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The Impact of Non-AlIDS Serious Adverse Events Equals or Exceeds that of AIDS Outcomes In Patients OptiMm
e n e E e WITH ANTIRET ROWI S
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similar to baseline scores for PHS and MHS (39.7 and 46.2, respectively). Compared to patients without events, PHS scores declined Phone: (718) 584-9000, xt 6666 Fax: (718) 741-4606
with SAE’s and MHS scores declined for both SAE'sand AIDS events (Table).
Pre- vs. Post-Event Mean Scores by Groups
AIDS SAE No Event
Comparison (Groupl) (Groupll) (Grouplll) METHODS RESULTS
Groups N=31 N =48 N=73 p-value
PHS
I vsl -1.417 -3.106 0.354
| \\//: m | -1417 -0.293 0.452
TRZIE -3.106 -0.293 0.034 Data Sources
MHS _
|I \‘/’:”l :g-ggj -2.58 . <06201071 Unblinded data from the OPTIMA study wer e analyzed. The data set was closed on OPTIMA patients wer e heavily drug experienced, failing their current ARV regimen, and There was no difference between groupsin pre-event QOL
| Lstil : ' 2sg 2% 0% o | 2116/ immunologically at risk for progression of HIV disease. assessments. Pre- and post-event scoreswere similar for AIDS
PHS and MHS declines from pre-event to post-event status did not differ between SAE and AIDS events . However, significant declines 1 16 04 ’
in PHS scores were associated with SAE'’s (-3.106, p=.009) and in MHS with AIDS events (-5.524, p=.006) . ’ and SAE events. Compared toNo Event, SAE’s
Conclusion: In patients with advanced multi-drug resistant HIV, non-AIDSSAE s occurred more often than AIDS related events. The Data elements used: Pre-Event PHS and MHS Scores Between adver sely effected PHS scoresand AIDS
impact of non-AIDS events on quality of lifeisequal to or greater than AIDS eventsin this population. Grou ps adversely effected MH'S scores.
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_ arap o Baseline Demographics of Baseline HIV Characterists of AIDS SAE No Event
Baseline HIV characteristics Patients Enrolled in OPTIMA Patients Enrolled in OPTIMA (1) @) © = : P I—— :
: - _ _ omparison of Mean ange in
Serious Adver se Events classified by MedDRA* (n=255) (n=255) Comparison n=31 n=48 n=73 -value
T (%) n (%) P P PHS and MHS (Post-event — Pre-
AlIDS defining illnesses, new and recurrent** ) — e = PHS event) among groups
. . . . Mean Age (SD 48.0(8.31 SIIBY 1vs?2 39.42 39.6 0.924 AIDS SAE No
INTRODUCTION Summary scor es of Quallty of Life usng MOS-HIV*** in 2 domains. Gender (%): CD4 at entry 1vs3 39 42 41 0.346 Compari (1) @) Event
Physical Health Status (PHS) Male| 249(98) CID == 100 e 2vs3 39.6 41 0.339 son n=31 n=48 n=73 p-value
Female|  6(2) 100 < CD4 <=200] 83(32.5)
Mental Health Status (PHS) T — CD4>200] 54(21.2) PHS
Thereisevidence that, since the advent of HAART, non-AlDSillnesses are asimportant to Comparative Impact of Clinical Eventson Quality of Life (QOL) White]  126(49) Median CD4 (SD) 111(103) MHS 1 zzg '1?&? -3.106 0.99 822‘21
overall morbidity as Al DS-defining conditions.! Treatment experienced patientswith _ _ _ Black|  91(36) Lz 12T Al 0.655 ' ' '
QOL comparisons wer e made between groups having non-Al DS related Serious Adverse . HIV RNA copiesm n (%) 1vs3 48.27 46.98 0.61 2Vvs3 -3.106 -0.29 0.034
advanced HIV disease and multi-drug resistant virus have the highest risk of progression of N _ _ Asan 2(1) ovs3 4711 46.98 0.951
Events (SAE) and AIDSrelated events (Al DS). An additional comparison group without Hispanic|  27(11) <5k|  16(6) : : : MES
AIDS. AIDSilInesses might therefore be expected to dominate morbidity in such patients. _ o _ - Other 3(1) 5-50k 105(42)
The present study evaluatesthe contribution of AIDS defining conditions versusnon-AIDS seriouslinical eventswas randomly identified (No Event). 50-100k 47(19) 1vs2 55241 258 0217
- Pending” 6(2 - ’ -
N : : : . : : Events excluded from QOL analysis: y— ) 2 >100k|  81(33) AIDS events adversely effected Mental Health Scoresand SAE's 1vs3 =024 1.295 | 0.0007
mor bidity in patients at highest risk for progression of AIDS dueto lack of confidant anti- M ode of Infection: e 772 (65 adver sely effected Physical Heatlth Scor es 2vs3 -2.58 1.295 0.026
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retroviral treatment options. The effect of AIDS and non-Al DS morbidity on quality of lifein Concurrent AIDS and SAE events (<3 months between events) Heterosg((zl(;(lj 52742(292)) (Post eventPe event) —
No pre-event or post-event MOS-HIV available Ol Prophylaxis '
these persons wer e also compar ed. _ IDUl  34(13) Anti - PCP| _ 180(71) Groups n Mean p-value Mean p-value
Death concurrent with event or before follow-up MSM| 121(47) YT 20 AIDS 31 1417 0279 5524 0.006
Other|  14(5) : : : :
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OPTIMA: STUDY Concurrent (<3 mos.) SAE’sor concurrent AlDS events wer e evaluated but wer e treated IS Antifungal] — 45(18) o tven — : : :

. . Tolal < 255 (100%) due to pending data
assingle eventsfor QOL assessments. Multiple but non-concurrent eventsfrom the same (100%) due to pending

In patientswith advanced HIV having limited treatment options:

. . . . : . _ atient wer e evaluated as unique events.
OPTIMA isthefirst study of theTri-National Trials collaboration between the Canadian P .

Statistical Analysis - Thefrequency of non-AlDS serious adver se eventsis greater than the

Institutes of Health Research (CIHR), the United Kingdom M edical Research Council (UK-

. o - . - The frequency of AIDS and SAE events selected for QOL analysis were similar to the OPTIMA study as awhole. frequency of AIDS defining illnesses.
MRC), and the United States Veterans Health Administration (VHA).2 OPTIMA evaluates Mean PHS and MHS scoreswer e calculated for each group - SAE, AIDS, and No-Event equency Q y y equency 9
alternate treatment strategiesin subjectswith advanced multi-drug resistant HIV disease at basdline of entry into study, at nearest visit prior to event (Pre-Event), and at first study - Adver se effects of AIDS events and non-AlDS SAE’son physical and
having few treatment options. evaluation following the event (Post-Event). Significance of differ ences between meanswas mental health statusare similar.
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ned usi ALL OPTIMA vs QOL: AIDS Events ALL OPTIMA vs QOL: Non-AIDS SAE's S et
determined using Students t-test. Q Q - Significant declinesin physical health status ar e associated with non-
Eligibility: Clinical Events in s 0% AIDSSAE’s
1)
. CD4 =400 cellsmm3, HIV RNA > 5,000 copies/mL. OPTIMA 35% < 25% - o . .
P _ @ 30% & - Significant declinesin mental health status are associated with AIDS
. Evidence of multi-drug resistanceor intoleranceto NRTI, NNRTI, and PI classes. Number randomised 255 g 250 @ 20% ovents
| ntervention: “SAE’sin OPTIMA are defined and reported according to the ICH PHS and MHS Scoring Algorithm Total number of AIDS 65/44 5 20% :fé 15 '
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Randomization in a2 X 2 factorial design to: rDeifuTrlitr;gnzlaSg ?éi’é‘.’f.‘?ﬁs."é eﬁtxiﬁﬁ;f; ﬁgg'?ﬁvﬁ%ﬁ%ﬁg | - S Lo% S Non-AlDS serious adver se events are mor e frequent and associated wit
AIDSC e el function | otal number SAE 5% 1 . L : :
) ) . recorded in addition to SAE’s. Clinical events are subsequently - Physical function | 5% similar declinesin quality of lifeas AIDS events.
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1) threemonth anti-retroviral drug free period (ARDFP) vsno ARDFP classified according to the standardized MedDRAS3 dictionary to Physical Pain ' events # pts. 165/67 0% 1 0%
facilitate comparisons across sites and countries and with other studies Health .
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Other measures for analyss gathered at scheduled visitsinclude labor atory tests of status. We calculated two summary scores for physical health status ES?;‘;:II _| Quality of life AIDES [Sutein Lo5) LEEI DR Praienieal Tiestm (1) AIDS Event by MedDRA System Organ Class (SOC) 2. Kyriakides, T. C. et al. " An open-label randomized clinical trial of novel therapeutic
_ . _ . _ . _ (PHS) and mental health status (MHS) using the scoring algorithm SR - i _ . _ strategiesfor HIV-infected patientsin whom antiretroviral therapy hasfailed: rationale
immunological and virological status, safety measures, quality of life (QOL) instruments developed by Revicki et al“. (See Figure) | ‘Summary Q Health distress | OPTIMA AIDS Events (%) n =65 @ QOL Analysis AIDS Events (%) n =34 OPTIMA NON-AIDS Events (%) n =167 8 QOL Analysis Non-AIDS Events (%) n = 60 | and design of the OPTIMA Trial." Control ClinTrials 24.4 (2003): 481-500.
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