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BACKGROUND

NEATO001/ANRS143 was an open-label, randomised, non-inferiority study
comparing raltegravir + darunavir/r (RGV+DRV/r) vs. tenofovir/emtricitabine +
darunavir/r (TDF/FTC +DRV/r) in HIV-infected antiretroviral naive adults. Primary
efficacy outcome was a compo-site of virological and clinical events by week 96.

MATERIALS AND METHODS

The Endpoint Review Committee (ERC) reviewed the following types of event:
AIDS defining events, serious non-AIDS defining events, grade 4 adverse clinical
events, grade 2 to 4 rashes, deaths, and immune reconstitution syndrome events.
Clinical trial units collected and translated supporting documen-tation (SD) related
to the investigator reported events. A coordinator checked events and SD for
consistency and completeness. The Endpoint Review Committee (ERC)
determined if clinical events met predefined diagnostic criteria in categories
‘confirmed' or 'probable’. The ERC of 12 experienced, independent clinicians
served in groups of 3 conducting individual reviews in writing, blinded to treatment
arm and other reviewers’ assessment. Differences of opinion were adjudicated in
a second review round by direct dialogue between reviewers. 'Confirmed’ events
required adequate supporting documentation such as laboratory, radiographic or
pathology diagnostic reports. '‘Probable’ events were typically based on clinical
criteria alone. For rash events, possible drug relationship was evaluated.

RESULTS

Of the 164 serious and 3964 adverse events reported in the study, 133 events
gualified for endpoint review, for a total of 153 adjudications of which 46% were
agreed among reviewers in a second round review, see table 1 for clinical study
endpoints and table 2 for rash events.

Sixty of 111 per protocol endpoints were confirmed (n=53) or probable (n=7),
which equals an acceptance rate of 54%. In two confirmed cases, supporting
documentation was partly adequate and evaluation uncertain.

Of 51 rejected events, 13 had insufficient supporting documentation, 2 were
recurrent events. The difference in rejection rate between treatments was not
significant with 41% rejected events in the RGV+DRV/r arm compared to 52% in
the TDF/FTC +DRV/r arm, see table 3. Of the 42 rash events 30 were evaluated
probably or possibly related to the study drug.

The IRIS acceptance rate was low (3/18), demonstrating the difference in
perception of IRIS in the daily clinical patient management compared to the stricter
protocol definition of IRIS.

CONCLUSIONS

Blinded endpoint review prevented unacceptably high false positive event rates.
Our experience shows that real time ascertainment of clinical endpoints is crucial
for appropriateness of the overall results. Rejected events jeopardize the statistical
power in this and probably all clinical trial designs. The rejection rate was not
indicative of poor study conduct on the contrary overreporting prevented missing
events, which would have adversely impacted the trial. The vast majority of
accepted events were confirmed and with adequate source documentation. This
reflect investigators general awareness of the importance of adequate supporting
documentation and the possible differences between event criteria in daily
pragmatic clinical management and event criteria as defined in the protocol.
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Table 1
Review result for clinical study endpoints

Serious Clinical
Az IRIS | Grade 4 | Death
non-AIDS
AE
% 18 29 5

Total reviewed events

Per Protocol Endpoints (confirmed +

G 60 1 18 & 23 5
Confirmed Events 53 1 16 2 19 5
SD* adequate 42 10 11 1 16 4
SD* sufficiently/only partly adequate 10/1 1/0 5/0 0/1 3/0 1/0
Probable Events 7 0 2 1 4 0
SD* sufficiently/ only partly adequate 6/1 0/0 2/0 0/1 4/0 0/0
Rejected Events 51 13 17 15 6 0
not fulfil criteria, SD* adequate 17 3 9 2 3 0
theguJZIt(ceriteria, SD* sufficiently 21 3 3 s 5 0
not fulfil criteria, SD* only partly 13 5 5 5 1 0

adequate

* Supporting documentation

Table 2
Review results for rash events

I

Total reviewed events 42
Confirmed Events (grade 2-4) 28
SD* adequate 6
SD* sufficiently/only partly adequate 19/3
Rejected Events (grade 1 or not a rash) 14

not fulfil criteria, SD* adequate
not fulfil criteria, SD* sufficiently adequate
not fulfil criteria, SD* only partly adequate

* Supporting documentation

Table 3

Review result by treatment arm

Serious Clinical
AIDS non- IRIS Death
AIDS Gr. 4 AE
-B-B-E-EI-E

Total reviewed events 4
Per Protocol Endpoints (conf. +
probable)
Confirmed Events

SD* adequate

SD* sufficiently adequate

SD* only partly adequate
Probable Events

SD* sufficiently adequate

SD* only partly adequate
Rejected Events

not fulfil criteria, SD* adequate

not fulfil criteria, SD* sufficiently

Adequate

not fulfil criteria, SD* only partly

adequate
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