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Study Background & Rationale

▹Depression is common among youth with HIV (YWH) and 

is associated with increased morbidity and mortality. 

▹Medication algorithms and cognitive behavioral therapy 

(CBT) are effective 

▹Combination treatment (COMB) is a collaborative, stepped 

care approach with use of standard measures to guide 

care

▹Efficacy of COMB for treatment of depression in YWH 

demonstrated in smaller trial
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Study Objectives

▹Primary Objectives - To evaluate whether:

• Is COMB-R is associated with improved depression 

outcomes at 24 weeks, compared to Enhanced 

Standard Care (ESC)

• COMB-R is associated with improved biological 

measures of health over 24 weeks (CD4 and HIV RNA) 

compared to ESC
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Study Objectives

▹Secondary Objectives - Examine:

• Maintenance of depression impact at 48 weeks

• Impact on viral suppression rates

• Safety data - psychological hospitalizations and suicide 

attempts
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Study Design

Study Population: Youth with HIV diagnosed with 

nonpsychotic depression (structured clinician rating)

Sample Size: 13 U.S. sites were randomized to  COMB-R 

or control, to enroll 156 participants 

Enhanced Standard of Care: Online training in depression 

treatment. All sites provided access to therapists and 

antidepressant medication.
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Sample Characteristics at Entry (n= 156)
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Age (mean, s.d.) 21.4 (2.8)

Male 47%

Race/ethnicity

Black, non-Hispanic 57%

Hispanic (any race) 33%

Route of HIV acquisition

Perinatal 53%

Behavioral 47%

QIDS-C severe (≥16) 46%

On antidepressants 22%

RNA, 0-40 copies 58%



Health and Wellness CBT Content
Tailored for relevance: stigma, trauma, medical care – 24 weeks
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Treatment Stage Frequency Month

Motivation to engage; psychoeducation Weekly 1

Reduce symptoms with core skills; identify 

strengths

Weekly 2

Wellness skills—relapse prevention Every other 

week

3, 4

Consolidate gains Monthly 5, 6



Medication Algorithm
• Framework, not “restrictive,” not a specific medication

• Strategy based on measured care/patient response
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Stage Treatment Medication Options

Stage 0 No medication N/A

Stage 1 SSRI Mono 

Therapy

Increase dose or augment partial 

responses (e.g. lithium, bupropion)

Stage 2 2nd SSRI Increase dose or augment partial resp.

Stage 3 Non-SSRI Increase dose or augment partial resp.

Stage 4 Combination 

Treatment 

Two antidepressants or antidepressant 

plus lithium 



Results:

Depression over 48 weeks
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QIDS-SR Response over 48 Weeks 
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Difference between ESC 

and COMB-R sites in 

response (>50% reduction 

in QIDS-SR): 

Week 12, p = 0.06

Week 24,  p < 0.001

[44 (CI =23.1, 65.5), p < 

0.001] 

Week 36, p = 0.02

Week 48 p = 0.05
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QIDS-SR Remission over 48 Weeks 14

Difference between ESC 

and COMB-R sites in 

remission (QIDS-SR ≤ 5):

Week 24, [31 (CI = 8.9, 

52.9), p = 0.01]

Week 36, p = 0.05
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Results:

Viral Load / CD4 Over 48 Weeks 
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Viral Suppression and CD4 <200

over 48 weeks (COMB-R vs. ESC)
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The site mean viral load, % viral suppression, CD4 level, and % CD4 < 200 were not 

significantly different between arms at any week
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Safety Results Over 48 Weeks 

▹The proportions of participants with a psychiatric 

hospitalization or suicide attempt were not significantly 

different between arms at any point (7% vs. 4% by week 

48). 

▹Note: non-parametric sensitivity analyses largely confirmed 

all findings being presented.
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Results:

Medication use over 48 weeks
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Antidepressant and SSRI use over 48 Weeks19
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Conclusions
▹Combination of medication algorithm and tailored CBT using 

measured care for 24 weeks resulted in:

• Improved depression at 24 weeks with effects to 36 & 48

• Greater use of SSRIs, but therapy visits not increased

• No impact on viral load  – contrary to hypotheses

o ESC received excellent, supportive care

o Depression is just one of many factors influencing 

adherence  

o Adherence skills mainly in early COMB-R sessions
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THANKS!
To IMPAACT, Staff, Participants

Any questions?
You can find me at

▹ Larry_Brown@brown.edu



QIDS-SR Over 48 Weeks 
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Difference between ESC and 

COMB-R sites in QIDS-SR:

Week 24, [-3.9, (CI =-6.8, -0.9), 

p = 0.01]

Week 36, p = 0.05 
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Study Background & Rationale

▹COMB-R was adapted for easy dissemination – training 

and supervision reduced, and all online, videotaped

▹A larger sample for greater power to detect differences:

▪ Viral suppression

▪ Demographic characteristics: gender, route of infection
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