experienced, each class for at least 3 months 40&?9 80&219 1’2831"19 TM‘(\:I‘:25 Placebo elsl ;I':g;bzg p y
* patients had viral load >1,000 copies/mL AE: =57 =74 -4 N=174 = 95% Cl o
* the study protocol was reviewed and approved by the appropriate institutional ad (n=57) (n=74) (n=43) { )| (n=66) adverse eventS COI’T‘I pared Wlth p|aceb0.
ethics committee and health authorities, and was conducted in accordance Median treatment 47 32 24 29 40 -
with the Declaration of Helsinki duration (weeks)
* Primary objective: Assess the safety and tolerability of TMC125 dA_nv i;SYE(h/it;tric 19 10 23 13 1 -
lisorder (%)
® TMC125 or placebo plus an OBR consisting of
® 3-4 antiretrovirals (1-4 NRTIs * 1 ritonavir-boosted lopinavir or saquinavir Depression (%) 4 4 5 4 6 -8.6t04.4
+ enfuvirtide) Anxiety (%) 2 1 2 2 2 331037 ACk ow‘edgemen
* use of at least two active drugs (excluding TMC125) Sleep disorder (%) 0 3 2 2 2 -33103.7
* Phase Il formulation of TMC125 was administered in this trial Abnormal dreams (%) 0 1 2 1 2 —3.7t029 X . X X X
* a new formulation with a lower pill burden and smaller pill size is being Depressed mood (%) 0 0 0 0 2 441014 The authors would like to express their gratitude to the patients and their

administered in the ongoing Phase Il (DUET) trials

¢ This sub-analysis focuses on the reported nervous system and

psychiatric adverse events (AEs) *Treatment-emergent AEs, regardless of severity or causality, which occurred in >2% in the all
TMC125 or placebo groups
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