Appendix 2 14:50 Thursday, December 14, 2006 1201
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 Fixed
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---------- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-8.42806 6005 3 2.07002 6041 13
-4,45088 6031 10 2.91444 6001 1
-3.59911 6026 9 3.11308 6013 6
-2.10760 6003 2 4.36116 6017 7
-1.80620 6048 16 10.03249 6046 15
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Appendix 2 14:50 Thursday, December 14, 2006 1202
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 Fixed

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 o]
Std Deviation 4.14060777 vVariance 17.1446327
Skewness -0.4347952 Kurtosis 1.82195451
Uncorrected SS 257.169491 Corrected SS 257.169491
Coeff variation Std Error Mean 1.03515194

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation . 14061
Median 0.431795 Variance .144863
Mode Range . 46055
Interquartile Range .44913
Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M Pr >= |M| 0.8036
Signed Rank S 5 Pr >= |§| 0.8209
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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 Fixed
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 vValue------
Shapiro-Wilk W 0.963074 Pr < W 0.7178
Kolmogorov-Smirnov D 0.117873 Pr > D >0.1500
Cramer-von Mises W-8q 0.045964 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.311057 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.428061
99% 8.428061
95% 8,428061
90% 4.450878
75% Q3 1.956900
50% Median 0.431795
25% Q1 -2.492230
10% -4.3611567
5% -10.032490
1% -10.032490

0% Min -10.032490
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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 Fixed
Study 6: Huntington Study No. 1
Time = 180 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest----------- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-10.03249 6046 15 1.80620 6048 16
-4.36116 6017 7 2.10760 6003 2
-3.11308 6013 6 3.59911 6026 9
-2.91444 6001 1 4.45088 6031 10
-2.07002 6041 13 8.42806 6005 3
Stem Leaf # Boxplot Normal Probability Plot
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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 Fixed
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
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Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2

Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 1206

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

Data Set WORK.ALL
Dependent variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual variance Method Profile

Fixed Effects SE Method

Patient Is Fixed

Study 6: Huntington Study No. 1

Time = 240 minutes

The Mixed Procedure

Model Information

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 6001 6003 6005 6008 6010 6013
6017 6023 6026 6031 6034 6040

6041 6044 6046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

6048

20

32
32

32
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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 Fixed
Study 6: Huntington Study No. 1
Time = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 78.0469

Fit Statistics

-2 Res Log Likelihood 120.7
AIC (smaller is better) 122.7
AICC (smaller is better) 123.0
BIC (smaller is better) 123.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 42.04 <,0001
PATIENT 15 14 7.01 0.0004

TREAT 1 14 0.16 0.6924
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TREAT

TREAT
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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

Patient Is Fixed
Study 6: Huntington Study No. 1
Time = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
TREAT Estimate Error DF t value Pr > |t]
Drug -1.0990 2.2115 14 -0.50 0.6269
Placebo 0.1658 2.2115 14 0.07 0.9413
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value
Placebo -1.2648 3.1315 14 -0.40

Alpha

0.05
0.05

Pr > |t

0.6924

14:50 Thursday, December 14, 2006 1208

Lower Upper

-5.8421
-4.5773

3.6442
4.9090

Alpha Lower Upper

0.05 -7.9813 5.4517
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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 Fixed
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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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 Fixed
Study 6: Huntington Study No. 1
Time = 240 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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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 Fixed
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 6.03505333 Variance 36.4218687
Skewness -0.527404 Kurtosis -0.8242194
Uncorrected SS 6546,328031 Corrected SS 546.328031
Coeff Variation Std Error Mean 1.50876333

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation .03505
Median  1.115398 Variance .42187
Mode Range .07037
Interquartile Range .09420
Tests for Location: Mu0=0

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

Student's t t Pr > |t 1.0000

sign M Pr >= [M| 0.4545

Signed Rank ] Pr >= |S] 0.8209
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Appendix 2
henylephrine 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 Fixed

Time = 240 minutes

Checking Residuals for Study 6 at The Minutes Specified

T

Test

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

he UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic--- = -----
W 0.925422 Pr
D 0.156324 Pr

W-Sq 0.06734 Pr
A-8q 0.449262 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.16951
99% 8.16951
95% 8.16951
90% 6.67854
75% Q3 4.79015
50% Median 1.11540
25% Q1 -4.30405
10% -8.94977
5% -10.90086
1% -10.90086

0% Min -10.90086

V V. V A

w
D
W-8q
A-Sq

0.2061
>0.,1500
>0.2500

0.2453

14:50 Thursday, December 14, 2006 1212
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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 Fixed
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

----------- Lowest---v------- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-10.90086 6026 9 3.21322 6023 8
-8.94977 6040 12 6.36709 6003 2
-8.91836 6008 4 6.49773 6001 1
-6.13541 6031 10 6.67854 6044 14
-2.47268 6048 16 8.16951 6046 15
Stem Leaf # Boxplot Normal Probability Plot
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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
Patient Is Fixed

Study 6: Huntington Study No. 1
Time = 240 minutes
Checking Residuals for Study 6 at The Minutes Specified

14:50 Thursday, December 14, 2006 1214

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 6.03505333 Variance 36.4218687
Skewness 0.52740396 Kurtosis -0.8242194
Uncorrected SS 546.328031 Corrected SS 546.328031
Coeff Variation Std Error Mean 1.50876333

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 6.03505
Median -1.11540 Variance 36.42187
Mode Range 19.07037
Interquartile Range 9.09420
Tests for Location: Mu0=0

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

Student's t t o] Pr > |t 1.0000

Sign M -2 Pr >= |[M] 0.4545

Signed Rank s -5 Pr >= |§| 0.8209



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 Fixed

Time = 240 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 0.925422 Pr
D 0.156324 Pr

W-Sq 0.06734  Pr
A-Sq 0.449262  Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 10.90086
99% 10.90086
95% 10.90086
90% 8.94977
75% Q3 4.30405
50% Median -1.11540
25% a1 -4,79018
10% -6.67854
5% -8.16951
1% -8.16951

0% Min -8,16951

D
W-8q
A-8q

0.2061
>0.1500
>0,2500

0.2453

14:50 Thursday, December 14, 2006 1215
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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 Fixed
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

----------- Lowest---------- ~es<-------Highest----------
Value PATIENT Obs Value PATIENT Obs
-8.16951 6046 15 2.47268 6048 16
-6.67854 6044 14 6.13541 6031 10
-6.49773 6001 1 8.91836 6008 4
-6.36709 6003 2 8.94977 6040 12
-3.21322 6023 8 10.90086 6026 9
Stem Leaf # Boxplot Normal Probability Plot
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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 Fixed
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
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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 Fixed
Study 7: Huntington Study No. 2
Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual variance Method Profile
Fixed Effects SE Method Model -Based

Degrees of Freedom Method Residual

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 1
Columns in X 29
Columns in Z 0
Subjects 1
Max Obs Per Subject 50

Observations Used 50



Appendix 2 14:50 Thursday, December 14, 2006 1219

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 Fixed
Study 7: Huntington Study No. 2
Time = 15 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 11.0442

Fit Statistics

-2 Res Log Likelihood 147.0
AIC (smaller is better) 149.0
AICC (smaller is better) 149.2
BIC (smaller is better) 150.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 23 0.01 0.9379
PATIENT 24 23 2.48 0.0163

TREAT 1 23 0.60 0.4483
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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 Fixed
Study 7: Huntington Study No. 2
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug 1.3094 0.6743 23 1.94 0.0645 0.05 -0,08547 2.7042
TREAT Placebo 0.5633 0.6743 23 0.84 0.4120 0.05 -0.8315 1.9582

Differences of Least Squares Means

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

TREAT Drug Placebo 0.7460 0.9670 23 0.77 0.4483 0.05 -1.2543 2.7464
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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 Fixed
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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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 Fixed
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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B
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D c
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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 Fixed
Study 7: Huntington Study No. 2
Time = 15 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 2.3004349 Variance 5.29200071
Skewness -1,0113306 Kurtosis 0.75954543
Uncorrected $S 127.008017 Corrected SS 127.008017
Coeff variation . Std Error Mean 0.46008698

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.30043
Median  0.358508 Variance 5.29200
Mode . Range 9.00635
Interquartile Range 2.39656
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t| 1.0000

sign M 1.5 Pr >= |M|  0.6900

Signed Rank S 17.5 Pr >= |S] 0.6472
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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 Fixed

Study 7: Huntington Study No. 2

Time =

16 minutes
Checking Residuals for Study 7 at The Minutes Specified

14:50 Thursday, December 14, 2006 1224

The UNIVARIATE Procedure
e: Resid

Test

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

Variabl

Tests for Normality

--Statistic---

q

w
D
W-
A-Sq

S
S

0.918645 Pr
0.135286 Pr
0.092986 Pr
0.654791 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

3
3
2,
2
1

0.
-0.
-3.
-5.
-5.
-5.

.419200
.418200

452890

.321698
.665291

358508
731273
162396
317421
587154
587154

V V.V A

p Value------
w 0.0477
D >0.1500
Ww-§ 0.1352
A-S 0.0811



Leaf

1135
34677
3469
76652

Appendix 2
Phenylephrine vs. Placebo
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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 Fixed
Study 7: Huntington Study No.
Time = 15 minutes
Checking Residuals for Study 7 at The Min

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

2

utes Specified

----------- Lowest-«-------- ---s+-----Highest----------
Value PATIENT Obs Value PATIENT Obs
-5.68715 7017 9 2.05029 7042 22
-5.31742 7028 15 2.12878 7014 7
-3.16240 7030 16 2.32170 7021 12
-2.06144 7025 13 2.45289 7016 8
-1.85242 7041 21 3.41920 7002 2
# Boxplot Normal Probability Plot
1 | 3.5+ bt ¥
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L T e s 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 Fixed
Study 7: Huntington Study No. 2
Time = 15 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 2.3004349 Variance 5.29200071
Skewness 1.01133056 Kurtosis 0.75954543
Uncorrected SS 127.008017 Corrected SS 127.008017
Coeff Variation . Std Error Mean 0.46008698

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 2.30043
Median -0.35851 Variance 5.29200
Mode . Range 9.00635
Interquartile Range 2.39656
Tests for Location: Mu0=0
Test -Statistic- @ ----- p vValue------
Student's t t o] Pr > |t 1.0000
Sign M -1.5 Pr >= |M}] 0.6900

Signed Rank S -17.5 Pr >= |§] 0.6472



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

Patient

Is Fixed

Study 7: Huntington Study No. 2

Time =

15 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for
--Stat

w
D
W-Sq
A-Sqg

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid

Normality

istic---  -----

0.918645 Pr
0.135286 Pr
0.092986 Pr
0.654791 Pr

(Definition 5)
Estimate

5.587154
5.587154
5.317421
3.162396
0.731273
-0.358508
-1.665291
-2.321698
-2.452890
-3.419200
-3.419200

VvV V.V A

p value------
W 0.0477
D >0.1500
W-S 0.1362
A-S 0.0811
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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 Fixed

Study 7: Huntington Study No. 2

Time = 15 minutes

Checking Residuals for Study 7 at The Minutes Specified

Value

41920
45289
32170
12878
05029

The

UNIVARIATE Procedure
variable: Resid

Extreme Observations

Lowest------

PATIENT

7002
7016
7021
7014
7042

Boxplot
0

-------------- Highest----------
Obs Value  PATIENT Obs
2 1.85242 7041 21
8 2.06144 7025 13
12 3.16240 7030 16
7 5.31742 7028 15
22 5.58715 7017 9
Normal Probability Plot
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| *tit
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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 Fixed
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

TREAT Drug Placebo
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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 Fixed
Study 7: Huntington Study No. 2
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile
Fixed Effects SE Method Model-Based

Degrees of Freedom Method Residual

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 1
Columns in X 29
Columns in Z o]
Subjects 1
Max Obs Per Subject 50

Observations Used 50
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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 Fixed
Study 7: Huntington Study No. 2
Time = 30 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 31.0891

Fit Statistics

-2 Res Log Likelihood 170.8
AIC (smaller is better) 172.8
AICC (smaller is better) 173.0
BIC (smaller is better) 173.9

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 23 3.22 0.0861
PATIENT 24 23 1.09 0.4223

TREAT 1 23 0.37 0.5497
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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 Fixed
Study 7: Huntington Study No. 2
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.7220 1.1313 23 -0.64 0.5296 0.05 -3.0623 1.6182
TREAT Placebo 0.2630 1.1313 23 0.23 0.8182 0.05 -2.0773 2.6033

Differences of Least Squares Means

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

TREAT Drug Placebo -0.9850 1.6224 23 -0.61 0.5497 0.05 -4.3412 2.3712
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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 Fixed
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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
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 vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

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

14:50 Thursday, December 14, 2006 1235

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean [o] Sum Observations 0
Std Deviation 3.85964352 Variance 14.8968481
Skewness -0.3656134 Kurtosis 0.64720493
uncorrected SS 357.524354 Corrected SS 357.524354
Coeff Variation Std Error Mean 0.7719287

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 3.85964
Median  0.134294 Variance 14.89685
Mode Range 16.99019
Interquartile Range 2.80163
Tests for Location: Mu0=0

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

Student's t t Pr > |t| 1.0000

Sign M Pr >= |M| 0.6900

Signed Rank S Pr >= |§] 0.7440
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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

Study 7: Huntington Study No. 2

Patient Is Fixed

Time = 30 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

variable: Resid
Tests for Normality
--Statistic---
0.96174
0.161405

W
D
W-Sq 0.096185
A-Sq 0.509367

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.313876
99% 8.313876
95% 5.850885
90% 4,140424
75% Q3 1.622328
50% Median 0.134294
25% Q1 -1.179306
10% -6.100265
5% -7.339648
1% -8.676311

0% Min -8.676311

VvV V. V A

0.4502
0.0908
0.1227
0.1879

14:50 Thursday, December 14, 2006 1236



Leaf

19

600
01302666
26221
766

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
Patient Is Fixed
Study 7: Huntington Study No. 2

Time

= 30 minutes

14:50 Thursday, December 14, 2006 1237

Checking Residuals for Study 7 at The Minutes Specified

Value

-8.67631
-7.33965
-6.10027
-3.73984
-3.64771

W o wwN -

N

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

PATIENT

7030
7017
7001
7027
7036

Boxplot

Obs

16
9

14
20

---------- Highest----------
Value  PATIENT Obs
2.96156 7014 7
2.99838 7041 21
4,14042 7034 19
5.85089 7002 2
8.31388 7042 22
Normal Probability Plot
9+ * bttt
| ++++t
| HEEEH
3+ AR
' dkdkokkokkk
l t**ii+
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| L
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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 Fixed
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 3.85964352 Variance 14.8968481
Skewness 0.36561339 Kurtosis 0.64720493
Uncorrected SS 357.524354 Corrected SS 357.524354
Coeff variation Std Error Mean 0.7719287

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 3.85964
Median -0.13429 Variance 14.89685
Mode Range 16.99019
Interquartile Range 2.80163
Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student's t t Pr > |t] 1.0000
Sign M Pr >= IM} 0.6900
Signed Rank S -12.5 Pr >= |S| 0.7440
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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

Study 7: Huntington Study No. 2

Patient Is Fixed

Time = 30 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable: Resid
Tests for Normality
--Statistic---
0.96174
0.161408

w
D
W-Sq 0.096185
A-S8q 0.509367

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.676311
99% 8.676311
95% 7.339648
90% 6.100265
75% Q3 1.179306
50% Median -0.134294
25% Q1 -1.622328
10% -4.140424
5% -5.850885
1% -8.313876

0% Min -8.313876

VvV V.V A

0.4502
0.0908
0.1227
0.1879
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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 Fixed
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---------- c---------Highest---v------
Value PATIENT Obs Value PATIENT Obs
-8.31388 7042 22 3.64771 7036 20
-5,85089 7002 2 3.73984 7027 14
-4,14042 7034 19 6.10027 7001 1
-2.99838 7041 21 7.33965 7017 9
-2.96156 7014 7 8.67631 7030 16
Stem Leaf # Boxplot Normal Probability Plot
87 1 0 9+ bttt
6 13 2 o] | * okbdttd
4 ] 44+
2 667 3 | 34 FRrey Ry
0 12262 5 +--+--4 | FeR 23S
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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 Fixed
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
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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 Fixed
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK, ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile
Fixed Effects SE Method Model-Based

Degrees of Freedom Method Residual

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 1
Columns in X 29
Columns in Z 0
Subjects 1
Max Obs Per Subject 50

Observations Used 50
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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 Fixed
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 18.4416

Fit Statistics

-2 Res Log Likelihood 158.8
AIC (smaller is better) 160.8
AICC (smaller is better) 161.0
BIC (smaller is better) 161.9

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23 7.83 0.0102
PATIENT 24 23 3.69 0.0013

TREAT 1 23 0.90 0.3534



Appendix 2 14:50 Thursday, December 14, 2006 1244
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 Fixed
Study 7: Huntington Study No. 2
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT brug -0.2148 0.8713 23 -0.25 0.8074 0.05 -2.0173 1.5876
TREAT Placebo -1.3984 0.8713 23 -1.60 0.1221 0.05 -3.2009 0.4040

Differences of Least Squares Means

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

TREAT Drug Placebo 1.1836 1.2496 23 0.95 0.3534 0.05 -1.4013 3.7685
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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 Fixed
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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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 Fixed
Study 7: Huntington Study No. 2
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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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 Fixed
Study 7: Huntington Study No. 2
Time = 45 minutes

Checking Residuals for Study 7 at The Minutes Specified
---------------------------------------------------------------------- TREATZDMUQ - -- s emmomm e e et e e e e it eercsetccicte e

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 2.97264209 Variance 8.83660102
Skewness 1.845798 Kurtosis 4.6907983
Uncorrected SS 212.078425 Corrected SS 212.078425
Coeff variation Std Error Mean 0.59452842

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation .97264
Median -0.55384 Variance 83660
Mode Range .93884
Interquartile Range .62577
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t| 1.0000

Sign M -2.5 Pr >= [M| 0.4244

Signed Rank S -31.5 Pr >= |§| 0.4078
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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 Fixed

Study 7: Huntington Study No. 2

Time = 45 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 0.846723 Pr
D 0.17476 Pr
W-Sq 0.174099 Pr
A-Sq 1.086762 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 10.087351
99% 10.087351
95% 5.085295
90% 4,111637
75% Q3 1.001482
50% Median -0.553836
25% Q1 -1.624284
10% -2.955523
5% -3.101674
1% -3.851490

0% Min -3.851490

0.0015
0.0472
0.0102
0.0064

14:50 Thursday, December 14, 2006 1248
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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 Fixed
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---------- sessc------Highest----------
Value PATIENT Obs Value  PATIENT Obs
-3.85149 7020 11 1.26875 7041 21
-3.10167 7001 1 1.66335 7007 4
-2.95552 7018 10 4,11164 7003 3
-2.65439 7017 9 5.08530 7021 12
-2.42052 7050 25 10.08735 7042 22
Stem Leaf # Boxplot Normal Probability Plot
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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 Fixed
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 2.97264209 vVariance 8.83660102
Skewness -1.845798 Kurtosis 4,6907983
Uncorrected SS 212.078425 Corrected SS 212.078425
Coeff Variation Std Error Mean 0.59452842

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation .97264
Median  0.553836 variance .83660
Mode Range .93884
Interquartile Range .62577
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t| 1.0000

Sign M 2.5 Pr >= M| 0.4244

Signed Rank S 31.5 Pr >= |S| 0.4078
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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 Fixed
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 W 0.846723 Pr < W 0.0015
Kolmogorov-Smirnov D 0.17476 Pr > D 0.0472
Cramer-von Mises W-Sq 0.174099 Pr > W-Sq 0.0102
Anderson-Darling A-8q 1.086762 Pr > A-Sg 0.0064

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.851490
99% 3.851490
95% 3.101674
90% 2.955523
75% Q3 1.624284
50% Median 0.553836
25% Q1 -1.001482
10% -4.111637
5% -5.085295
1% -10,087351

0% Min -10.087351
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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 Fixed
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------uunon «e--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-10.08735 7042 22 2.42052 7050 25
-5.08530 7021 12, 2.65439 7017 9
-4.11164 7003 3 2.95552 7018 10
-1.66335 7007 4 3.10167 7001 1
-1.26875 7041 21 3.85149 7020 1
Stem Leaf # Boxplot Normal Probability Plot
2 47019 5 | 3+ FhRpRpR x *
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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 Fixed
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
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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 Fixed
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure biagonal
Estimation Method REML
Residual variance Method Profile
Fixed Effects SE Method Model-Based

Degrees of Freedom Method Residual

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 1
Columns in X 29
Columns in Z 0
Subjects 1
Max Obs Per Subject 50

Observations Used 50
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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 Fixed
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 58.5934

Fit Statistics

-2 Res Log Likelihood 185.4
AIC (smaller is better) 187.4
AICC (smaller is better) 187.6
BIC (smaller is better) 188.5

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23 4,35 0.0483
PATIENT 24 23 0.90 0.5997

TREAT 1 23 0.04 0.8483



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

Patient Is Fixed
Study 7: Huntington Study No. 2
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard

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

TREAT Drug -2.4609 1.5531 23 -1.58 0.1267 0.05

TREAT Placebo -2.8916 1.58631 23 -1.86 0.0755 0.05

Differences of Least Squares Means
Standard

Effect TREAT TREAT Estimate Error DF t Value Pr > |t
TREAT Drug Placebo 0.4307 2.2273 23 0.19 0.8483

14:50 Thursday, December 14, 2006 1256

Lower Upper
-5.6737 0.7519
-6.1045 0.3212

Alpha Lower Upper
0.05 -4.1768 5.0383
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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 Fixed
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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 7: Huntington Study No. 2
Time = 60 minutes

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

Resid
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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
Patient Is Fixed

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

14:50 Thursday, December 14, 2006 1259

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 5.29868021 variance 28.076012
Skewness 0.29882594 Kurtosis 1.28843213
Uncorrected SS 673.824288 Corrected SS 673.824288
Coeff Variation Std Error Mean 1.05973604

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 5.29868
Median -0.03450 Variance 28.07601
Mode Range 24.30776
Interquartile Range 5.41378
Tests for Location: MuO=0

Test -Statistic- = ----- p vValue------

Student's t t o} Pr > |t]| 1.0000

Sign M -0.5 Pr >= [M| 1.0000

Signed Rank S -8.5 Pr >= |S| 0.8244



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

Patient Is Fixed

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---
0.95353
0.133016

w
D
W-Sq 0.069445
A-8q 0.477652

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 11.8625581
99% 11.8625581
95% 11.7835545
90% 5.5189828
75% Q3 2.1303549
50% Median -0.0344961
25% Q1 -3.2834201
10% -5.9435191
5% -6.3796282
1% -12,4452030

0% Min -12.4452030

VvV V.V A

A-Sq

0.3007
>0.1500
>0.2500

0.2240
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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 Fixed
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----------- s-es~-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-12.44520 7016 8 2.88564 7003 3
-6.37963 7017 9 5,43499 7030 16
-5.94352 7020 11 5.51898 7025 13
-4,92953 7036 20 11,78355 7042 22
-4.61182 7010 6 11.86256 7002 2
Stem Leaf # Boxplot Normal Probability Plot
1 22 2 0 12.5+ * bttt
0 56 2 | | FEEXEEE4
0 00112223 8 +--t--1 | Rkl Al
_0 33311100 8 X L. * | d kkpkhkkkkkk
-0 6655 4 | | LRSSl A0 5 2
12 1 0 -12.54++++++%4
R LT R T R 3 LEEEET DR R S EE RS LTS Jumpue JNpRE R

Multiply Stem.Leaf by 10**+1 -2 -1 o] +1 +2



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

14:50 Thursday, December 14, 2006 1262

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 5.29868021 Variance 28.076012
Skewness -0,2988259 Kurtosis 1.28843213
Uncorrected SS 673.824288 Corrected SS 673.824288
Coeff Variation Std Error Mean 1.05973604

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 5.29868
Median  0.034496 Variance 28.07601
Mode Range 24.30776
Interquartile Range 5.41378
Tests for Location: Mu0=0

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

Student's t t Pr > |t]| 1.0000

Sign M Pr >= |M| 1.0000

Signed Rank S Pr >= |S| 0.8244



Study 7: Huntington Study No. 2

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

Patient Is Fixed

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---
0.95353
0.133016

W
D
W-Sq 0.069445
A-Sq  0.477652

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 12.4452030
99% 12.4452030
95% 6.3796282
90% 5,9435191
75% Q3 3.2834201
50% Median 0,0344961
25% Q1 -2.1303549
10% -5.5189828
5% -11.7835545
1% -11.8625581

0% Min -11.8625581

vV V.V A

w
D
W-Sq
A-Sq

0.3007
>0.1500
>0,2500

0.2240
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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 Fixed
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----------- se---------Highest----------
Value PATIENT Obs Value PATIENT Obs
-11.86256 7002 2 4.61182 7010 6
-11.,78355 7042 22 4.92953 7036 20
-5.51898 7025 13 5.94352 7020 11
-5.43499 7030 16 6.37963 7017 9
-2.88564 7003 3 12.44520 7016 8
Stem Leaf # Boxplot Normal Probability Plot
12 1 0 12.5+ PR
0 5566 4 | | +Hr bRttt
0 00111333 8 t--t--+ | KAk EKK LK K
-0 32221100 8 L ST + | Kk KRR Rk
-0 65 2 | | +HHEEErdrE
-1 22 2 o] -12,5++++++*+ *
[ LT e S L T S e T N LR TR ST

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 Fixed
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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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile
Fixed Effects SE Method Model-Based
Degrees of Freedom Method Residual

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 703t 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 1
Columns in X 29
Columns in Z 0
Subjects 1
Max Obs Per Subject 50

Observations Used 50
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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 34.8625

Fit Statistics

-2 Res Log Likelihood 173.4
AIC (smaller is better) 175.4
AICC (smaller is better) 175.6
BIC (smaller is bhetter) 176.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23 5.79 0.0246
PATIENT 24 23 1.83 0.0763

TREAT 1 23 0.46 0.5035
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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > Jt] =~ Alpha Lower Upper
TREAT Drug -2.4066 1.1980 23 -2.01 0.0564 0.05 -4.8848 0.07162
TREAT Placebo -1.2390 1.1980 23 -1.03 0.3118 0.05 -3.7173 1.2392

Differences of Least Squares Means

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

TREAT Drug Placebo -1.1676 1.7181 23 -0.68 0.5035 0.05 -4,7216 2.3865
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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes

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

Resid
15 +

>
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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes

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

Resid
15 +
A
10 1
A
B
54+ A A
B A
C c
E c
0+ B B
C E
c c
A B
-5+ A A
B
A
-10 +
A
-15 4+
! ]
T I
Drug Placebo

TREAT
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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 Fixed
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 4.,08716579 Variance 16.7049242
Skewness -0.8723575 Kurtosis 1.04506701
Uncorrected SS 400.918181 Corrected SS 400.918181
Coeff Variation Std Error Mean 0.81743316

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 4.08717
Median 1.025017 Variance 16.70492
Mode Range 17.44464
Interquartile Range 4.54918
Tests for Location: Mu0O=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t 1.0000
Sign M 2.5 Pr >= |M| 0.4244
Signed Rank ] 12.5 Pr >= |S| 0.7440
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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 Fixed

Study 7: Huntington Study No. 2

Time = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

vVariabl

e: Resi

d

Tests for Normality

- -Stat

W
D
W-8q
A-Sq

istic---

0.951557
0.119011
0.056978
0.372036

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Est

- N

-2.
-5.
-7,
=11,
-11.

imate

.31260
.31260
.63591
.91063
.21260
.02502

33658
36224
40285
13204
13204

D
W-Sq
A-8q

0.2717
>0.1500
>0,2500
>0.2500
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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 Fixed
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----c--vcn-- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-11.13204 7017 9 3.36251 7048 24
-7.40285 7016 8 4.19681 7021 12
-5.36224 7001 1 4.91063 7018 10
-3.27031 7025 13 5.63591 7003 3
-2.88200 7044 23 6.31260 7036 20
Stem Leaf # Boxplot Normal Probability Plot
63 1 | 7+ +Httr
4 296 3 | | SRR
2 2214 4 L R + l ek gk
0 1601568 7 LT . 1+ Ahkkkkk
-0 970 3 | | | e g
-2 3973 4 +----- + | * kkphy
.4 4 1 ] -5+ +*4+4
-6 4 1 | | ¥
-8 | ++ees
-10 1 1 0 -11+4 *
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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 Fixed
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 4.08716579 Variance 16.7049242
Skewness 0.87235753 Kurtosis 1.04506701
Uncorrected SS 400.918181 Corrected SS 400.918181
Coeff Variation Std Error Mean 0.81743316

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.08717
Median -1.02502 vVariance 16.70492
Mode Range 17.44464
Interquartile Range 4.54918
Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t] 1.0000
Sign M -2.5 Pr >= M| 0.4244
Signed Rank S -12.5 Pr >= |§| 0.7440



Study 7: Huntington Study No. 2

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
Patient Is Fixed

Time =

90 minut

es

Checking Residuals for Study 7 at The Minutes Specified

14:50 Thursday, December 14, 2006 1275

The UNIVARIATE Procedure
variable: Resi

Test

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

d

Tests for Normality

--Stat

w
D
W-Sq
A-Sq

istic---

0.951557
0.119011
0.056978
0.372036

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Est

11.
11.

7.

5.

2.
-1
-2.
-4,
-5,
-6.
-6.

imate

13204
13204
40285
36224
33658

.02502

21260
91063
63591
31260
31260

V V. V A

W
D
W-8q
A-Sq

0.2717
>0.1500
>0.2500
>0.2500
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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 Fixed
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---------- -e---------Highest----------
Value PATIENT Obs Value  PATIENT Obs
-6.31260 7036 20 2.88200 7044 23
-5.63591 7003 3 3.27031 7025 13
-4.91063 7018 10 5.36224 7001 1
-4.19681 7021 12 7.40285 7016 8
-3.36251 7048 24 11.13204 7017 9
Stem Leaf # Boxplot Normal Probability Plot
10 1 1 0 11+ * +
8 | +H+++
6 4 1 ] | *hitt
4 4 1 | 5+ +Hir4
2 3793 4 [ . + | FEFT T
0 079 3 |+ | | Py
-0 8651061 7 *o.... * -1+ Kkk kKK
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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 Fixed
Study 7: Huntington Study No. 2
Time = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

-10

TREAT Drug Placebo



Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2
Phenylephrine vs. Placebo
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Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 7: Huntington Study No. 2

Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile
Fixed Effects SE Method Model-Based
Degrees of Freedom Method Residual
Class Level Information

Class Levels values

TREAT 2 Drug Placebo

PATIENT 25 7001 7002 7003 7007

7014 7016 7017 7018
7025 7027 7028 7030
7034 7036 7041 7042
7050

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used

7008 7010
7020 7021
7031 7033
7044 7048

29

50
50
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 38.0618

Fit Statistics

-2 Res Log Likelihood 175.5
AIC (smaller is better) 177.5
AICC (smaller is better) 177.7
BIC (smaller is better) 178.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23 0.91 0.3504
PATIENT 24 23 1.53 0.1568

TREAT 1 23 2.09 0.1617
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -2.4747 1.2518 23 -1.98 0.0601 0.05 -5.0642 0.1147
TREAT Placebo -5.0702 1.2518 23 -4.05 0.0005 0.05 -7.6597 -2.4808

Differences of Least Squares Means

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

TREAT Drug Placebo 2.5955 1.7952 23 1.45 0.1617 0.05 -1.1181 6.3091
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes

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

Resid
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes

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

Resid
15 +

A

10 + A
A
5+ A B
B
c c
B F
0+ ¢C c
F B
C C

B
-5+ B A

A
-10 + A
A

-15 +
’ 1
Drug Placebo

TREAT



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
Patient Is Fixed

Study 7: Huntington Study No. 2
Time = 120 minutes
Checking Residuals for Study 7 at The Minutes Specified

14:50 Thursday, December 14, 2006 1283

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 4.,27059063 variance 18.2379443
Skewness 1.32971174 Kurtosis 2.43488846
Uncorrected SS 437.710664 Corrected SS 437.710664
Coeff Variation Std Error Mean 0.85411813

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.27059
Median -1.08091 Variance 18.23794
Mode Range 19.28307
Interquartile Range 3.57825
Tests for Location: Mu0=0

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

Student's t t Pr > (tj 1.0000

Sign M Pr >= |M| 0.4244

Signed Rank S -27.5 Pr >= |S§| 0.4706
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl

e: Resi

d

Tests for Normality

- -Stat

w
D
W-8Sq
A-Sq

istic---

0.897861
0.155796
0.146484
0.887863

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Est

12.
12.

9.

4.

1
-1
-2,
-4,
-4,
-6.
-6

imate

40464
40464
53946
76943

.42483
.08091

15341
69846
92705
84843

.84843

VvV V V A

0.0165
0.1172
0.0243
0.0209
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 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
-6.84843 7017 9 3.04120 7028 15
-4.92705 7008 5 3.09627 7021 12
-4,69846 7027 14 4.76943 7020 11
-3.51080 7010 6 9.53946 7018 10
-3.47248 7048 24 12.40464 7002 2
Stem Leaf # Boxplot Normal Probability Plot
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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
Patient Is Fixed
Study 7: Huntington Study No. 2
Time = 120 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 o]
Std Deviation 4,27059063 Variance 18,2379443
Skewness -1.3297117 Kurtosis 2.43488846
Uncorrected SS 437.710664 Corrected SS 437.710664
Coeff variation Std Error Mean 0.85411813

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 4,27059
Median 1.080907 Variance 18.23794
Mode Range 19.25307
Interquartile Range 3.57825
Tests for Location: Mu0=0

Test -Statistic- @ ----- p Value------

Student's t t o Pr > |t 1.0000

Sign M Pr >= |M| 0.4244

Signed Rank S Pr >= |§| 0.4706
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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 Fixed

Study 7: Huntington Study No. 2

Time = 120 minutes
Checking Residuals for Study 7 at The Minutes Specified
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The UNIVARIATE Procedure

Test

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

Variabl

e: Resi

d

Tests for Normality

--Stat

W
D
W-Sq
A-8q

istic---

0.897861
0.155796
0.146484
0.887863

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Est

- N OO

-4

-9.
-12.
-12.

imate

.84843
.84843
.92705
.69846
. 15341
. 08091
.42483
.76943

53946
40464
40464

0.0165
0.1172
0.0243
0.0209
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------ona--- --w«-------Highest--------.-
Value  PATIENT Obs Value  PATIENT Obs
-12.40464 7002 2 3.47248 7048 24
-9.53946 7018 10 3.561050 7010 6
-4.76943 7020 11 4,.69846 7027 14
-3.08627 7021 12 4.92705 7008 5
-3.04120 7028 15 6.84843 7017 9
Stem Leaf # Boxplot Normal Probability Plot
68 1 | 7+ b %
4 79 2 | | xR
2 02355 5 Fooo-- + | HhpkE *
0 5013348 7 LT | Rk ok kKKK
-0 4843 4 Feooenn + | 2227w
-2 104 3 | -3+ * kkpps
-4 8 1 | | +*++4
-6 | 4+
-8 5 1 0 I
-10 [++
-12 4 1 * -13+ *
R e T T e s T e R
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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 Fixed
Study 7: Huntington Study No. 2
Time = 120 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

15

10

-10

-15
............ Feocorecntnatranrrranana
TREAT Drug Placebo



Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 1290

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

Patient Is Fixed

Study 7: Huntington Study No. 2

Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual variance Method Profile
Fixed Effects SE Method Model-Based
Degrees of Freedom Method Residual
Class Level Information

Class Levels Values

TREAT 2 Drug Placebo

PATIENT 25 7001 7002 7003 7007

7014 7016 7017 7018
7025 7027 7028 7030
7034 7036 7041 7042
7050

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used

7008 7010
7020 7021
7031 7033
7044 7048

29

50
50

--------- TIME=180 MiNUEES - -ccccccmmiim et it ccmccm e ee e
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 minutes

The Mixed Procedure

Dimensions
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 14.6161

Fit Statistics

-2 Res Log Likelihood 153.5
AIC (smaller is better) 156.5
AICC (smaller is better) 155.6
BIC (smaller is better) 156.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 23 15.67 0.0006
PATIENT 24 23 7.47 <.0001

TREAT 1 23 0.56 0.4612



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

Patient Is Fixed
Study 7: Huntington Study No. 2
Time = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t]
TREAT Drug -4.,5621 0.7757 23 -5.88 <.0001
TREAT Placebo -5.3957 0.7757 23 -6.96 <.0001
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value
TREAT Drug Placebo 0.8336 1.1124 23 0.75

Alpha

0.05
0.05

Pr > |t}

0.4612

0.05 -1,4676

14:50 Thursday, December 14, 2006 1292

Lower Upper

-6.1667
-7.,0003

-2.9575
-3.7911

Alpha Lower Upper

3.1348
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 minutes

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

Resid
10 +
A
5 4 A
A
A A
A A A AA A
AB AA A A
A A A A A A
0+ B
A A A AA A
A A A A AA A
A A A A A A
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A
-10 4+
| | I l | | | | | | | 1 I\ | 1N
] ] I T | I ] I 1 [ 1 1 I I f
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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10 4

o
+
>» >

o

t
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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 Fixed

Study 7: Huntington Study No. 2
Time = 180 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 2.64642547 Variance 7.00356778
Skewness 0.35030971 Kurtosis 0.80530957
Uncorrected 8S 168,085627 Corrected SS 168.085627
Coeff Variation Std Error Mean 0.52928509

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 2.64643
Median -0.45696 Variance 7.00357
Mode Range 12.35088
Interquartile Range 3.52730
Tests for Location: Mu0=0

Test -Statistic- @ ----- p vValue------

Student's t t 0 Pr > |t] 1.0000

Sign M -0.5 Pr >= |M| 1.0000

Signed Rank S -2.5 Pr >= |§] 0.9480
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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 Fixed

Study 7: Huntington Study No. 2

Time = 1

80 minutes

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Test

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

Tests for

- -Stat

q

w
D
W-S
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Normality
istic---  -----
0.978153 Pr
0.090208 Pr
0.023242 Pr
0.201644 Pr

(Definition 5)
Estimate

6.946916
6.946916
2.978311
2.955156
1.693145
-0.456958
-1.834159
-2.844560
-3.933636
-5.403969
-5.403969

vV V. V A

w
D
W-Sq
A-Sq

0.8462
>0.1500
>0.2500
>0,2500
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 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
-5.40397 7010 6 2.09472 7021 12
-3.93364 7028 15 2.77678 7030 16
-2.84456 7036 20 2.95516 7016 8
-2.68082 7020 11 2.97831 7034 19
-2.21474 7008 5 6.94692 7002 2
Stem Leaf # Boxplot Normal Probability Plot
69 1 | 7+ * 44t
4 | | R
2 1800 4 I | HEERERLE
0 3793679 7 teo-t--+ 1+ hah AL
_o 8438655 7 * o oa . * i $rhkhkkh Kk
-2 98721 5 | | A A A
-4 4 1 | -5+ +H* 4444
R R et RS J LR R RS B R R R LETET ISISISE (USRS Juphpp 3
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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
Patient Is Fixed

Study 7: Huntington Study No. 2
Time = 180 minutes
Checking Residuals for Study 7 at The Minutes Specified

14:50 Thursday, December 14, 2006 1298

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 2,64642547 Variance 7.00356778
Skewness -0,3503097 Kurtosis 0.805309567
Uncorrected SS 168.085627 Corrected SS 168.085627
Coeff variation Std Error Mean 0.52928509

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.64643
Median  0.456958 Variance 7.00357
Mode Range 12.35088
Interquartile Range 3.52730
Tests for Location: Mu0=0

Test -Statistic- = ----- p vValue------

Student's t t Pr > |t} 1.0000

Sign M 0. Pr >= |M| 1.0000

Signed Rank S 2. Pr >= |S| 0.9480
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
e: Resid

Test

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

Variabl

Tests for Normality

--Statistic---

q

w
D
W-8
A-Sq

0.978153 Pr
0.090208 Pr
0.023242 Pr
0.201644 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

. 403969
.403969
.933636
.844560
.834159
. 456958
.693145
.955156
.978311
.946916
.946916

--p Value------
<W 0.8462
>D >0.1500

> W-Sq >0.2500
> A-8q >0.2500
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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 Fixed
Study 7: Huntington Study No. 2
Time = 180 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
-6.94692 7002 2 2.21474 7008 S
-2,97831 7034 19 2.68082 7020 11
-2.95516 7016 8 2.84456 7036 20
-2.77678 7030 16 3.93364 7028 15
-2.09472 7021 12 5.40397 7010 6
Stem Leaf # Boxplot Normal Probability Plot
4 4 1 | 5+ R s
2 12789 5 | | KA PR PR R
0 5568348 7 +o-t--+ I 22T Y
-0 9763973 7 toeana- + -1+ LSRR 2]
-2 0081 4 | | Kk gy
-4 | | +HH+i+4
-6 9 1 | STH4+E %
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