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New Blooms and Old Thorns
Am J Psychiatry. 2013;170(1):1-5. 

Interrater Reliability of Diagnoses From the Initial DSM-5 Field Trials

*
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Vortioxetine is effective for the short-term treatment of major 

depressive disorder

UK/VOR/1502/0072 Date of preparation: February 2015

Full prescribing information is available at this meeting 

1. Alvarez et al. 2012; 

2. Baldwin et al. 2012; 

3. Henigsberg et al. 2012; 

4. Boulenger et al. 2014; 

5. Mahableshwarkar et al. 2015;  

6. Jacobsen et al. 2015;  

7. McIntyre et al. 2014; 

8. Vortioxetine EPAR. 2013;  

9. Jain et al. 2013; 

10. Mahableshwarkar et al. 2013;  

11. Mahableshwarkar et al. 2015; 

12. Katona et al. 2012

Ref Study VOR dose

1 HLu 11492A (non-US) 5 mg

10 mg

2 HLu 11984A (non-US) 5 mg

10 mg

3 TAK 305 (non-US) 5 mg

10 mg

4 HLu 13267A (non-US) 15 mg

20 mg

5 TAK 315 (US) 15 mg

20 mg

6 TAK 316 (US) 10 mg

20 mg

7 HLu 14122A (US & non-US) 10 mg

20 mg

8 TAK CCT-002 (non-US) 5 mg

10 mg

20 mg

9 TAK 303 (US) 5 mg

8,10 TAK 304 (US) 5 mg

11 TAK 317 (US) 10 mg

15 mg

8 Meta-analysis 5 mg

10 mg

15 mg

20 mg

8 Meta-analysis

(non-US)

5 mg

10 mg

15 mg

20 mg

12 HLu 12541A (non-US & US) 5 mg

Difference to placebo

← Better 

than placebo

Worse → 

than placebo
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Change from baseline in MADRS total score at Week 6/8 (FAS, MMRM)1-12

In the figure, the dotted line indicates 

the target of clinical relevance

Ref Study
VOR

dose

8 Meta-analysis
5 mg

10 mg

15 mg

20 mg

8 Meta-analysis

(non-US)
5 mg

10 mg

15 mg

20 mg

Difference to placebo

← Better 

than placebo

Worse → 

than placebo

Meta-analyses of the results 

of 11a short-term studies show:

● The superiority of vortioxetine

compared with placebo at doses 

of 5, 10 and 20 mg

● A dose response across the 

therapeutic range of 

5 to 20 mg/day vortioxetine

aHLu 12541A in elderly patients (≥65 yrs)12

not included 

-12 -10 -8 -6 -4 -2 0 2 4 6
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• Does the drug bind to the intended target?

• Does the drug produce the expected 
pharmacological effect?

Proof of Mechanism

• Does the drug have a pharmacological impact 
on the disease studied?

Proof of Principle



• Does the drug produce a clinically meaningful 
change on disease?

Proof of Concept

• Do we know which patients are more likely to 
respond? Can we pre-select patients who are 
most likely to respond?

Predictive Biomarkers

• Can we detect early signs of expected toxicity?

Safety Biomarkers
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BNC210.006 Study Design IoPPN

Research Design

1. Randomized, placebo-controlled, four way crossover design in 

which each subject received each drug dose on separate 

occasions, with each occasion separated by at least 5 daysto

allow for washout. The drug doses were placebo, lorazepam

1.5mg, BNC210 low dose (300mg), BNC210 high dose (2000mg).

Subjects

1. We recruited 24 subjects (21 female) who met diagnostic 

criteria for Generalized Anxiety.

13Confidential



Baseline characteristics

Age : 23,3±6,2 (18-49) years

BMI : 23,7±3,1 (18,7-28,6)

Spielberger Trait Anxiety : 54,6±7,6 (37-68)

HAM-A: 18,4±9 (3-37)

mild:12; mild-moderate:7; moderate-severe:6; severe :2

MADRS : 9,3±3,9 (2-16)

Five factors questionnaire (OCEAN)

Openness : 43,2 ± 7,7

Conscientiousness : 46,7 ± 10,3

Extraversion : -5,9 ± 12,3

Agreeableness :  41,7±6,8

Neuroticism :  52,3±7,0

14Confidential



Lorazepam showed a similar direction of effect but it failed to separate 

significantly from placebo (F = 2.072, p = .165). Note: n = 21 (females only).

15Confidential

Significant separation from placebo occurred in the case of both 

the low and high dose of BNC210
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8-week placebo-controlled study in patients aged ≥65 years 
Mean change from baseline in HAM-D24 score by visit (FAS, MMRM; endpoint LOCF)

**p<0.01, ***p<0.001 vs placebo; nominal p values for MMRM; duloxetine was 

included as active reference for study validation, not for comparison of effect sizes

UK/VOR/1502/0072 Date of preparation: February 2015

Full prescribing information is available at this meeting Katona et al. Int Clin Psychopharmacol 2012;27(4):215–223

Vortioxetine is effective in elderly patients with depression
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Vortioxetine mediated an improvement in cognitive performance 

in depression in three clinical trials

*p<0.05, ***p<0.001 vs placebo; path analysis mediated via MADRS 

total score; duloxetine was included as active reference in the 

CONNECT and Elderly studies for study validation, not for comparison 

of effect sizes; DSST scores were assessed as a predefined primary 

outcome of CONNECT, secondary outcome of FOCUS, and exploratory 

outcome of the Elderly study, with path analyses performed post hoc

UK/VOR/1502/0072 Date of preparation: February 2015

Full prescribing information is available at this meeting 

1. Mahableshwarkar et al. Neuropsychopharmacology 2015;40(8):2025–2037;

2. McIntyre et al. Int J Neuropsychopharmacol 2014;17(10):1557–1567; 

3. Katona et al. Int Clin Psychopharmacol 2012;27(4):215–223

DSST – Replication: Number of correct symbols, change from baseline at 

Week 8 (FAS, ANCOVA, LOCF, path analysis)
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Conclusions

• There is a great need for more efficacious and 
better tolerated treatments for neuropsychiatric 
disorders;

• The drug development process may be enhanced 
with use of biomarkers;

• Late Onset Depression is a particular risk factor 
for Dementia;

• The LOD group (enriched for biomarkers) 
provides an opportunity to study effects of new 
drugs.



Thank you for your Attention!
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