Reviewer: Kathleen Young, Ph.D.

ELECTROCARDIOGRAMS SUMMARY

NDA No. 22-304

WEEX
MALES
groue 1 GROUP 2 GROUP 3 GROUP 4
0 MG/RG 10 Maskg 35 MGIKRG 120, 80 MG/XG
HEART RATE (bprm)
Bufore MEAN 1138 98 1138 122
dosing ST.DEV. 20 .1 37 28
] [ ] L §
1h after MBAN 105 103 518 i1z
dosing ST.DRV. 22 13 26 : 33
N [ 4 4 6
P AMRLITUDE (mV)
aafoxe HEAN 0.23 Q.13 0.21 0.27
doaing ST.DEV. 0.05 .93 0.11 0.06
N 13 L q .S
1k after HBAN 0.28 0.2¢ 0.29 .28
dosing 8T.DRV. Q.08 0.q8 0.12 8. 0B
N [ E] 4 5
| 4 DURATION lma)
Brfore MEAN 40 40 40 10
dosing 8T.DEY. a M) ¢ 9
N & 4 4 &
ih after MEAN 40 4 40 10
dosing 87.DEV. Q o ] 0
N -] 4 4 1
P- u ;mxnvu. {ma?
Before MEXN a2 84 1) 45
dosing £T.0RY, 7 24 1s 14
’ b 6 4 4 6
1h after MBAN az 8y | a8 3%
desing ST.DRV. 8 13 15 22
N 6 4 4 5
QRS INTERVAL (ma)
Hefore MEAN 40 40 4¢ 4¢
QApsing ST.DRV ] 0 4] [
. 13 4 4 13
1h after MEARN 40 49 40 40
doring S7.DEV. 1] 3 <] o
N 6 4 4 6
Q-T INTERVAL (ms}
Betore MEAN 130 191 198 1y
doaing 47.PRV Ed 10 5 5
X 6 4 4 3
1% afrer MEAN 198 195 199 215 ¢
dosing ST.DBY. 12 0 % 31
] , & 4 4 H
sf*4: Dunpeti-test hasrd con pooled variance sig. ar 3% or 1k lavel.
= 23 Ueiest oaignificant 2t %9 or IV level: hefois o sfter Srsang,
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Reviewer: Kathleen Young, Ph.D. NDA No. 22-304

ELEC‘TI%OCARDIOGRAMS SUMMARY

WEEK
FEMALES
GROUP 1 GROLP 2 SROUP 3 GROU? 4
0 NG/KG 10 MGSRE 35 MG/AS 120, B4 MG/KS

HRART RATE {bpm)
Before MEAN 138 130 105 117
dosing S$T.DRV. 43 18 25 . 25

N 6 1 4 &
1h after NEAN 123 123 108 108
dosing ST.DEV, is 13 30 13

b 3 [ 1 4 5
P RMPLITUDE (mW]}
Batoras HEAN ©.29 0.25 0.2 0.22
dosing ST.DEV. ©.09 0.06 0.06 3.07

N 6 3 4 &
1h aftexr HRAN 0.29 0.2} 0.2 5.25
dosing ST.DRV. 0.11 0.03 0.05 Gt

N 13 4 4 1
P DURATION (ma)
Betore MEAN 43 10 40 42
9nning BT.DEV. 5 0 0 4

N 1 L] 4 &
ih after MBAN 42 40 40 43
dosing ST.DEV. 4 0 ] 3

N 3 [ 4 §
P-Q INTERVAL (ms)
Before MEAN 86 13 88 94
dosing ST.DEV. ] 13 10 12

N & 4 4 8
1h after MEAN as 86 89 104
dosing ST.DRV. 9 5 11 13

N 13 [] 4 &
CRS INTERVAL {ms)
Before MEAN 40 40 40 40 -
dosing aT.0RV. ] o ] o

N 6 q 4 [
1h after MEAN 40 40 40 L3
dosing ST.DRYV. 4] 0 ¢ b

N [ 4 4 &
Q»T INTERVAL {(ms}
Beifore MEAN 187 184 203 132
dosing ST.DBRV. 16 5 5 is

] & L} q 6
lh after MEAN 184 155 210 237 e -
douing ST.DBV. 18 10 p¥:] 15

N § L] 4 5

*/*v: Dunnett-test baged on pooled variance sig. at 5% or 1% level.

Cinme P, PR S IS

R - T gignilizant av &Y oor 1t level; befszs ws. after dssing.
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Reviewer: Kathleen Young, Ph.D. NDA No. 22-304

ELECTROCARDIOGRAMS SUMMARY

WEEK 13
MALES
GROUP 1 GROUP 2 GROUP 3 GROUE 4
8 MG/XG 10 MG/RS 15 MG/XQ 120, 84 MG/K

HEART !tATS {bpm}
Before MEAN 95 28 110, 133
das tag §T.DEV, 14 17 26 16

X & L] - 4 %
1h atter NERN 95 120 105 11¢
dosing © S7.DBV. 10 14 24 a8

N 6 L] 4 4
P AMPLITUDE {mV)
Defore MEAN 0.18 D.1% ¢.23 6.31
dosing 5T.08V. 0.05 0.08 .10 0.03

N 6 4 4 4
1L after MEAN 0.13 .19 G.25 $.25
dosing &1.DR, 0.¢5 0.08 .18 0.67

L 3 4 4 4
P DUBRATION (ma)
Bafore MEAN 40 0 43 43
dozing 5T.DRY. [} o] 3 s

¥ ] q 4 4
ik after NRAN 40 40 43 45
dosing 87 ,DEV, ] o -5 5

¥ é 4 4 4
P-Q INTERVAL (ma)
Sefore MEAN 87 84 90 78
dosing ST.DRY. 1% 13 15 5

N 6 q 4 4
ih afrer MEAN -1 83 33 33
dosing $T.DEV. 9 12 s 13

N [ 4 4 4
QRS INTERVAL (ms)
Befora KEAN 4C 40 40 48
dosing 8T.DEV. 4 1] o ¢

N 6 4 4 4
1h atter MBAN 4Q 40 40 40
doaing ST.DREV. [ 0 4] -4

N € 4 4 4
Q-7 INTERVAL (mnm) _
Bufore MEAN 202 208 293 195 »
docsing gY.0BV. 11 15 13 1¢

N B q 4 4
1h atter KEAN 205 205 213 210 =
dosing ST.DEV. 10 0 15 12

] € ] 4 4

+i=+. Dunnett-test kased on pooled vaxiancu sig. at 5% or 1% level,

temzes ziIn 2r S oz

zignificant at fe or it lewvel; hefire vwu. efti:r alzeing.
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Reviewer: Kathleen Young, Ph.D. NDA No. 22-304

ELECTROCARDIOGRAMS SUMMARY

WEEK 13
FEMALES .
GROUP 1 GROUR 2 SROUP 3 GROUP 1
& MA/KG 10 NG/KG 35 NG/KG 126, B0 NG/XG

HEART RATZ (bpm)
Bafore MEAN 130 135 1as 108
dosing ST.DBV. 38 26 a9 F1

N € 4 4 6
1k after MBAN 123 133 923 205
doging 5T.DRV. 27 12 21 - 19

N [ 4 4 6
P AMPLITUDE (mV)
Bafore MEAN 0.27 0,29 a.25 8.22
dosing 8T .DEV. - 0,08 0.13 a,02 0.04

N 6 4 4 6
ih after MBAN a.28 2.28 0.23 0.23
dosing ST.DEV. 0.87 0.09 0.0 0.04

N . [ 4 - 4 ]
? DURATION {(mm)
Bufore MEAN 43 40 43 43
dosing ST.DRV. . 5 .0 5 5

N 8 4 4 6
1k after MEBAN 43 30 43 43
dasing ST.DEV. s ¢ 5 5

N § 4 L} 6
P-Q EINTBRVAL [ma)-
Before | MEAN B8 9¢ 94 . °5
Qosing ST.DEV. 9 ] 11 12

12 6 4 4 &
1L afzer MEAN 88 95 98 94
dosing ST.DEV. 9 5 13 13

K 6 4 4 6
QRS INTERVAL (ms)
Before | MBAM 40 40 o 40
dosing ST.DEV. 0 o a ]

)3 6 4 4 6
1h aftex EEAN 10 40 40 40
dosing §T.DEV. ] q [ 0

N 6 4 4 5
Q-T INTBRVAL {mws)
Before NEAR 183 186 135 200
dosing $T.DEV. 15 8 [ is

N [ 4 1 [
1h after NEAN i88 193 220 v 2312
dos ing S7.08V. 13 26 14 18

N 6 4 4 6

F**: Dunnett-test based on pooled 'ranance sia. at 5% or 1% level,
oroteteIn siynniizant at % oor 18 level: befirs vs. aluer ansing.
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Reviewer: Kathleen Young, Ph.D. NDA No. 22-304

ELECTROCARDIOGRAMS {Q-T CORRECTED) SUMMARY

MALES
GROUP 1 GROVP 2 GROUS 3 GROUF ¢
0 MG/ED 10 MG/EG 35 NG/XG 120, BD MG/XG
Van de Water'as correction
Pratest HEAN 227 223 230 2323
ST.DEV, 15 ? 8 8
Y 3 4 4 6
Pridericia’a corvection
Pratest HEAN 231 222 233 228
$T.DEV. 17 8 11 ]
N 1 4 4 5

ELECTROCARDIOGRAMS (Q-T CORRECTED) SUMMARY

PRETEST
FEMALES
GROUP 1 croue 2 GROUP 3 Grou? 4
0 MG/XG 10 NG/ES 35 MG/XG 120. BO MG/KG
van de Water's correction
Pretesc MEAN 225 28 230 227
ST.DRY. - 9 1 3
n 6 3 4 [
Fridericia‘s correction
Pretes: MEAN 231 235 232 i3
ST.DEV, 20 14 5 7
® 6 4 3 6-

APPEARS THis W
AY
ON ORIGINAL
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