Phenylephrine vs. Placebe

Appendix 2

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 6: Huntington Study No. 1

Patient Is Random

Time = 90 minutes

Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure

Test

Shapiro-Wilk
Kolmogorov-Smirnov
Cramer-von Mises
Anderson-Darling

Variable: Resid

Tests for Normality

--Statistic--- = .----

w 0.917217 Pr
D 0.207145 Pr
W-8q 0.104525 Pr
A-8q 0.600917 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.158491
99% 8.158491
95% 8.158491
90% 7.517861
75% Q3 3.073701
50% Median -0.623808
25% Q1 -3.288644
10% -5,038193
5% -7.354777
1% . -7.354777
0% Min -7.354777
i

vV V.V A

s

p valuge------
W 0.1521
D 0.0661
W-Sq 0.0914
A-8q 0.0986
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...Phenylephrine vs. Placebe
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 90 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- -----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs

-7.35478 6013 6 0.502947 6026 9
-5,03819 6041 13 5.644454 6005

-4,04250 6008 4 6.676119 6034 11
-3.77456 6046 18 7.517861 6023

-2.80273 6017 7 8.158491 6003 2

# Boxplot Normal Probability Plot
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: -Phenylephrine vs. Placebo : - o ‘
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 90 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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i . Phenylephrine.vs. Placebo: S
B R ' o Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK ., ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 6001 6003 6005 6008 6010 6013

6017 6023 6026 6031 6034 6040
6041 6044 6046 6048

Dimensions
Covariance Parameters 2
- - ~ Columns in X 4
s - -columns in Z 16
. .Subjects |
S o Max Obs Per Subject 82 e
N i e e T e O ITAETORS Used 82

e =...Observations Not Used - - - - Q-
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) . : e Phenylephrine vs. -Placebo
R R T : S . Change From Baseline NAR (Nasal Airflow Resistance)
o Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 210.81632355
1 2 210.62388192 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 6.1480
Residual 46,2407

S . ‘ o Fit statistics

o T -2 Bes log Likelihood . - .. 210.6
| e TR AIC (smaller is better) ___214.6 N
- T “(smaller is better) 215.1

BIC.-(smaller is better) -~ 216.2
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s Phenylephrine.vsy. Placebo R - )
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis. of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23.9 25.92 <.0001

TREAT 1 14.4 1.26 0.2807

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -2.4639 1.8102 28.5 -1.36 0.1841 0.05 -6.1690 1.2413
TREAT Placebo -5.1607 1.8102 28.5 -2.85 0.0080 0.05 -8.8658 -1.4555

Differences of Least Squares Means

Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper

TREAT Drug Placebo 2.6968 2.4062 14.4 1.12 0.2807 0.05 -2.4505 7.8442

e - o
i RS e —
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T Phenylephrine. vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine s, Placebo . R : Co
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.

Resid
20 +
A
10 T B ' A
A
¢ A
A
A A
01 B 5
Cc
8 A
¢ A
A
104 A A
A
.20 +
brug ‘ » ' » Placebo




Appendix 2 14:50 Thursday, December 14, 2006 509
e Phenylephrine vs. Placebo - o
Change From Baseline NAR (Nasal Airflow Resistance)
# Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1

Time = 120 minutes

Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 5.97974008 variance 35,7572914
Skewness 0.24802358 Kurtosis -0.9663493
Uncorrected SS 536.,359371 Corrected SS 536.359371
Coeff Variation . Std Error Mean 1.49493502

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 5.97974
Median -0,36458 Variance 35.75729
Mode . Range 19.80540
Interquartile Range 9.77710

Tests for Location: Mu0O=0

Test -Statistic-  ----- p Value------
. ‘Student's t  t 0  Pro>|t] 1.0000
- 8ign M. 0 Pr »>= |M} - 170000

B Signed Rank 8 0o Pr>= |8 1.0000 . . SUUEIESEES

g TR R TR
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Phenylephrine vs. Placebo S R
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = «---- p Value------
Shapiro-Wilk 0.960439 Pr < W 0.6698
Kolmogorov-Smirnov 0.156576 Pr > D >0.1500

0.041255 Pr

q W-8q >0.2500
q 0.258057 Pr

A-Sq >0.2500

vV V.V A

W

D
Cramer-von Mises W-8
Anderson-Darling A-S

Quantiles (Definition 5)

Quantile Estimate

100% Max 10.584214

99% 10.584214

95% 10.584214

90% 9.217809

75% Q3 5.016085

50% Median -0.364577

25% Q1 -4.761015

10% -7.740810

5% -9,221188

. 1%, -9.221188:
: 0% Min -9.221188

e
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ppendix 2

w=-z.oPhenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patil

ent Is Random

Study 6: Huntington Study No. 1

Time

= 120 minutes

14:50 Thursday, December 14, 2006 511

Checking Residuals for Study 6 at The Minutes Specified

Value

.22119
.74081
. 40954
.18573
.33630

The UNIVARIATE Procedure

PATIENT

6044
6003
6031
6010
6040

Boxplot

vari

Extre

Obs

14

10

12

able: Resid
me Observations
----------- Highest----------
Value PATIENT Obs
4.66551 6023 8
5.36666 6013 6
5.53038 6005 3
9.21781 6026 9
10.58421 6046 15
Normal Probability Plot
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Phenylephrine-vs. Placebo it R .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjustihg for Bdseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 120 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 6.66276555 Variance 44.3924448
Skewness 0.11760003 Kurtosis 0.43555437
Uncorrected SS 665,886672 Corrected S8 665.886672
Coeff Vvariation . Std Error Mean 1.66569139

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 6.66277
Median -0.27755 Variance 44.39244
Mode i Range 26.14933
Interquartile Range 6.34244

Tests for Location: Mu0=0

Test -Statistic-  ----- p Value------
Student’s t  t 0 Pr5[t]  1.0000
Sign.. ... M «to-Ppo>a-|Mf- 0.8036

Signed Rank s -3 Pr >= |S| 0.8999 : S




Appendix 2
Phenylephrine- vs.::Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 6: Huntington Study No. 1

Patient Is Random

Time = 120 minutes

Checking Residuals for Study 6 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic--- = -----

W 0.971214  Pr
D 0.144147  Pr
W-Sq 0.054617  Pr
A-Sq 0.296295  Pr

Quantiles (Defipition 5)

Quantile Estimate
100% Max 13.162778
99% 13.162778
95% 13.162778
90% 10.375045
75% Q3 3.575240
50% Median -0.277553
25% Q1 -2.767202
10% -9.656962
5% -12.986553
1% -12.986553

0% Min -12.986553

vV V. V A

D
W-Sq
A-Sqg

0.8579
>0.1500
>0.2500
>0.2500
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Appendix 2
Lo Phenylephrine:-vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random

Study 6: Huntington Study No. 1
Time = 120 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--------n-- -e---------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-12,98655 6013 6 2.02132 6023 8
-8.65696 6046 15 5.12916 6005 3
-5.50808 6008 4 6.16733 6034 11
-3.10183 6041 13 10.37505 6003 2
-2.43287 6017 7 13.16278 6026 9
Stem Leaf # Boxplot Normal Probability Plot
103 2 0 12.5+ FHo b
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. Phenylephrine vs. Placebo ’ )
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No, 1
Time = 120 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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e . - . s PRhenylephrine vs.. Placebo
..... B . Change From Baseline NAR (Nasal Airflow Resistance)
: Perfarming Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
pr Patient Is Random
Study 6: Huntington Study No, 1

Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 6001 6003 6005 6008 6010 6013

6017 6023 6026 6031 6034 6040
6041 6044 6046 6048

Dimensions
* Covariance Parameters 2
Ccolumns in X A
cotunns in z 16
Suhjects.. . . - 1
Max Obs Per Subject 82 )
o “®BServations Used 32

ol T U L T S ..-Qbgervatians Not Used - e el 'o, R e e !

PO S D
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» . - Phenylephrine vs. Placebo . : o
(- - B o Change From Baseline NAR (Nasal Airflow Resistance)
& . Performing Analysis of Covariance by Study-and Time Point, Adjusting for Baseline NAR
e Patient Is Random
‘ Study 6: Huntington Study No. 1
Time = 180 minutes

The Mixed Procedure
Dimensions

~

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 227.45591200
1 2 223.,53892501 0.00034985
2 1 223.50641177 0.00000836
3 1 223.50568878 0.00000001

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 55.5680
Residual 42,9995

Fit Statisties. -

r—— ) T “B"Res Log Likelihood T 22308
- EET et e e o oo e R . i ATG-4MB11Er 18 betteRy - 227,58 ) S L
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T, Phenylephrine:vs. Placebo : : e s
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes

The Mixed Procedure
Fit Statistics
AICC (smaller is better) 228.0

BIC (smaller is better) 229.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 28.9 21.08 <.0001
TREAT 1 11.6 0.13 0.7265

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Vvalue Pr > |t] Alpha Lower Upper
TREAT Drug -4.0921 2.4829 9.7 -1.65 0.1152 0.05 -9.2761 1.0919
TREAT Placebo -4.9243 2.4829 19.7 -1.98 0.0614 0.05 -10.1083 0.2597
Differences of Least Squares Means
S oo Standard '
Effect  TREAT _  TREAT . . FEstimate . . Error DE..— t-Value Pr > |t} - Alpha Lower - Upper

TRLEAY

V(¢ SIS 3 ¥ 1o T BBIE " 2.3222  11.6 0.36 0.7265  0.05 -4.2450  5.9094
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Appendix 2 14:50 Thursday, December 14,

- Phenylephrine .vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc,
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L o . . Rhenylephrine vs. Placebo- B o " ’
. T ‘ ' Change From Baseline NAR (Nasal Airflow Resistance)
& Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
B Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Change From B

N

Mean

Std Deviation
Skewness
Uncorrected S8
Coeff Variation

Appendix 2
Phenylephrine vs. Placebo-
aseline NAR (Nasal Airflow Resistance)
" Performing Analysis of Covariance by Study and Time Point, Adjusting for Bas&line NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
16 Sum Weights
4] Sum Observations
4,26450282 Variance
1.,20381432 Kurtosis
272.789764 Corrected 8S

Std Error Mean

Basic Statistical Measures

16

o]
18.1859843
3.85740438
272.789764
1.0661257
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Location Variability
Mean 0.00000 Std Deviation 4,26450
Median -0,13974 variance 18.18598
Mode Range 19.68093
Interquartile Range 3.67198
Tests for Location: Mu0=0

Test -Statistic- = ----- p value------

‘student's tt Pr> |t|  1.0000

- Sign .. M Re->z-- (M- 1.0000
Signed Rank S Pr >ka§L 0.8209




Study 6: Huntington Study No. 1

Appendix 2

Phenylephrine v§. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Time = 180 minutes

Checking Residuals for Study 6 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

\
.1
i
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we-+-- TREAT=DruUg --c----veemccmmrececmccretmr s tr s eeacocermnrseommn oo

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.90224
0.16217

w
D

W-Sq  0.082201
A-Sq 0.570406

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 12,025263
99% 12.025263
95% 12.025263
90% 3.359176
75% Q3 1.304659
50% Median -0.139745
25% Q1 -2,367317
10% -4.,308605
5% -7.655671
1% -7:658671

0% Min -7.655671

w
D
W-Sq
A-Sq

0.0873
>0.1500
0.1867
0.1206
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e - S . Phenylephrine vs. Placebo - i e i
= S Change From Baseline NAR (Nasal Airflow Resistance)
" Performing Analysis of Covariance.by Study and Time Point, Adjusting for Baseline NAR
e Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----u-n-n “ewesce--.-Highest---v------
value  PATIENT Obs Value  PATIENT Obs
-7.65567 6005 3 0.94658 6008 4
-4.,30861 6031 10 1.66274 6023 8
-3.19686 6044 14 3.25715 6013 6
-2.60215 6003 2 3.35918 6017 7
-2.13249 6026 9 12.02526 6046 15
Stem Leaf # Boxplot Normal Probability Plot
12 1 0 12.5+ * ++
0 | +Htt bbbttt
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Multiply Stem.Leaf by 10**+1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo : ) )
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 5.90887209 Variance 34.9147694
Skewness 1.63385684 Kurtosis 3.69660228
Uncorrected SS 523.721541 Corrected SS 5§23.721541
Coeff variation . Std Error Mean 1.47721802

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 5.90887
Median -0.91132 Variance 34.91477
Mode . Range 24.06756
Interquartile Range 5.92828

Tests for Location: Mu0=0

Test -Statistic- = ----- p Value------
Student's t  t 0 Pr>[t]  1.0000
Sign M 0 PP >=- {M}--4,0000
Signed Rank  § -18  Pr.>= |S| 0.5282 S
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= e R T s . i ....-Phenylephrine vs, Placebo: S . L
Change From Baseline NAR (Nasal Airflow Resistance)
b Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR
e Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wwilk W -0.869468 Pr < W 0.0267
Kolmogorov-Smirnov D 0.175071 Pr > D >0.1500
Cramer-von Mises W-Sq 0.089801 Pr > W-Sq 0.1438
Anderson-Darling A-Sq 0.631666 Pr > A-Sq 0.0852

Quantiles (Definition 5)

Quantile Estimate
100% Max 16.977488
99% 16.977488
95% 16.977488
90% 6.542311
75% Q3 1.815476
50% Median -0.911322
25% Q1 -4.112808
10% -5.905171
: 5% -7.090071
T ; L , S B A% -7.090071

0% Min -7.090071
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Phenylephrine Vs. Placebo o

Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes

Checking Residuals for Study & at The Minutes Specified

Value

-7.09007
-5.90517
-4.88746
-4.86395
-3.36167

H b ON

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

Lowest------c--e  eeeicaeooon- Highest----------
PATIENT Obs Value  PATIENT Obs
6046 15 1.55342 6031 10
6017 7 2.07753 6023 8
6041 13 4.85226 6003 2
6013 6 6.54231 6005 3
6001 1 16.97749 6026 9
Boxplot Normal Probability Plot
0 17.5+ *
| bbbt
] [ bttt
o4+ | FREpRAA LR K
L. * I * RpRpRpRR
| -7.5¢+ * bRttt
e LR T e e L LT R R
-2 -1 0 +1 +2
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Phenylephriné vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

TREAT " "Drug  Placebo
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T : e S R R Phenylephitine  vs. Placebo = : ’ A : e -
‘ Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

i
i

|

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 6001 6003 6005 6008 6010 6013

6017 6023 6026 6031 6034 6040
6041 6044 6046 6048

Dimensions
; Covariance Parameters 2
R Columns «ip=X -« 4
Columns in Z 16
et s T e R L - i R, . - U Subjects'" - g
Max Obs Per Subjeot . < S S —
Observations 32

i e e e [ U S S S VPV AOSU S S O ObSérvaﬁUﬁé N.o.:t USed - ,6-. B
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W= - o - e g Phenylephrine vs. Placebo” E -
- Change From Baseline NAR (Nasal Airflow Resistance)
- Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 263.40842741
1 2 257.30477798 0.00402066
2 1 256.79617459 0.00098283
3 1 256.68180002 0.00006576
4 1 256.67481505 0.00000033
5 1 256.67478170 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
o PATIENT 305,30,

Residual 92.3123




Effect

TREAT
TREAT
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o -Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

The Mixed Procedure

Fit Statistics

-2 Res Log Likelihood 256.7
AIC (smaller is better) 260.7
AICC (smaller is better) 261.1
BIC (smaller is better) 262.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 21.9 22.70 <.000t
TREAT 1 10.1 0.23 0.6385

Least Squares Means

Standard
TREAT Estimate Error DF t Value Pr > Jt| Alpha Lower Upper
Drug -1.2909 4.9863 14.3 -0.26 0.7994 0.05 -11.9652 9.,3835
Placebo 0.3577 4,9863 14.8 0.07 0.9438 0.05 -10.3166 11,0820
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- - e L LR R Phenylephiine vs. Placebo o ' - ‘ ’
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

The Mixed Procedure
Differences of Least Squares Means

Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper

TREAT Drug Placebo -1.6486 3.4044 10.1 -0.48 0.6385 0.05 -9.2190 5.9219
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- --Phenylephrine vs, Placebo i e T
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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A
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. Phenylephrine:vsi Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

Plot of Resid*TREAT. Legend: A =1 obs, B = 2 obs, etc.

Placebo

A
20
10 A
A B
c
C B
0 D A
D
B
A C
B A
-10
A
20 ]
L s
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e e L e i P . e i Phenylephrine vs. Placebo - i : o
o Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 5.62868606 Variance 31.6821068
Skewness -0.669054 Kurtosis 0.14727325
Uncorrected SS 475,231601 Corrected SS 475.231601
Coeff Variation . Std Error Mean 1.40717152

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 5.62869
Median  0.920813 Variance 31.68211
Mode . Range 21.39598
Interquartile Range 6.68829

Tests for Location: Mu0O=0

Test -Statistic- = ----- p value------
“Student's t t 0 - Pr>|t]  1.0000
S -Bign Mo et PposEcM] 0,8056

Signed Rank S 8. Pr>= |8 0.7820

(— . . . . . . RS AR
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e e s B Phenylephrine vs. Placebo N
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.945345 Pr < W 0.4197
Kolmogorov-Smirnov D 0.213259 Pr>0D 0.0495
Cramer-von Mises W-8q 0.088035 Pr > W-8q 0.1513
Anderson-Darling A-Sq 0.461415 Pr > A-Sq 0.2312

Quantiles (Definition 5)

Quantile Estimate
100% Max 9.245103
99% 9,245103
95% 9.245103
90% 6.351841
75% Q3 3.713109
50% Median 0.920813
25% Q1 -2.975186
10% -7.880017
5% -12.150873
19%.. . one . -12.150873

0% Min -12.150873
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<o Phenylephrine vg.-Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

14:50 Thursday, December 14, 2006 536

----------- Lowest--«-------- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-12.15087 6026 9 3.60511 6023 8
-7.88002 6040 12 3.82110 6001 1
-7.18143 6008 4 4,02970 6034 11
-5.43126 6031 10 6.35184 6003 2
-0.51911 6048 16 9.24510 6046 15
Stem Leaf # Boxplot Normal Probability Plot
0 69 2 | 7.5+ Fhb bk bk
0 0123444 7 +oot-ot | bkl ol b L
-0 110 3 Foaenn + -2.5+ FhrpRERL
-0 875 3 | | FhER R
12 1 I S12.5+H bt
B e, Jupa ) Feamotocaotacoetocnatecutorantoaneteactanaatanat

Multiply Stem.Leaf by 10**+1

-2 -1 0 +1 +2
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: Phenylephring vs.-Placebo R R o
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 8.25737909 Variance 68.1843095
Skewness 2,52342001 Kurtosis 7.79482171
Uncorrected S8S 1022.76464 Corrected SS 1022.76464
Coeff variation . Std Error Mean 2.06434477

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 8.25738
Median -2.23181 Variance 68.18431
Mode . Range 34.50710
Interquartile Range 7.29210

Tests for Location: Mu0=0

Test -Statistic- . ----- p value------
‘sfudent's t  t 0 Pr>|t|  1.0000
S : o - Bigne M <goPpoye M| 0,2101°
Signed Rank ] -19 Pr >= |S| . 0.3484 e e
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o - ; L e i : ieriinata : Phenylephrine.vs. Placebo . S : i : . :
o Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Tests for Normality

Test - -Statistic--- = ----- p Value------
Shapiro-Wilk W 0.731895 Pr < W 0.0004
Kolmogorov-Smirnov D 0.213456 Pr > D 0.0491
Cramer-von Mises W-8q 0.209348 Pr > W-8q <0.0080
Anderson-Darling A-8g 1.336813 Pr > A-8q <0.0050

Quantiles (Definition 5)

Quantile Estimate
100% Max 26.93312
99% 26.93312
95% 26.93312
90% 5.81063
75% Q3 2.17296
50% Median -2,23181
25% Q1 -5.11914
10% -6.94094
5% -7.57398

‘ SR o 1% ... . -7.57398
T et T S 0% Min " -7.57398




Appendix 2

14:50 Thursday, December 14, 2006 539
Phenylephrine vs. Placebo o h

Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of

Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes

Checking Residuals for Study 6 at The Minutes Specified

Value

-7.57398
-6.94094
-5.71612
-5,34985
-4.88844

Stem Leaf #
27 1
2
1
1
0 66
0 22
-0 333221
-0 87655
R LTS TTT P
Multiply Stem.Leaf by 10**+1

aoonN

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

Lowest---v--vv-e eiiieioaen Highest---------- .
PATIENT Obs value PATIENT Obs
6044 14 1.91657 6017 7
6001 1 2,42935 6031 10
6046 15 5.79209 6008 4
6041 13 5.81063 6040 12
6005 3 26.93312 6026 9
Boxplot Normal Probability Plot
* 27.5+ *
| +
| +Hbtt
| +HEttt
| | b r*
IR | bbbt ®
L * ' hpkghk kk Kk
AR + -7.5¢+ * KppRph g
R R LR Rt TEER P R e R SLEEs 4
“2 -1 0 5 +2
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Phenylephrine vs. Placebo : R o
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
30 +
I *
I
I
20 +
|
I
[
10 + |
I |
I I I
[ L + tew--- +
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I Foenne + *wwew *
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L TR R Tt - Phenylephrine:vs. -Placebo : T -
- Change From Baseline NAR (Nasal Airflow Resistance)

o Rerforming Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Cie - . Patient Is Random
Study 7: Huntington Study No. 2
Time = 16 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
o T G Eaps o - Covariance Parameters 2
~ e Columns -in- X SRR 4
B Columns in 2 ‘ B 25 N
Subjects 1

T e e e et e e e st RS B | 104 Obs Per SUbTeCt'A 50 . e e e
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e i . Phenylephrine vs. Placebo e i : o o e
: Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 16 minutes

The Mixed Procedure
Dimensions
Observations Used 50
Observations Not Used o]
Total Observations 50
Iteration History
Iteration Evaluations -2 Res Log Like Criterion
0 1 288.35530103
1 2 283.65185107 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 8.3798
Residual 11,1995

-2 Res Log Likelihood 283.7 -
T e i e o e o g e e+ 2 2 e it ATG (SMELYET—iS DELTEr) ogTy I
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_Phenylephrine vs. Placebo:: : R P o
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes

The Mixed Procedure
Fit Statistics
AICC (smaller is better) 287.9

BIC (smaller is better) 290.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 33 5.03 0.0318
TREAT 1 24 1.08 0.3089

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug 1.4311 0.8864 39.2 1.61 0.1144 0.05 -0.3615 3.2238
TREAT Placebo 0.4416 0.8864 39.2 0.50 0.6211 0.05 -1.3511 2.2343

Differences of Least Squares Means

Standard

. . ... . Effect _ TREAT  ...JREAT. ... Estimate Error—  DF  t velue- Pr > |t| Alpha o rLowsrT o Upper -
AAAAAAA 1.04  0.3089 0.05  -0.9752 2.9543

Placebo 0.9895 1 0.9519
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Rhenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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A
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-10 4
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e Phenylephrine vs:. Placebo e ’ )

Change From Baseline NAR (Nasal Airflow Resistance)
v Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
. Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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A
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B
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aseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

St

Patient Is Random
udy 7: Huntington Study No. 2
Time = 15 minutes

Checking Residuals for Study 7 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected SS
Coeff Variation

The UNIVARIATE Procedure
Variable: Resid

Moments

25 Sum Weights
0 Sum Observations

2.99438104 Variance
-0.1989473 Kurtosis
215.191627 Corrected SS

S$td Error Mean

Basic Statistical Measures

25

0
8.9663178
0.55239573
215.191627
0.59887621

Location Variability
Mean 0.000000 Std Deviation 2.99438
Median 0.770800 Variance 8.96632
Mode Range 13.26997
Interquartile Range 2.62508
Tests for Location: Mu0=0
Test -Statistic-  ----- p vValue------
- Student's t t Pr> |t]  1.0000
- . Sign M Pr >= M|  0.:6900- -
Signed Rank S Pr->= |S| 0.6854 S .
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e i i : T . Phenylephrine: vs. Placebo : S o
o Change From Baseline NAR (Nasal Airflow Resistance)
- . Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
e Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p Value------
Shapiro-Wilk w 0.964202 Pr < W 0.5043
Kolmogorov-Smirnov D 0.121571 Pr>D >0.1500
Cramer-von Mises W-8q 0.078117 Pr > W-8q 0.2166
Anderson-Darling A-8q 0.4478 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.02298
99% 7.02298
95% 3.66905
90% 3.32432
75% Q3 1.51164
50% Median 0.77080
25% Q1 -1.11343
10% -4.16013
5% -5.62837
T ‘ , 1% -6.24698

R - : ‘ HE 0% Min -6.24698
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. Phenylephrine vs. Placebo - - : R B
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
: Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----er-n-- “--eus----Highest-v--v-----
Value  PATIENT Obs Value  PATIENT Obs
-6.24698 7030 16 1.98103 7003 3
-5.62837 7041 21 2.39753 7031 17
-4,16013 7028 15 3.32432 7018 10
-3.85920 7017 9 3.66905 7021 12
-3.00305 7008 5 7.02298 7002 2
Stem Leaf # Boxplot Normal Probability Plot
6 0 i 0 7+ *idbbt
4 | +Htttit
2 0437 4 | | PRI
0 288923457 ] +o-t--t | HRKK KRR Kh KK
-0 18761 5 teoonon + | hokkok kg
-2 900 3 | | FRpRky
-4 62 2 0 | LA
-6 2 1 0 IS ZUTE
B LTS TR T Sy L LT T LT T e e N T T 2
o ' -2 -1 0 +1 +2
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:Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
) Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
p ' Patient Is Random
Study 7: Huntington Study No. 2
Time = 156 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 2.54573261 Variance 6.48075452
Skewness 1.07883637 Kurtosis 2.40315459
Uncorrected SS 155.538108 Corrected SS 155.538108
Coeff Variation . Std Error Mean 0.50914652

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.54573
Median  0.266438 Variance 6.48075
Mode . Range 11.40220
Interquartile Range 2.67192

Tests for Location: Mu0O=0

Test -Statistic- = +---- p.value------

0 Pr>|t|] 1.0000
.5 - Pre>=fitf - 1.0000
§ __Pr>= 15| 0.7048

Student's t t
e Sigh- i o
Signed Rank . § -1

=
S O
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-Phenylephriné v§, -Placebo : ‘ o
) Change From Baseline NAR (Nasal Airflow Resistance)
T Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
o ’ Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk W 0.920324 Pr < W 0.0521
Kolmogorov-Smirnov D 0.128164 Pr>D >0.1500
Cramer-von Mises W-Sg 0.074841 Pr > W-Sq  0.2362
Anderson-Darling A-Sq 0.547256 Pr > A-Sq  0.1467

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.646783
99% 7.646783
95% 4.695495
90% 2.281482
75% Q3 1.102768
50% Median 0.266438
25% Q1 -1.569158
10% -3.521224
5% -3,739643
T 1% -8,766421

0% Min -3, 755421




Stem Leaf
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Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 7: Huntington Study No. 2
Time = 15 minutes

Checking Residuals for Study 7 at The Minutes Specified

Value

75542
73964
52122
09781
01013

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

Lowest----cc--ev  ereciacans Highest----------
PATIENT Obs Value  PATIENT Obs
7048 24 1.48202 7030 16
7014 7 1.91089 7033 18
7027 14 2.28148 7025 13
7003 3 4.69549 7017 9
7042 22 7.64678 7028 15
Boxplot Normal Probability Plot
0 7+ *
| | *ttdttttt
| | ettt h ot
to-t--t | Ak kkhkKdpkk *
Foewnmne + | kpkokkokokok
I -3+ * KK pkph g
N LT EE TN IR Y TR RS EETET T T 3
-2 -1 0 +1 +2
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2 Phenylephrine vs:; :Placebo e : e ' )
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2

Time = 15 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

|
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: Phanylephrine vs. Placebo e e e
Change From Baseline NAR (Nasal Airflow Resistance)
Performing -Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 'y
. S —— S —— Columns—in-X i e o o
' Columns in Z _ BB
N Subjects 1

K SIS S AU PRSEE P e i - . o ¢ e e s . Ma_xob.s, Pe.r .subj ect B ‘om = 50 Ll D
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"~ Phenylephrine vs, Placebo: -

Change From Baseline NAR (Nasal Airflow
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Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 7: Huntington Study No.
Time = 30 minutes

The Mixed Procedure
Dimensions
Observations Used
Observations Not Used
Total Observations
Iteration History
Iteration Evaluations -2 Res Log Like
0 1 312.51302937
1 1 312.51302937
Convergence criteria met.
Covariance Parameter
Estimates
Cov Parm Estimate
PATIENT 0

Residual 32.4638

e Fit 8tatistics

2

50

50

criterion

0.00000000

-2 Res Log Likelihood

AIC(smalleris better) = 3145

312.5
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<Phenylephrine vs. Placebs - - : P
Change From Baseline NAR (Nasal Airflow Resistance)
- . Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Y : Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes

The Mixed Procedure
Fit Statistics

AICC (smaller is better) 314.6
BIC (smaller is better) 315.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 47 0.25  0.6197
TREAT 1 47 0.05  0.8256

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > jt| Alpha Lower Upper
TREAT Drug -0,4085 1.1409 47 -0.36 0.7219 0.05 -2.7037 1.8868
TREAT Placebo -0.05058 1.1409 47 -0.04 0.9648 0.05 -2.3458 2.2446

Differences of Least Squares Means

: " R Standard
. Effect. TREAT....... .. TREAT Estimate .- Erpop DF t-Vatue - Pp > |t Alpha- L OWer Uppér=-

TREET ™ " Drug BTadebo  -0.3579 1.6154 47 -0.22  0.8256 0.05 -3.6077 2.8920
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- Phenylephrine vs. Platebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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: Phenylephrine-vs. Placebo : § comme -
Change From Baseline NAR (Nasal Airflow Resistance)
- Performing Analysis of Covariance by Study and Tiiteé Point, Adjusting for Baseline NAR
e Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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- Phenylephrine vei Placebo- T s
Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 6.75564357 Variance 45,63872
Skewness -0.8986323 Kurtosis 2.74361896
Uncorrected SS 1095.32928 Corrected SS 1095.32928
Coeff Variation . Std Error Mean 1.35112871

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 6.75564
Median -1.11555 Variance 45.63872
Mode . Range 32.99318
Interquartile Range 7.21429

Tests for Location: MuO=0

Test -Statistic-  ----- p Value------
Student's t  t "o pr> t|  1.0000
i e o J— s&_g,n M

@5 Pro== IM' 150000 e i et
__Signed Rank . $ 9.5 Pr >= |S| - 0.8041 .
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. Phenylephrine vs. Placebo - e : e
Change From Baseline NAR (Nasal Airflow Resistance)

o Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

o Patient Is Random
Study 7: Huntington Study No. 2
. Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --8tatistic---  ----- p value------
Shapiro-Wilk W 0.930818 Pr < W 0.0908
Kolmogorov-Smirnov D 0.144022 Pr > D >0,1500
Cramer-von Mises W-8q 0.0621 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.470578 Pr > A-Sq  0.2320

Quantiles (Definition 5)

Quantile Estimate
100% Max 12,07087
99% 12.07087
95% 9.44821
90% 8.44472
75% Q3 4.23301
50% Median -1.11555
25% Q1 -2.,98128
10% -7.28484
5% -7.75112
1% »20.92230 L v

0% Min -20.92230




Appendix 2 14:50 Thursday, December 14, 2006 560
AN T i e Phenylepfiriné vs. Placebo ) S e
Change From Baseline NAR (Nasal Airflow Resistance)
- - Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
- Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----ccn-n-- -----------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-20.92230 7030 16 5.03500 7034 19
-7.75112 7001 1 8.27500 7018 10
-7.28484 7016 8 8.44472 7021 12
-4.26278 7017 9 9.44821 7002 2
-4.21966 7041 21 12.07087 7042 22
Stem Leaf # Boxplot Normal Probability Plot
12 1 | 12.5+ bbbt
0 55889 5 | | Ll A A 14
0 012344 6 toote ot | FRRE AR Kk
-0 4433332211 10 LERRER * | *oRp Rk ko
-0 87 2 | | *pkopdbtd
-1 | +Hbtttd
-1 |+++
-2 1 1 0 -22,5+ *
B R Eh TS Sup R Rt R e ey

Multiply sﬁémuLeaf by 10**+1. . - . .2 o] 0 Ao 49
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LE : . R S e R ‘ Phenylephrine-vs. Placebo : ‘ ' N
- Change From Baseline NAR (Nasal Airflow Resistance) ,
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 4.23510712 Variance 17.9361323
Skewness -0.3555798 Kurtosis -0.2622172
Uncorrected SS 430.467175 Corrected S$ 430.467175
Coeff variation . Std Error Mean 0.84702142

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 4.23511
Median  0.047019 variance 17.93613
Mode . Range 16.99103
Interquartile Range 6.19866

Tests for Location: Mu0=0

Test -Statistic- ----- p value------

CStudent's t t 0 Pr>|t] 1.0000
’ O — S S [ — " . R ——Sign» M s -] Br > IMI “1:0000"
. Signed Rank S... 9.5 Pr.>= |S| _ Q.8041
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T B AR S G R Phenylephrine vs. Placebo B T
- Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk 0.973718 Pr < W 0.7397
Kolmogorov-Smirnov 0.123645 Pr > D >0.1500

q 0.03455 Pr > W-8q >0.2500

w
D
Cramer-von Mises W-
A-8q 0.255051 Pr > A-8q >0.2500

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.9000170
99% 7.9000170
95% 5.0133799
90% 4.8612708
75% Q3 3.5142220
50% Median 0.0470192
25% Q1 -2.6844419
10% -5,1120121
5% -8.1879162
1% ~9,0910165

0% Min -9.0910165
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i Rhenylephrine vs. Placebo : = i R e
Change From Baseline NAR (Nasal Airflow Resistance)
L Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

T Patient ‘Is Random

Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----cnv--- ----------Highest-<--------
Value  PATIENT Obs Value  PATIENT Obs
-9.09102 7041 21 3.67352 7021 12
-8.18792 7014 7 4.55659 7020 11
-5.11201 7048 24 4.86127 7018 10
-4.41667 7002 2 5.01338 7036 20
-3,42055 7016 8 7.90002 7001 1
Stem Leaf # Boxplot Normal Probability Plot
69 1 | 7+ ++44 ¥
4 690 3 | | Leh Al 2d
2 01577 5 LEREE R + | it A
0 0328 4 LR S ! ****.'.
-0 7186 4 | | -1+ Fhkx
-2 4177 4 Fowunn + | *okpkk
-4 14 2 | | Frpxg
-6 | | +++4
-8 12 ] 2 | Bk T
o B il L. ST e A R e A R R e et el SRS, SRR SRR

-2 -1 0 +1 +2
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- : RS o : Phenylephrine vs. Placebo R ) e
) Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
o Patient Is Random
Study 7: Huntington Study No. 2
Time = 30 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
20 +
|
I
[ |
10 + |
I I I
| ARREE + [
I ! | too-e- +
0 + ook gk
l L + o +
| I I
I I |
-10 + |
|
|
I
-20 + 0
|
I
[
-30 +
............ deccerncnnmentece e n s
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. .-Phenylephrine vs. Placebo-
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 2
. Columns..in. X - -4
o Columns in Z ) 25

Subjects
e Max--Obs -Per-Subject S

-
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....... . - L y o L g -.Phenylephrine vs. Placebo- o ) i
o ) o Change From Baseline NAR (Nasal Airflow Resistance)
L Perfarming Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR
= . Patient Is Random
! study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used 0
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 326.51099745
1 2 322.24111823 0.00001434
2 1 322.23939393 0.00000001
3 1 322,23939234 0.00000000

Convergence criteria met,

Covariance Parameter

Estimates
Cov Parm Estimate
o . . PATIENT 19.5718,
e LT ‘ K e B o Residual 25.1613
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. Phenylephrine vs..:Placebo - B -
Change From Baseline NAR (Nasal Airflow Resistance)
. . Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
= Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Fit Statistics

-2 Res Log Likelihood 322.2
AIC (smaller is better) 326.2
AICC (smaller 1is better) 326.5
BIC (smaller is better) 328.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 31 0.29 0.5921
TREAT 1 21.5 2.14 0.1580

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug 0.2370 1.3398 37.4 0.18 0.8605 0.05 -2.4769 2.9509

TREAT Placebo -1.8503 1.3398 37.4 -1,38 0.1785 0.05 -4.5642 0.8636
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Phenylephrine: ve.-Placebo = e ‘ G
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis-of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure
Differences of Least Squares Means

Standard
Effect TREAT TREAT Estimate Error DF t value Pr > [t] Alpha Lower Upper

TREAT Drug Placebo 2,0873 1.4270 21.5 1.46 0.1580 0.05 -0.8762 5.0509
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Appendix 2
; Phenylephrine: vs.-Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Analysis- of Covariance by Study and Time Point,; Adjusting for Baseline NAR

Performing
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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A
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0+ A A A A
A A A A A
A
B A A
A A A A A
-5+ A
A A
A A
-10 + A
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: Phenylephirine: v .- Placebo : s '
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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= Phenylephrine vsi Placebo : -

Change From Baseline NAR (Nasal Airflow Resistance)
Performing-Analysis of Covariance by Study-and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 4.7452696 Variance 22.5175836
Skewness 0.23378118 Kurtosis 0.67296377
Uncorrected SS 540.422006 Corrected SS 540.422006
Coeff variation . Std Error Mean 0.94905392

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 4.74527
Median  0.,150669 Variance 22.51758
Mode . Range 21.12225
Interquartile Range 4.90230

Tests for Location: Mu0=0
Test -Statistic- . ----- p vValue------
Stident's t  t Pr> [t|  1.0000

0
- SLGR M oo PEome ) 006800
Signed Rank S _ -2.5

Pr.>= |S|  0,9480 R
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TR i i S R e Phenylephrine vs. Placebo o ; T R
g Change From Baseline NAR (Nasal Airflow Resistance)
I ‘ Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
. Patient Is Random
Study 7: Huntington Study No. 2

Time = 45 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.977946 Pr < W 0.8416
Kolmogorov-Smirnov 0.120365 Pr >D >0.1500

W-Sq >0.2500
A-Sq >0.2500

V V.V A

w
D
Cramer-von Mises W-8q 0.055198 Pr
Anderson-Darling A-8q 0.305203 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 11.257814
99% 11,257814
95% 8.745773
90% 5.540039
75% Q3 2.249698
50% Median 0.150669
25% Q1 -2.652607
10% -6.202922
5% -7.370850
1% ¢ v9,864440

0% Min -9.864440

e e e IR SR
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b T T R e R s i Phenylephirinie ‘vs. Placebo s BT :
. . Change From Baseline NAR (Nasal Airflow Resistance)
e R ' ' T Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------~ -----------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-9.86444 7030 16 3.57516 7044 23
-7.37085 7020 11 4.52933 7002 2
-6.20292 7016 8 5.54004 7003 3
-5.54451 7001 1 8.74577 7021 12
-3.98617 7050 25 11.25781 7042 22
Stem Leaf # Boxplot . Normal Probability Plot

10 3 1 0 11+ * bbbt

87 1 | | * bttt

6 | | -

4 55 2 | | prpx

2 246 3 L T + | SRRk
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R : s & Phenylephring vs. Placebo e B
,f Change From Baseline NAR (Nasal Airflow Resistance)
P Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 7: Huntington Study No. 2

Time = 45 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations o]
Std Deviation 3.45816482 Variance 11.9589039
Skewness -0.2298595 Kurtosis -1.04515286
Uncorrected SS 287.013694 Corrected SS 287.013694
Coeff Variation . §td Error Mean 0.69163296

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 3.45816
Median 0.791104 Variance 11.95890
Mode . Range 12.39982
Interquartile Range 5.96693

Tests for Location: Mu0=0

Test -Statistic-  ----- p value------

Pr> |t] 1.0000
Pro>= M} 1. 0000~
Pr.>= |S|.__.0,9806 [

Student's t t
e e e Sign
5 Signed Rank 8 :

=
0 Q
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Phenylephrine vs. Placebo ) S i
Change From Baseline NAR (Nasal Airflow Resistance)
" Performing Analysis of Covariance by Study add Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --8tatistic--- = ----- p Value------
Shapiro-Wilk W 0.957461 Pr < W 0.3662
Kolmogorov-Smirnov D 0.115441 Pr>D >0.1500
Cramer-von Mises W-S8q 0.071404 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.423737 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 5.631161
99% 5.631161
95% 5,035357
90% 3,724878
75% Q3 2.750870
50% Median 0.791104
25% Q1 -3.216056
10% -4,267873
5% -5,225881
1% s e e 768668

0% Min -6.768658
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..... e o e L wrizt 6 Phenylephriné ‘vé, Placebo ? B
e Change From Baseline NAR. (Nasal Airflow Resistance)
L . . . Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
e Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- +e--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-6.76866 7042 22 3.43389 7050 25
-5.22588 7003 3 3.49031 7016 8
-4,26787 7048 24 3.72488 7020 11
-3.95941 7027 14 5.03536 7028 18
-3.64921 7014 7 5.63116 7001 1
Stem Leaf # Boxplot Normal Probability Plot
4 06 2 | 5+ EE T S ]
2 4483457 7 LEREE + | EERICEE TS
0 8228 4 LEEE PR | kg
-0 3285 4 | | <14 FrkER
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Phenylephrine ‘vé:-Placebo : : : e
Change. From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 45 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

|
15 +
|
|
| 0
10 +
| I
| !
| I |
5 + | |
| | |
| Foannn + evone +
| I ! AR *
0+ L |+ |
I ! I I [
| Hevonn + I I
| | toenan- +
-5 + | |
| I I
| |
[ I
-10 + |
............ Foewmeooreovatrocconannan




Appendix 2 14:50 Thursday, December 14, 2006 578
Phenylephrine vs.: Placebo e e e
[ Change From Baseline NAR (Nasal Airflow Resistance)
) ) ' o " "Performing Analysis™of Covariance by Study aﬁd’TiMé Point, Adjusting for Baseliné NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
g . g Dimensions
o Covariance Parameters 2
o - - w crmmm o reTumhs  ind X ] e L
Columns in 2 e — - 25 - o
L Subjects 1

X Obs Per Subjédf’“ "'””’” 50
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e Phenylephrine vs.:-Placebo c ’
y Change From Baseline NAR (Nasal Airflow Resistance)
- Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
- ‘ Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used 0
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 337.83179768
1 1 337.83179768 G.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 55,6355

e s - : e Fit Statistics— - o

-2 Res Log Likelihood 337.8
“ATC(smaller is better)” 339.8 7
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- ‘Phenylephrine "vs. Placebo S e i
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR
‘ Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure
Fit Statistics
AICC (smaller is better) 339.9

BIC (smaller is better) 341.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 47 0.29 0.5918
TREAT 1 47 0.47 0.4986

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -1.9552 1.4936 47 -1,31 0.1969 0.05 -4.9599 1.0495
TREAT Placebo -3.3973 1.4936 47 -2.27 0.0275 0.05 -6.4020 -0.3926

Differences of Least Squares Means

" standard ’
womeecoe EFf@Et oo TREAT -+ o TREAT ‘Estimate Error DF- v Value Pr-> |t] - Alphar - Lower “upper

TREAT Drug Placebo 1.4421  2.1148 47 0.68 0.4986 0.05 -2.8123 5.6966
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Phenylephrine vs. Placebo - et :
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' : Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo g e R
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Randomm
Study 7: Huntington Study No. 2
Time = 60 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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w e SR A T : 3 Phenylephrine vs. Placebo "
Change From Baseline NAR (Nasal Airflow Resistance)
"Perforiing Analysis of Covariance by Study and Timeé Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No, 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified
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The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 8.09144925 Variance 65.4718651
Skewness -0.2801025 Kurtosis 3.16826421
Uncorrected SS 1571.31722 Corrected S8 1571.31722

Coeff Variation

§td Error Mean

Basic Statistical Measures

1.61828985

Location Variability
Mean 0.00000 Std Deviation 8.09145
Median -0.54815 Variance 65.47155
Mode Range 44,03172
Interquartile Range 6.24184
Tests for Location: Mu0=0
o Test -Statistic- . -eas- p Value------
Student's t  t Pr > |t]  1.0000
T sign M Pros# M 0.6900  oomemmomem e e
_Signed Rank S Pr.>= |S| 0.9896




Appendix 2
‘Phenylephrine vs, Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR

Patient Is Random

Study 7: Huntington Study No., 2

Time = 60 minutes

Checking Residuals for Study 7 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic--- = -----

W 0.9236 Pr
D 0.142766 Pr
W-8q 0.122347 Pr
A-8q 0.762845 Pr

Quantiles (Definition 5)

0% Min -22.755492

vV V. V A

Quantile Estimate
100% Max 21.276229
99% 21.276229
95% 8.907845
90% 8.427241
75% Q3 3.079441
50% Median -0.548155
25% Q1 -3.162399
10% -7.020874
, 5% -13.636292
1% -22:765492 -

W-Sq
A-Sq

0.0619
>0.1500
0.0527
0.0425
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o ’ : T ‘ s oo Phenylephrine vs. Placebo T T
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 7: Huntington Study No. 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----c----- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-22.75549 7016 8 6.47515 7003 3
-13.63629 7020 11 6.61345 7002 2
-7.02087 7036 20 8.42724 7044 23
-5,13680 7001 1 8.90785 7021 12
-4.40674 7041 21 21.27623 7042 22
Stem Leaf # Boxplot Normal Probability Plot
2 1 1 0 22.5+ o+
1 | ittt
1 | ettt
0 56789 5 | 7.5+ KRR
0 02233 5 Footkont | ek kKRR k
-0 4332211110 10 LI * | kk kkkkdokkk
-0 75 2 | 7.5+ *rbbdt
-1 4 1 0 | HHE* bt
-1 B
A s : -2 3 N, 4 o . ) ,,,_,22.5*+ . * ; :
- i Y N S R SRS

T e TTUUMultiply StemTCeaf by fOrrY¥to B -4 -1 R +1 *2




Appendix 2 14:50 Thursday, December 14, 2006 586
SRS = E : e e R v R E “Phenylephrine vs. “Placebo: = : i :
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of ‘Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random '

Study 7: Huntington Study No. 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum -Observations 0
Std Deviation 6.59403483 Variance 43.4812953
Skewness -1.2185272 Kurtosis 2.7393285
Uncorrected SS 1043.55109 Corrected SS 1043.55109
Coeff Variation . Std Error Mean 1.31880697

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 6.59403
Median 1,698368 Variance 43.48130
Mode . Range 31.07785
Interquartile Range 7.09501

Tests for Location: MuO=0

~ Test -Statistic-  .---- R value------
Student's t t 0 Pr > |t] 1.0000

; S . e e e rie g s . S b e st e e 1 sign.__, e e g M’ . 3. 5 Py 1MI 02298
_Signed Rank S 17.5 Pr >= 18] 0,6472
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Phényléphrine vs, Placébo— -
Change From Baseline NAR (Nasal Airflow Resistance)

Perforiting Analysis of Covariance by Study and Timeé Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified
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The UNIVARIATE Procedure
Variable: Resid

Test

Shapiro-Wilk
Kolmogorov-Smirnov
Cramer-von Mises
Anderson-Darling

Tests for Normality

--Stat

q

W
D
W-8
A-8q

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1

10%

5%

4%

0% Min

istic---

0.912775
0.158982
0.117012
0.681075

Pr
Pr
Pr
Pr

(Definition 5)

Estimate

10.47772
10.47772
9.41397
6.99487
3.40020
1.69837
-3.69480
-7.35765
-8.1997Q
-20.60013
-20.60013

vV V. V A

0.0352
0.0991
0.0651
0.0699
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LTI ; . D R : 2 Pheriyle‘p‘h‘r‘ine vs. Placebo- T p AL o . :
Change From Baseline NAR (Nasal Airflow Resistance)

‘Performing Analysis of Covariance By Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 7: Huntington Study No. 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- “evew--.---Highest----------
value PATIENT Obs Value PATIENT Obs
-20.60013 7002 2 4,09800 7044 23
-8,19970 7030 16 5.95358 7021 12
-7.35765 7048 24 6.99487 7001 1
-7.26411 7025 13 9.41397 7016 8
-6.85251 7041 21 10.47772 7028 i85
Stem Leaf # Boxplot Normal Probability Plot
10 1 | 12,5+ R+
0 679 3 | | Rk
0 012222233344 12 teoot--4 | bbb bbb L
-0 4421 4 E. + | HphRhppd
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Phenylephrine vs. Placebo : i EE Fpats 2
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
. Study 7: Huntington Study No. 2
Time = 60 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephirine vs., Placebo - : e : v L
Change From Baseline NAR (Nasal Airflow Resistance)
[ S ) ) Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
patient Is Random
Study 7: Huntington Study No. 2
Time = 90 minutes

i

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Vvariance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
o Dimensions
Covariance Parameters 2
Wirvgrmne s Columns ‘i X . b atERat
_— S — — Columns in 2 25
Subjects 1

Max ‘OB Per Subject R -1 A
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Phenylephrine vs, Placebo R T R R s
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient s Random
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used 0
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 332.44541382
1 2 331.94474617 0.00000001
2 1 331.94474449 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 7.5000

Residual 42,2822
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Appendix 2
Bl T e - S S e Phenylephiring ve.: Placebo
) Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Fit Statistics

-2 Res Log Likelihood 331.9
AIC (smaller is better) 335.9
AICC (smaller is better) 336.2
BIC (smaller is better) 338.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 27.7 0.01 0.9175
TREAT 1 23.1 0.01 0.9225
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -1.9136 1.413t 45.6 -1.35 0.1824 0.05 -4,7587 0.9316
TREAT Placebo -1.7320 1.4131 45.6 -1.,23 0.2266 0.05 -4.8772 1.1131




Effect

TREAT
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. Phenylephrineé vs, -Placebo S
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study dnd Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Differences of Least Squares Means

Standard
TREAT TREAT Estimate Error DF t Value Pr > |t} Alpha Lower
Drug Placebo -0.1815 1.8452 23.1 -0.10 0.9225 0.05 -3.9974

Upper

3.6343
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e Phenylephrine-vs. Placebo .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 7: Huntington Study No. 2
Time. = 90 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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W e R e : : : Phenylephrine vs. Placebo : :
Change From Baseline NAR (Nasal Airflow Resistance)
‘Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Random
Study 7: Huntington Study No. 2
Time = 90 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.

Resid
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Appendix 2

~- i Phegnylephrine

vs . Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is
Study 7: Huntingt
Time = 90

Random
on Study No. 2
minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE

Variable:
Momen
N 25
Mean 0
Std Deviation 5,83894633
Skewness -0.4815617
Uncorrected SS 818.239063

Coeff variation

Basic Statistic

Procedure
Resid

ts

Sum Weights

Sum Observations
Variance
Kurtosis
Corrected SS

Std Error Mean

al Measures

25

0
34.0932943
-0.320417
818.239063
1.16778927

Location Variability
Mean 0.000000 Std Deviation 5.83895
Median  0.460833 Variance 34,09329
Mode . Range 21.61511
Interquartile Range 7.21382
Tests for Location: Mu0O=0
Test -Statistic- =~ ----- p value------
Student's t t ] Pr > |t} 1.0000
e e e, Sign M 0.5 Rr->=. [}  1.0000 .
Signed Rank S 9.5 Pr >= |§] 0,8041
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“ Phenylephrine vs. Placebo™- s e : S
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 7: Huntington Study No. 2
Time = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.967814 Pr< W 0.5903
Kolmogorov-Smirnov D 0.073198 Pr > D >0.1500
Cramer-von Mises W-Sq 0.027246 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.223943 Pr > A-Sq >0.2500

Quantiles (Definition §)

Quantile Estimate

100% Max 9.128576

99% 9.128576

95% 8,181814

90% 7.611470

75% Q3 3.830524

50% Median 0,460833

25% Qi -3,383301

10% -9.014734

et : 5% -10,897016
T s B b s “ e R 1% -12.486530 - ~

0% Min -12.486530
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;_ pee I RS T L Sl RN . Ph‘eny-lephr’ine VS, Plaoebo RIS s
I . Change From Baseline NAR (Nasal Airflow Resistance)
o ' ) o © performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
i ' ‘ ' Patient Is Random ‘
Study 7: Huntington Study No. 2
Time = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----vcnven- ----------Highest----------
Value  PATIENT Obs value  PATIENT Obs
-12.48653 7016 8 5.76425 7033 18
-10.99702 7030 16 5.81633 7002 2
-9.01473 7041 21 7.61147 7003 3
-6.88106 7001 1 8.18181 7028 15
-5,06690 7007 4 9.12858 7021 12
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs, Placebo . . . i el
Change From Baseline NAR (Nasal Airflow R951stance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Basellne NAR

Patient Is Random

Study 7: Huntington Study No. 2
Time = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 6.16834018 Variance 38.0484206
Skewness -0.2626998 Kurtosis -0.5814107
Uncorrected SS 913,162095 Corrected SS 913.162095

Coeff Vvariation

Std Error Mean

Basic Statistical Measures

1.23366804

Location Variability
Mean 0.000000 Std Deviation 6.16834
Median  0.365323 Variance 38.04842
Mode Range 20.73547
Interquartile Range 7.37097
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t| 1..0000
-~ 8ign M- t.5 Pr >= |M|- ~©0.,6800 -
_Signed:- Rank 8 _ 6.5 Pr >= |8| 0.8653




