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MMRM Analysis of Change from Baseline in MADRS Total Score -
Europe + US (mITT Population)

200 mgvs. Pbo
0 Adjusted’ P Value at Week 6: 0.054

400 mg vs. Pbo
Adjusted’ P Value at Week 6: 0.054
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269 253

Total Sample size 289 288 280

Unadjusted p <0.05
TNote: Adjusted P value indicates Truncated Hochberg Adjustment 2



MMRM Analysis of Change from Baseline in MADRS Total Score -
Europe + US + Japan (mITT Population)

MADRS Total Score
LS Mean (+ SE) Change from Baseline

Total Sample size

* Unadjusted p <0.05
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MMRM Analysis of Change from Baseline in MADRS Total Score -
US vs. Europe (mITT Population)
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MMRM Analysis of Change from Baseline in MADRS Total Score -

US vs. Japan (mITT Population)

0 200 mg vs. Pbo p at Week
6=0.383
400 mg vs. Pbo p at Week
6=0.590
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Subjects (humber enrolled)

Which approach yielded better-quality data?

many subjects per site, fewer sites

N=45
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7 months to enroll

USA Sites /

fewer subjects per site, more sites

N=49
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CFB in MADRS Total Score Across Time, by Medical Records
Presence - MMRM (ITT) — Europe + US + Japan

Med Records Present
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Unadj p-value at Week 6: 0.001

400 mg vs. Pbo
Unadj p-value at Week 6: 0.001

O

O—PBO_Yes (n=96)
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Unadj p <0.05
** Unadjp<0.01
*** Unadj p<0.001
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