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Conclusions
• Safety and tolerability of TMC125 was generally comparable to

placebo, except for the incidence of rash.

• Overall, most AEs were of low severity and infrequently led to
discontinuation.

• Neuropsychiatric events were generally of low severity and similar
between TMC125 and placebo groups.

• Rash, the only AE to occur more frequently with TMC125, was 
– generally mild-to-moderate
– generally self-limited on continuing treatment
– associated with low discontinuation.

• TMC125 was not associated with increases in laboratory
abnormalities, including hepatic and lipid parameters.

• A significantly lower proportion of patients were hospitalised in the
TMC125 versus placebo group.

• TMC125 provides a well-tolerated new option for treatment-
experienced patients.
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AEs of interest: psychiatric disorders

Most common (reported in 1% of patients in the TMC125 group)
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TMC125 group 
(n=599)

Patients experiencing psychiatric-related AEs, 
n (%)
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Low severity:
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Hepatic AEs
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Abstract
Objectives: DUET-1 and DUET-2 are identically designed, ongoing, randomised, double-
blind, placebo-controlled, Phase III trials, investigating TMC125 versus placebo in HIV-1-
infected, treatment-experienced patients. The trials differ only by geographical location.
We report findings from a planned, pooled analysis of safety in DUET-1 and DUET-2
when all patients had reached Week 24 or discontinued. 

Methods: Patients on stable virologically-failing treatment, with documented NNRTI
resistance (historical and/or at study entry) and ≥3 primary protease inhibitor (PI)
mutations were randomised 1:1 to TMC125 200mg or placebo twice daily (each with
darunavir/ritonavir [DRV/r], optimised NRTIs and optional enfuvirtide [ENF]).
Prespecified intent-to-treat (ITT) analyses of rash, nervous system, psychiatric and hepatic
adverse events (AEs) were by Fisher’s exact test.

Results: 1,203 patients were treated (89.3% male; 69.8% Caucasian; 58.4% CDC
category C), with median baseline viral load of 4.8 log10 copies/mL and CD4 cell count of
105 cells/mm3. Patients (n=599) received TMC125 for a median treatment duration of
30 weeks. The safety and tolerability findings are summarised in the table.

TMC125 Placebo
Incidence, % (N=599) (N=604)

All AEs 92.5 92.5
Any grade 3/4 AEs 24.7 27.2
Discontinued due to AE 5.8 4.5
Any serious AE 13.2 18.7
Serious AE attributed to study drug 2.3 2.5
Deaths (any cause) 1.3 2.5

Most common AEs
Rash (any type)* 17.0 9.4
Discontinued due to rash 2.2 0.0
Diarrhoea 15.0 20.4
Nausea 13.9 11.1

AEs of specific interest (grouped terms)
Nervous system‡ 14.9 18.5
Psychiatric§ 12.9 15.1
Hepatic¶ 5.3 5.1

Selected grade 3/4 laboratory abnormalities**
Triglycerides 7.0 4.3
Total cholesterol 5.8 4.1
LDL cholesterol 5.2 5.4
AST 2.5 1.7
ALT 2.5 1.7
Pancreatic amylase 7.5 7.9

*p=0.0001. Rashes occurred more frequently with TMC125 than placebo, but were generally grade 1/2
in severity (1.3% of patients experienced grade 3 rash). Rashes were more common in women (28.3%
vs 15.8% men) and not related to CD4 cell count. Events generally started 1–2 weeks following
treatment-initiation and resolved on continued treatment. ‡p=0.0896; §p=0.2803; ¶p=0.8976; **No
consistent or clinically relevant changes in laboratory or ECG parameters were reported.

Conclusions: The incidence and severity of AEs with TMC125, including neuropsychiatric
AEs, were generally similar to placebo. Rash, generally mild-to-moderate and self-limited,
was the only AE to occur more frequently with TMC125 than placebo.
Please note that these data have been updated following submission of this abstract.
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