Colette Smith

Poster No. 0315 HIV Glasgow Drug Therapy 2014 Research Department of Infection and
Populatioh Health, UCL, Royal Free

: : D Campus, 1st Floor, Rowland Hill

° ° . . . Street, London NW3 2PF UK
Lack of Association Between Use of Efavirenz oo oz

and Death from Suicide: D:A:D Study

C Smith 1, L Ryom 2, A d’Arminio Monforte 3, P Reiss4, A Mocroft & W el Sadr®, R Weber®, M Law’, C Sabin?, J Lundgren 2
on behalf of the D:A:D Study Group

1UCL, London, UK; 2CHIP, Department of Infectious Diseases and Rheumatology, Section 2100, Rigshospitalet — University of Copenhagen; 3San Paolo University Hospital, Milan, Italy;
4Academic Medical Center, University of Amsterdam, and Stichting HIV Monitoring, Netherlands; Mailman School of Public Health, Columbia University, New York, USA; University
Hospital Zurich, University of Zurich, Zurich Switzerland; “The Kirby Institute, University of New South Wales, Sydney, Australia

BACKGROUND Table 1
A recent meta-analysis performed by the ACTG of 4 RCTs in previously ART-naive Characteristics of D:A:D participants at Study Entr  y
individuals showed a 2.28-fold increased rate of suicidality events among HIV-positive | sy o e
people receiving EFV compared to other, predominantly Pl-based, regimens* -- B e
« There was also a trend towards an almost 3-fold higher rate of completed/attempted Total 49717 (100.0) 195 (1000)
.. Gender Male 36664 (73.8) 171 (88.6)
suicides, but the number of events was small (17 and 5 events) Risk Injecting drug use 7619 (15.3) 48 (24.9)
+ We investigated whether the association between use of EFV and death from suicide Do | aav40) ean
observed in the clinical trial setting was replicated in an observational setting e P e
Other 1416 (2.9) 1(0.5)
METHODS whie " 25171 (500 (477
 Participants were from the Data collection on Adverse events of anti-HIV Drugs (D:A:D) e T
Study, a collaboration of 11 cohort studies in Europe, USA, and Australia S o L ng:‘\: E:Z: ;‘Zg i;‘z ig 329470((29089’46;3)
» Consistent classification categories for causes of death was used across the study period s Median (10R) 38 (32, 45) 38 (35, 46)
following Coding of Causes of Death (CoDe) methodology Total ART (years) N (%); median (IQR) N=;g3(§?2f6ig)%> ;;gl(g?;a‘f/%
» Individuals were followed from D:A:D entry to the first of death, 6 months after last clinic visit —
or 1st February 2013. Inudenge raf[e ratios were calculated using Poisson regression R 6 e Ty G et (e 2L 00 s YR,
* The primary outcome was defined in two ways as: according to current CD4 count
. Suicide or psychiatric disease listed as underlying cause of death
. Suicide or psychiatric disease listed as any of the underlying, immediate or contributing Zoijgg o y -
causes of death o | = S -
* We hypothesized that any psychiatric-related effects of EFV would appear upon initiation and 501+ - cause)
remain whilst the drug is taken, so our models focus on current ART use issing -
* A number of sensitivity analyses were performed, including: 0-200 ——
« Considering an outcome of suicide (without psychiatric disease) listed as the underlying 201:350 . Suicide or psychiatric
351-500 —— disease (underlying,
cause of death — . immediate or
« Considering an outcome of suicide, psychiatric disease, accident or other violent death, Missing ————  ComilmEg e
substance abuse, chronic alcohol abuse, chronic VDU, CNS disease or acute 0 1 2 3 4 5
intoxication listed as underlying, immediate or contributing death cause Rate per 1,000 persan years (353 Cl)

» Considering the ART regimen received with a 3- and 6-month time-lag
» All analyses were re-performed stratified by mode of HIV acquisition
* All analyses were re-performed restricted to those ART-naive at baseline

Figure 2

Rates of death from suicide per 1,000 person years,
according to current ART regimen

RESULTS o o ) _ EFV-containing | &~ S_uicide or psychigtric
» There were 49,717 individuals participating in the D:A:D study (Table 1) Other NNRTI containing | - disease (underlying
+ In 371,333 person-years of follow-up there were: | Smerarr | cause)
(o] — naive =
* 4,420 total deaths; rate=11.9 /1000 person-years; (95% CI 11.6, 12.3) No ART - experienced —
. : - . B 0
» 193 deaths with underlying cause of suicide or psychiatric disease rate=0.52 (95% S o Suicide or psychiatric
Cl10.45, 0.59) . o o _ _ N RSN —_ .dlseazfe gunderlymg,
» 482 deaths with suicide or psychiatric disease was mentioned anywhere on the Other ART - gnmtﬁbliciogause)
death report; rate=1.30 (95% CI 1.18, 1.41) oy e . _y__
. . - . (o] - experience
* There was a strong association between current CD4 and suicide-related deaths (Figure 1)
. e - 0 1 2 3 4 5
* The highest rates of sylc[d_e deaths were seen amongst_ART—expe_rlenced people currently off Rate per 1,000 person years (95% Ci)
ART and ART-naive individuals. For those on ART, similar suicide death rates were seen
regardless of type of ART regimen (Figure 2) e
» After adjusting for potential confounders, similar associations remained (Table 3) Incidence Rate Ratios (IRRs) for death from suicide
» All sensitivity analyses provided consistent results according to current ART regimen
| [ Unadjusted [  Adjusted |
| ['IRR [ 95%CI [ pvalue [IRR [ 95%CI [p-value |
CONCLUSIONS . o . o
» This study provides evidence that, amongst individuals in routine clinical care, rates of death EFV-containing 059 033,106 <0.0001 0.56 0.29,1.07 <0.0001
[ s - Other NNRTI-containing  0.93 0.53, 1.62 0.94 0.50,1.77
from suicide and related causes for those receiving EFV-based ART are similar to those seen TR T [ R
in individuals receiving other ART regimens T ———— S — g
. . , . , . . . . No ART — experienced 3.24 1.95,5.38 3.38 1.91,5.97
» Treatment choices are at the clinician’s and patient’s discretion, and so it is possible and TR (et e e S

H H EFV-containi 0.50 0.35,0.71 <0.0001 0.42 0.28,0.63 <0.0001
likely that the ART treatment groups are not comparable with respect to presence of T e s S R
underlying psychiatric and CNS-related disorders due to channelling bias. Unfortunately, Other ART _ 067 050090 92| 07 07
. . . - . . . . [0} —nhaive - d
information on history of psychiatric disease is not available No ART - experienced  2.71  2.00,3.67 229 163,321

» Thus these findings do not rule out the possibility that EFV leads to increased risk of suicide *Adjusted for nadir CD4 count, current CD4 count, age, gender, time since HIV

diagnosis, cohort, previous clinical event and risk for HIV acquisition.

but they do provide re-assurance that the way in which the drug is used is not leading to
increased suicide rates in those on the drug
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