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• In a large cohort of HIV+ patients in care, a history of PD diagnoses at baseline were common. Patients
receiving DTG were more likely to have a history of PD diagnosis at baseline than patients taking EFV, DRV,
RPV, or EVG. Baseline history of PD was similar between patients taking DTG and patients taking RAL.

• Patients taking DTG were not more likely than patients taking any of the other anchor drugs to experience
a new diagnosis of PD after baseline (incident diagnosis).

• Patients receiving DTG-containing regimens were less likely to experience a prevalent or incident PD
diagnosis followed by discontinuation of ART within 14 days of diagnosis compared to the other
anchor drugs.

• Patient characteristics were unbalanced across the ARVs of interest (age, race, sex, AIDS, VL and CD4
at baseline). Analyses did not control for these differences.

Study Design and Analysis 

• Patients prescribed a regimen containing DTG, efavirenz (EFV), raltegravir (RAL), darunavir (DRV),
rilpivirine (RPV), or elvitegravir (EVG) for the first time in the OPERA database between January 1, 2013
and August 15, 2015 were analyzed. Patients with exposure to any of the anchor drugs prior to the
observation period or two or more anchor drugs at the same time were excluded.

• Patients were observed from the regimen start date until regimen discontinuation, loss to follow-up,
death, or data freeze (August 15, 2016) .

• PD events included diagnoses of the following psychiatric conditions during the observation period: anxiety,
depression, insomnia, and suicidality. Discontinuations within 14 days of a PD event were also analyzed.

• Prevalent diagnoses: all diagnoses that occur for that condition regardless of whether the  patient
had the same diagnosis prior to baseline.

• Incident diagnoses: only diagnoses for which the patient has no history prior to the observation period.

• Time to PD diagnosis and PD diagnosis with discontinuation within 14 days  were evaluated using
Kaplan-Meier curves.

• Patients receiving DTG were more likely to have a history of anxiety at baseline than patients
receiving EFV, DRV, or RPV (all p<0.001). History of depression was more common in patients
receiving DTG than in patients receiving EFV, RPV, or EVG (all p<0.0001). Patients taking
DTG were also more likely to have a history of insomnia than patients taking EFV, DRV, RPV,
or EVG (all p<0.0001). (Figure 2)

• When considering PD diagnoses, depression was the most common for all drugs. Patients
prescribed RAL-containing regimens experienced more prevalent depression (p=0.006) and anxiety
diagnoses (p=0.01) than patients taking DTG-containing regimens. Patients taking EVG-containing
regimens also experienced more prevalent anxiety diagnoses (p=0.006) than patients taking DTG.
(Figure 3)

• The incidence of new PD diagnoses (excluding those with a history of the condition) resulted
in fewer events for all conditions except suicidality which was rare even without considering
past history. There were no significant differences in incident PD diagnoses between
patients receiving DTG and patients receiving any of the other anchor drugs. (Figure 3)

• Patients receiving DTG were the least likely to  experience a discontinuation within 14 days
of a prevalent PD diagnosis (DTG: 0.8%; EFV: 3.0%, p<0.0001; RAL: 3.7%, p<0.0001;
DRV: 2.0%, p=0.0009; RPV: 1.5%, p=0.04; EVG: 1.2%, p=0.1), or an incident diagnosis of
PD (DTG: 0.3%; EFV: 2.2%, p<0.0001; RAL: 1.7%, p<0.0001; DRV: 1.0%, p=0.006; RPV: 1.0%,
p=0.006; EVG: 0.8%, p=0.04).
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• Symptoms of psychiatric disorders (PD) are substantially more frequent in people living with HIV
compared to the general population.1

• Higher rates of PD in HIV patients are partially attributable to treatment with antiretroviral (ARV) drugs,
which are associated with a variety of adverse effects on the central nervous system (CNS).2

• A recent study observed higher than expected rates of PD symptoms in a clinical setting of patients
receiving dolutegravir (DTG) as compared to what was seen in clinical trials.3,4

BACKGROUND

METHODS

OBJECTIVE:

Study Population 

The study population was selected from the OPERA cohort, which includes prospectively-captured, routine 
clinical data from patients at 79 outpatient clinics in 15 states in the United States. 

To evaluate psychiatric disorders in patients receiving dolutegravir
(DTG)-containing regimens and five other  widely prescribed anchor 
agent ARVs in clinical practice. 

KEY FINDING:
DTG use was not associated with an increased risk of psychiatric events or  
drug discontinuation due to psychiatric events, despite more patients with 
a history of psychiatric disorders being prescribed DTG treatment. 
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RESULTS

• Out of 70,106 HIV-positive patients in the OPERA database,
11,539 initiated their first regimen containing one of the ARVs
of interest in the study period.

• At baseline patients receiving DTG were less likely to be
treatment-naive compared to patients initiating each of the other
anchor drugs (p<0.0001). (Table 1)

1. Median (Interquartile range)
2. Bold text indicates a statistically significant difference (p<0.01) when compared to DTG

DTG 
N=2180

EFV 
N=1622

RAL 
N=917

DRV 
N=1759

RPV 
N=1758

Age, yrs1 43 (31, 52) 42 (30, 50) 48 (39, 55) 45 (34, 52) 33 (26, 45)

Male 1859 (85.3%) 1419 (87.6%) 749 (81.8%) 1395 (79.4%) 1415 (80.6%)

African American 805 (36.9%) 656 (40.4%) 273 (29.8%) 737 (41.9%) 870 (49.5%)

ART-naive 1247 (57.2%) 1519 (93.6%) 601 (65.5%) 1119 (63.6%) 1466 (83.4%)

Viral Load Log10 c/mL1 3.9 (1.3, 4.8) 4.0 (1.3, 4.9) 1.8 (1.3, 4.4) 4.1  (1.6, 5.0) 4.0 (2.5, 4.5)

CD4 cells/ µL1 452 (274, 650) 459 (294, 674) 481 (266, 680) 364 (152, 587) 504 (360, 677)

EVG 
N=3303

35 (27, 46)

2861 (86.7%) 

1301 (39.4%) 

2672 (80.9%)

4.5 (3.4,5.0)

414 (259, 590)

Table 1. Baseline demographic and clinical characteristics by anchor agent

Figure 4. Kaplan-Meier estimates of time to first psychiatric disorder with discontinuation 
with number of subjects at risk
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Figure 2. History of psychiatric diagnoses at baseline by anchor agent 
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Time to first psychiatric disorder with discontinuation

Figure 3. Prevalent and Incident psychiatric diagnoses during follow-up by anchor agent  
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Figure 1. Individual electronic medical record databases are anonymized and aggregated 
to create OPERA

	 DTG	 2180	 1928	 1059	 378	 48	 1
	 EFV	 1621	 1250	 750	 419	 181	 40
	 DRV	 1759	 1393	 x837	 504	 245	 40
	 RAL	 916	 699	 410	 243	 108	 20
	 RPV	 1758	 1523	 1018	 559	 234	 59
	 EVG	 3303	 2925	 1889	 1049	 456	 64

Database = OPERA Build 08/17/2016
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