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Online Resource 1
Treatment-emergent adverse events for Japanese subjects by dosing group

TAK-063 TAK-063 TAK-063 TAK-063 TAK-063 TAK-063 TAK-063

Adverse event, n (%) P(I:c:eg)o 3mg 10 mg 30 mg 100 mg 300mg 1000 mg Total
(n=5) (n=5) (n=5) (n=5) (n=5) (n=5) (n =30)
Somnolence 0 0 0 1(20.0) 4(80.0) 2(40.0) 3(60.0)  10(33.3)
O;?:ﬁ;?;‘: i 1(16.7) 0 0 1 (20.0) 0 1(20.0)  3(60.0) 5 (16.7)
Oﬁggiﬁ‘;on 1(16.7) 0 0 0 1(200) 1(200) 2(40.0)  4(13.3)
Vomiting 0 0 0 0 1(20.0) 0 1 (20.0) 2 (6.7)
Nausea 0 0 0 0 0 0 1(20.0) 1(3.3)
Dizziness 0 0 0 0 0 0 1(20.0) 1(3.3)
Headache 0 0 0 0 1 (20.0) 0 0 1(3.3)
Epistaxis 0 0 0 1 (20.0) 0 0 0 1(3.3)
Muscle tightness 0 0 0 1(20.0) 0 0 0 1(3.3)




Online Resource 2

Treatment-emergent adverse events for non-Japanese subjects by dosing group

Placebo TAK-063 TAK-063 TAK-063 TAK-063 TAK-063 TAK-063 TAK-063
Adverse event, n (%) (n=12) 3mg 10 mg 30 mg 100 mg 300 mg 1000 mg Total

(n=6) (n=6) (n=6) (n=6) (n=6) (n=6) (n = 36)

Somnolence 0 0 0 3(50.0) 3(50.0) 3 (50.0) 3 (50.0) 12 (33.3)

Orthostatic tachycardia 0 2 (33.3) 0 0 2 (33.3) 0 4 (66.7) 8 (22.2)
Orthostatic 2 (16.7) 0 0 0 0 0 3 (50.0) 3(8.3)

hypotension

Vomiting 0 0 0 0 0 1(16.7) 0 1(2.8)
Nausea 0 0 0 2 (33.3) 0 0 0 2 (5.6)
Dizziness 0 0 0 1 (16.7) 0 1(16.7) 0 2 (5.6)
Dysarthria 0 0 0 0 0 0 1(16.7) 1(2.8)
Headache 2 (16.7) 0 0 0 0 1(16.7) 0 1(2.8)
Anxiety 0 0 0 0 0 0 1(16.7) 1(2.8)
Hypotension 0 0 0 0 1(16.7) 0 0 1(2.8)
Blurred vision 0 0 0 0 0 0 1(16.7) 1(2.8)




Online Resource 3
PK parameters for Japanese subjects by dosing group

Arithmetic mean (% CV)

3mg (n =5) 10 mg (n =5) 30 mg (n =5) 100 mg (n =5) 300 mg (n =5) 1000 mg (n =5)
Parameter TAK- TAK- TAK- TAK- TAK- TAK-
(unit) 063 M-l 063 M-l 063 M-l 063 M-l 063 M-l 063 M-l
Plasma
Coa (/ML) 16.1 13.3 30.2 20.8 55.7 36.9 89.9 78.1 98.2 84.1 264.0 234.8
max (N9 (42) (45) (32) (39) (67) (55) (41) (33) (25) (17) (28) (45)
Tome (h)? 40(2.0, 40(20, 40(20, 4.0(3.0, 4.0(3.0, 40(40, 30(3.0, 3.0(20, 40(20, 4.0(2.0, 4.0(2.0, 3.0(3.0,
max 4.0 4.0) 16.0) 16.0) 6.0) 6.0) 4.1) 4.1) 8.0) 4.0 4.0 8.0)
AUC(0.in 250.3 206.4 659.2 488.7 1027.3 674.0 1459.1 13649  1636.0 14108 49314  4343.1
(ng-h/mL) (22) (26) (23) 27) (61) (65) (37)° 7)° (38)° (46)° (46) (47)
e () 15.9 16.5 18.2 20.1 17.8 15.4 20.7 20.5 20.3 19.5 11.7 11.9
12 (67) (80) (17) (37) (42) (43) (35)° (33)° (37" (52)° (26) (14)
CLF (Uh) 12.5 15.6 15.8 21.9 35.2 55.5 75.8 77.4 212.8 266.4 233.8 283.5
(24) (32) (22) (31) (35) (41) (35)° (27) (50)° (62) (39) (55)
VJFE U 269.5 335.1 412.2 679.2 889.4 1226.9 22885 22723  6409.8 68624  3953.4  4763.4
z (49) (57) (23) (69) (50) (47) (59)° (44) (60)° (59) (44) (46)
Urine
CL: (mUh) 0.0 3.0 0.0 7.8 4.0 22.0 7.9 17.4 5.9 16.6 6.8 18.9
' (NA) (224) (NA) (47) (85) (73) (67) (50) (71) (53) (57) (47)

Abbreviations: CL/F, oral clearance; CL,, renal clearance; CV, coefficient of variation; M-I, metabolite; NA, not applicable; V./F, volume of distribution
*Tmax IS presented at the median (minimum, maximum)
®n = 4, terminal phase of the PK profile could not be characterized in some subjects



Online Resource 4
PK parameters for non-Japanese subjects by dosing group

Arithmetic mean (% CV)

Parameter 3mg (n =6) 10 mg (n = 6) 30 mg (n =6) 100 mg (n = 6) 300 mg (n = 6) 1000 mg (n = 6)
(unit) TAK-063 M- TAK-063 M-I TAK-063 M-I TAK-063 M-I TAK-063 M-I TAK-063 M-I
Plasma
Coa (/ML) 8.2 8.8 23.8 23.8 39.5 34.8 72.7 76.9 102.1 99.7 230.7 229.3
max (NG (21) (39) (35) (28) (47) (41) (57) (75) (13) (21) (41) (49)
T () 50(2.0, 35(15  5.0(2.0, 5.0 50(3.0, 35(3.0, 35(15 40(15 35(1.9, 35(29, 4.0(3.0, 5.0(3.0,
max 24.0) 24.0) 8.0) (3.0, 6.0) 16.0) 6.0) 6.0) 6.0) 4.0) 8.0) 12.0) 12.0)
AUC 0.inf 240.4 257.6 507.9 526.0 983.9 903.9 1364.9 1584.6 2165.7 2371.2 6502.0 7913.4
(ng-h/mL) (42) (59)° (30) (20) (20) (38) (44)° (66)° (39)° (59)° (95) (118)
Tue () 24.2 24.0 21.3 22.4 22.6 24.1 27.8 25.9 20.0 18.9 17.0 18.2
v (34) (29)° (17) (10) (18) (17) (36)° (31)° (15)° (18)° (44) (34)
CLIF (L) 15.2 15.5 21.2 19.7 31.4 36.4 84.0 83.0 159.0 159.7 230.6 228.9
(58) (58) (29) (21) (18) (29) (39)° (49) 47)° (52) (47) (53)
VAIE () 521.6 494.0 627.3 628.1 1009.2 1246.8 32132 2896.6 47315 4514.6 6380.3 6196.3
z (57) (44) (19) (13) (19) (31) (38)° (41) (54)° (57) (87) (78)
Urine
CL, (mL/h) 0.0(NA) 0.0(NA) 0.0(NA) 25(160) 1.1(179) 8.8(100) 4.2(84) 16.1(47) 6.2(63) 14.8(53) 6.8(61) 15.4(51)

CV, coefficient of variation; M-I, metabolite; NA, not applicable
*Tmax IS presented at the median (minimum, maximum)
n = 4, terminal phase of the PK profile could not be characterized in some subjects
°n = 5, terminal phase of the PK profile could not be characterized in some subjects



Online Resource 5
TAK-063 and M-I concentration time profiles across all subjects by dosing group, stratified by race
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Under Fasting Conditions
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TAK-063 Non-Japanese Subjects
Under Fasting Conditions
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Online Resource 6

Statistical analysis of standardized domain scores from neurocognitive tests under the fasting condition

Cognitive Composite Executive Processing Psychomotor Reaction Reasonin Sustained Verbal Visual Working
flexibility memory functioning speed speed time g attention memory memory memory
Difference® Difference® Difference® Difference® Difference® Difference® Difference® Difference® Difference® Difference® Difference®
2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h 2h 6h
3mg 1.3 2.9 -7.9 -1.4 0.4 2.9 2.2 25 -1.5 -1.8 4.1 15 5.7 6.9 4.6 15.0 0.9 -48  -10.3 45 5.3 9.9
10 mg -3.1 -10.0 -5.2 -1.9 -2.7  -10.0 0.7 0.2 -8.5 -9.6 -2.3 -5.6 10.8 2.2 0.7 3.6 -4.0 2.9 -3.3 -4.4 1.1 2.3
30 mg 0.2 -1.9 2.8 7.5 0.5 -1.2 4.3 2.2 -1.7 -3.7 3.1 -2.8 6.4 -0.6 10.3 25 12.4 3.8 -5.2 8.3 6.5 -2.2
;Ogo -20.2 5.6 241  -135 -178 -2.2 -6.1 -4.7 -15.2 -114  -156 -34 4.6 2.0 -7.0 -0.1 -240 -120 -154 -83 -3.8 -6.2
;Ogo -309 -284 269 -196 -29.0 -264 -17.6 -1.5 -18.0 -11.1 -103 41 0.5 -2.0 -9.0 -8.1 -26.7 -17.3 -17.2 -140 -31 -1.4
1000
mg -19.6 -156  -16.6 -86 -16.6 -14.1 -17.9  -19.7  -18.7 -22.7 7.1 -165  -05 -0.1 -5.0 0.7 -10.0 -58 -145 -6.0 -2.5 -2.7
P
value
gz/rerall 0.013 0.010 <0.001 0.051 0.032 0.015 <0.001 0.001 <0.001 <0.001 0.007 0.079 0450 0.797 0.311 0.189 <0.001 0.314 0.049 0.038 0.527 0.135
dose
effect’

ANCOVA; analysis of covariance

*TAK-063 least square means — placebo least square means on change from baseline; decreased score is indicative of impairment

®P values based on the comparison between each TAK-063 dose level and placebo within the frame of the ANCOVA model



