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How much information in our midst is useful? HHHHHHHHHHHHHHooooooooowwwwwwwwwwwwww mmmmmmmmmmmmmmuuuuuuuuuuuuuuccccccccccchhhhhhhhhhhhhh iiiiiiiiiiiiinnnnnnnnnnnnnfffffffffffffooooooooorrrrrrrrrrrrrmmmmmmmmmmmmmaaaaaaaaaaaaatttttttttttttiiiiiiiiiiiiiooooooooonnnnnnnnnnnnn iiiiiiiiiiiiinnnnnnnnnnnnnn ooooooooouuuuuuuuuuuuurrrrrrrrrrrrr mmmmmmmmmmmmmiiiiiiiiiiiiidddddddddddddssssssssssssttttttttttttt iiiiiiiiiiiiiissssssssssss uuuuuuuuuuuuuusssssssssssseeeeeeeeeeffffffffffffffuuuuuuuuuuuuuullllllllllllll?????????????
How much of it gets in the way? 
HHHHHHHHHHHHHHoooooooooowwwwwwwwwww mmmmmmmmmmmmmmuuuuuuuuuuuucccccccccccccchhhhhhhhhhhhh iiiiiiiiiiiiinnnnnnnnnnnnnfffffffffffffoooooooooorrrrrrrrrrrrrmmmmmmmmmmmmmaaaaaaaaaaaaatttttttttttttiiiiiiiiiiiiiioooooooooonnnnnnnnnnnnn iiiiiiiiiiiiinnnnnnnnnnnnnn oooooooooouuuuuuuuuuuurrrrrrrrrrrr mmmmmmmmmmmmmiiiiiiiiiiiiiddddddddddddssssssssssssttttttttttttt iiiiiiiiiiiiissssssssssss uuuuuuuuuuuuussssssssssssseeeeeeeeeeeeefffffffffffffuuuuuuuuuuuuullllllllllllll????????????? 
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change in score from 
baseline to 10 weeks 
on the Clinician-
Administered PTSD 
Scale (CAPS) item B2 
(scores range from 0 
to 8, with higher 
scores indicating 
more frequent and 
more distressing 
dreams) 

the change in 
Pittsburgh Sleep 
Quality Index 
(PSQI) score from 
baseline to 10 
weeks (scores 
range from 0 to 
21, with higher 
scores indicating 
worse sleep 
quality) 
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the Clinical Global 
Impression of 
Change (CGIC) score 
at 10 weeks (range, 1 
to 7, with lower 
scores indicating 
greater improvement 
and a score of  4 
indicating no change 
from baseline; the 
CGIC assessed the 
participant’s ability 
to function in daily 
activities and the 
participant’s sense of 
well-being)
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Current prescribing practices for major depressive disorder (MDD) produce 
limited treatment success. Although pharmacogenomics may improve outcomes 
by identifying genetically inappropriate medications, studies to date were 
limited in scope. 

The GUIDED trial was a 24-week, randomized, controlled trial that evaluated 
outcomes when a pharmacogenomic test was used to guide medication 
selection (guided-care) compared to TAU.
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Outpatients (N = 1167) diagnosed with MDD and with a patient- or clinician-reported inadequate 
response to at least one antidepressant were enrolled in the Genomics Used to Improve 
Depression Decisions (GUIDED) trial – a rater-and patient-blind randomized controlled trial. 

Patients were randomized to treatment as usual (TAU) or a pharmacogenomics-guided 
intervention arm in which clinicians had access to a pharmacogenomic test report to inform 
medication selections (guided-care). 

Medications were considered congruent (‘use as directed’ or ‘use with caution’ test categories) or 
incongruent (‘use with increased caution and with more frequent monitoring’ test category) with 
test results. Unblinding occurred after week 8. 

Primary outcome was symptom improvement [change in 17-item Hamilton Depression Rating 
Scale (HAM-D17)] at week 8; secondary outcomes were response (≥50% decrease in HAM-D17) 
and remission (HAM-D17 ≤ 7) at week 8. 

At week 8, symptom improvement for guided-care was not significantly different than 
TAU (27.2% versus 24.4%, p = 0.107); however, improvements in response (26.0% 
versus 19.9%, p = 0.013) and remission (15.3%versus 10.1%, p = 0.007) were statistically 
significant. 

Patients taking incongruent medications prior to baseline who switched to congruent 
medications by week 8 experienced greater symptom improvement (33.5% versus 
21.1%, p = 0.002), response (28.5% versus 16.7%, p = 0.036), and remission (21.5% versus 
8.5%,p = 0.007) compared to those remaining incongruent. 

Pharmacogenomic testing did not significantly improve mean symptoms but did 
significantly improve response and remission rates for difficult-to-treat depression 
patients over standard of care

Science to Practice 
Sy Atezaz Saeed, MD, MS, FACPsych

Sunday, September 22, 2019 



In summary, this randomized controlled trial found that weighted 
and combined multi-gene pharmacogenomic testing significantly 
increased clinical response and remission rates for patients with 
MDD in the guided-care arm versus TAU. Pharmacogenomic 
testing pre-dominantly helped those patients whose treatment 
resistance may have been related to genetically incongruent 
medications. Without testing, patients and clinicians are unaware 
of potential ongoing gene-drug interactions. These results from the 
GUIDED trial indicate that pharmacogenomic testing is effective in 
improving response and remission rates among those with prior 
treatment resistance, particularly for patients who are treated with 
medications that are incongruent with their genetic profile
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