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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 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

, Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 3.51867269 Variance 12.3810575
Skewness 0.23409484 Kurtosis 1.66606385
Uncorrected SS 173.334805 Corrected SS 173.334805
Coeff Variation . Std Error Mean 0.90851738

Basic Statistical Measures

Location Variability
Mean 0,00000 Std Deviation 3.51867
Median -0,20919 Variance 12.38106
Mode . Range 15.35703
Interquartile Range 4.05792

Tests for Location: MuO=0
Test -Statistic- @ ----- p value------
Student's t

Sign
Signed Rank 8

~+

0 Pr>|t]  1.0000
-1.8 Pr >=[|M| 0.6072
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o L . Phenylephrine vs: Placébo i ’ ) o
— Change From Baseline NAR (Nasal Airflow Resistance)
e Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
e : Patient Is Random
Study 5: Cintest Study No. 3

Time = 45 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic--- EREEE p value------
Shapiro-Wilk '0.947743 Pr
Kolmogorov-Smirnov 0.184364 Pr

W

D
Cramer-von Mises W-8q 0.086522 Pr
Anderson-Darling A-Sq 0.467912 Pr

] 0.4896
D >0.1500
W-Sq  0.1594
A-Sq  0.2214

v V. V A

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.934928
99% 7.934928
95% 7.934928
90% 3.711909
75% Q3 1.728595
50% Median -0.209186
25% Q1 -2.329325
10% -3,274051
5% -7.422098
1% -7.422098

0% Min -7.422098

A R
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) s . IS Phenylephrine vs. Rlacebo . SR '
- Change From Baseline NAR (Nasal Airflow Resistance)
o Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
L : Patient Is Random
Study 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------v---- sss-s------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-7.422098 5043 14 0.433004 5034 12
-3.274051 5027 8 1.728595 5046 15
-2.844438 5032 11 3.631722 5013 3
-2.329325 5022 6 3.711909 5025 7
-0.760117 5035 13 7.934928 5029 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

Random

Study 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE
Variable:
Schematic
10 +
|
|
I
7.5 +
| 0
I
|
5 +
I
|
| I
2,5 + |
| I
I I
| Facann +
0+ * ok
I | I
| [ +
| |
-2.5 +
|
|
|
5 ¥
| 0
L.
[
75+

Procedure
Resid

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 Random
Study 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 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 Random
Study 5: Cintest Study No. 3
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

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

15 5001 5010 5013 5015 5021 5022
5025 5027 5029 5030 5032 5034
5035 5043 5046

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 15
Subjects 1
Max Obs Per Subject ... 80 o
Observations Used 30

Observations Not Used 0

et Rt
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...... ) . i ; Phenylephrine vs, Placebo : o
- Change From Baseline NAR (Nasal Airflow Resistance)
. Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
L Patient Is Random
Study 5: Cintest Study No. 3
Time = 60 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 156.79924641
1 1 156.79924641 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 12,1651

Fit Statistics

g -2 Res Log Likelihood 156.8
: _AIC (smaller is better) . . . 158,8 . . .. . . ... S
AICC (smaller is better) 159.0

BIC (smaller is better) 159.5
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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 5: Cintest Study No. 3
- Time = 60 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr>F
BASELINE 1 27 7.57 0.0105
TREAT 1 27 0.01 0.9171

Least Squares Means

Standard
Effect TREAT Estimate Error OF t Value Pr > ]t Alpha Lower Upper
TREAT Drug -2.0665 0.9006 27 -2.29 0.0298 0.05 -3.9144 -0.2186
TREAT Placebo -1.9327 0.9006 27 -2.15 0.0410 0.05 -3.7806 -0.08476

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1338 1.2738 27 -0.11 0.9171 0.05 -2.7474 2.4797
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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
s Patient Is Random
Study 5: Cintest Study No. 3
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 Random
Study §: Cintest Study No. 3
Time = 60 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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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 5: Cintest Study No. 3
Time = 60 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean o] Sum Observations 0
Std Deviation 3.84743753 Variance 14.8027756
Skewness 0,99170942 Kurtosis 2.14557015
Uncorrected SS 207.238858 Corrected SS 207.238858
Coeff variation . Std Error Mean 0.9934041

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 3.84744
Median -0.12945 variance 14.80278
Mode . Range 16.34249
Interquartile Range 2.74278

Tests for Location: Mu0=0

Test -Statistic-  -e--- p value------
Student's't  t 0 Pr > |t] 1.0000
sign ] -2.5 Pr »= {M} - 0.3018

Signed Rank s -12 Pr.>= |S] 0.5245 . . i R 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 5: Cintest Study No. 3
Time = 60 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl

Tests for Normality

--Stat

q

w
D
w-S
A-8q

e: Resid

istic---

0.908798
0.241384
0.132216
0.684052

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

9.685767
9.685767
9.685767
4.454297
0.567348
-0.129450
-2.,175437
-3.984397
-6.656727
-6.656727
-6.656727

0.1298
0.0193
0.0379
0.0611
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Phenylephrine vs.: -Placebo : ’ ’ 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 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- ss---«-----Highest-----cc---
Value  PATIENT Obs Value  PATIENT Obs
-6.65673 5013 3 0.048526 5043 14
-3.98440 £§021 5 0.567348 5030 10
-2.28857 5015 4 4,237948 5001 1
-2.17544 5034 12 4.454297 5029 9
-1.55495 5025 7 9.685767 5027 8
Leaf # Boxplot Normal Probability Plot
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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 Random

Study 5: Cintest Study No. 3

Time = 60 minutes

Checking Residuals for Study 5 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected SS
Coeff variation

The UNIVARIATE Procedure
variable: Resid

Moments

15 Sum Weights
0 Sum Observations

2.94253392 Variance
-0.3442121 Kurtosis
121.219082 Corrected SS

Std Error Mean

Basic Statistical Measures

15

0
8.65850587
0.91861364
121.219082
0.75975899

Signed Rank 8§ 1 Pr>= |S| _ 0.9780

Location Variability
Mean 0.000000 Std Deviation .94253
Median 0.068014 Variance 8.65851
Mode Range 49408
Interquartile Range .15585
Tests for Location: Mu0=0

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

Student's t t 0 Pr> |t 1.0000

Sign M 0.5 Pr >= |M] 1.0000
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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 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic--- --
W 0.939499 Pr
D 0.17768 Pr

W-Sq 0.083832  Pr
A-Sq 0.466742  Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 4.8305489
99% 4,8305489
95% 4,8305489
90% 4.1848410
75% Q3 0.9168352
50% Median 0.0680136
25% Q1 -1.2390158
10% -3.2262570
5% -6.6635334
1% -6.6635334
0% Min -6.6635334

w 0.3761
D >0.1500
W-sq 0.1757
A-Sq  0.2228

vV V.V A

e ey 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 Random
Study 6: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -+sv-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-6.663533 5043 14 0.848076 5029 9
-3.226257 5032 11 0.916835 5001 1
-2.624677 5027 8 3.831435 5046 15
-1.239016 5022 6 4.184841 5013 3
-0.836061 5035 13 4.830549 5025 7
Stem Leaf # Boxplot Normal Probability Plot
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- R . Phenylephrine vs. Placebo
- Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Timé Point, Adjusting for Baseline NAR
Patient Is Random
Study 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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- . . : - Phenylephrine:vs, Placebo R : ) Come
- Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Random

Study 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 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 Random
Study 5: Cintest Study No. 3
Time = 90 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 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 15
Subjects 1
’M Max Obs Per Subject .80
— - - "“Observations Used 30

Observations -Not Used- - 0
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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 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 165.72224239
1 1 165.72224239 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 16.9294

Fit Statistics

-2 Res Log tikelihood 166.7
 AIC (smaller is better) ~  167.7
) o AICC (smaller is better) 167.9

BIC-(smaller is better) 168.4



Appendix 2 14:50 Thursday, December 14, 2006 421
» ) B N 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 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den )
Effect DF DF F value Pr > F
BASELINE 1 27 4,12 0.0522
TREAT 1 27 0.01 0.9218

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -2.9898 1.0624 27 -2.81 0.0090 0.05 -5.1698 -0.8099
TREAT Placebo -3.1388 1.0624 27 -2.95 0.0064 0.05 -5.3187 -0.9588

Differences of Least Squares Means

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

TREAT Drug Placebo 0.1490 1.5026 27 0.10 0.9218 0.05 -2.9342 3.2321

- - SNV S e e e g AR 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 Random
Study §: Cintest Study No. 3
Time = 90 minutes

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

Resid
15 4

o+ A A A A

<10 A

-
i

-7.5 -7.0 -6.5 ©-6.0 » -5;5 -5.0 -4.5 -4.0 -3.5 -3.0 -2.5 -2.0 -1.85 -1.0 -0.5
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Phenylephrine vs...RPlacebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 5: Cintest Study No. 3
Time = 90 minutes

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

Resid
15 l
| A
10 1
A
A
571
A
B
A B
L A B
0 ﬁ D
] A
A B
A A
A
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A A
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Drug:
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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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 4,39758331 Variance 19.338739
Skewness 1.20003156 Kurtosis 2.51264895
Uncorrected SS 270.742345 Corrected SS 270.742345
Coeff variation . Std Error Mean 1.13545113

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.39758
Median -0.24170 Variance 19.33874
Mode . Range 18.41517
Interquartile Range 3.34856

Tests for Location: Mu0=0

Test -Statistic-  ----- p Value------
Student's t t 0 Pr> |t 1.0000
Sign M -2.5 Pr >= |M]  0.3018
Signed Rank S -16 Pr->= |S] 0.3894
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Study 5§: Cintest Study No. 3

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 Random

Time = 90 minutes

Checking Residuals for Study 5 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-8Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.890932
0.230921

W
D
W-Sq  0.144984
A-Sq 0.772456

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 11.250958
99% 11.2509568
95% 11.250958
90% 6.783840
75% Q3 0.994566
50% Median -0.241697
25% Qf -2.353994
10% -4.626097
5% -7.164209
1% -7.164209

0% Min -7.164209

VvV V. V A

0.0693
0.030t
0.0241
0.0362
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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: Cintest Study No. 3
Time = 90 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- sereces-w---Highest----e--non-
Value  PATIENT Obs Value  PATIENT Obs
-7.16421 5013 3 0.0265902 5032 11
-4,62610 5021 5 0.9945660 5043 14
-2.96139 5025 7 2.3216145 5035 13
-2.35399 5015 4 6.7838399 5029 9
-1.40018 5034 12 11.2509583 5027 8
Stem Leaf # Boxplot Normal Probability Plot
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07 t 0 | *tbtd bbbttt
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Appendix 2
______ o Phenylephrine vs. Placebo
s ' Change From Baseline NAR (Nasal Airflow Resistance)
: Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
L Patient Is Random
Study 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

14:50 Thursday, December 14, 2006 427

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 3.64840613 Variance 13.3108673
Skewness -0.1915687 Kurtosis -0.4820015
Uncorrected SS 186.352142 Corrected SS 186.352142
Coeff Variation Std Error Mean 0.94201441

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 3.64841
Median  0.608614 Variance 13.31087
Mode . Range 13.43453
Interquartile Range 5.26172
Tests for Location: MuO=0
Test -Statistic-  ----- p valug------
Student's t t 0 Pr > |t] 1.0000
Sign M 0.5 Pr >= |M} - 1.0000
Signed Rank $ O Pr>=|s| 1.0000 R ) e R
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_ . o . i Phenylephrine..vs. .Placebo s )
ol ) 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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk 0.98284 Pr < W 0.9852
Kolmogorov-Smirnov 0.115368 Pr > D >0.1500

w-sq >0.2500
A-Sq >0.2500

vV V V. A

W
D
Cramer-von Mises W-8q 0.031161 Pr
Anderson-Darling A-8q 0.176588 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 6.417511
99% 6.417511
95% 6.417511
90% 4.016918
75% Q3 2.666567
50% Median 0.608614
25% Q1 -2.595154
10% -4,599849
5% «7.017017

pos o oo 1% ~7.017017
e =y s ' , 0% Min -7.017017

e R e e
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o - : e , . s Phenylephrine vs. Placebo T
o Change From Baseline NAR. (Nasal Airflow Resistance)
e Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
- Patient Is Random
Study 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--------n. «--+------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-7.01702 5043 14 2.21550 5010 2
-4,59985 5027 8 2.66657 5029 9
-3.55319 5032 11 3.39737 5013 3
-2.59515 5034 12 4.01692 5046 15
-2.31580 5022 6 6.41751 5025 7
Stem Leaf # Boxplot Normal Probability Plot
6 4 1 | 7+ *ttit
40 1 | | FRbdtt
2 1274 4 eoonnn + | *okpkphg
0 64 2 LR DL | *kpdt
-0 61 2 | | | HHERL
-2 663 3 L O + | FrpHpk
-4 6 1 | | FHbdxt
-6 0 1 | -7+ S
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Phenylephrine vs. Placébo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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) ) R Phenylephrine vs.. Placebo - ’ ’
- Change From Baseline NAR (Nasal Airflow Resistance)
Y Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
o Patient Is Random
Study 5: Cintest Study No. 3
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 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

Dimensions
Covariance Parameters 2
. Columns in X o 4
Columns in Z 15
Subjects 1
” Max Obs Per Subject 30 B o . e
- Observations Used T 30

Observations Not Used ©0 o : SR
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Phenylephrine vs. Placebo : g 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 5: Cintest Study No. 3
Time = 120 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 166.33888839
1 1 166.33888839 0.00000000

convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 17,3205

JFit Statistics

-2 Res Log Likelihood 166.3
AIC (smaller is better) 168.3 ) [ U S
,,,,, e - T AICC (smaller s better) 168.5

BIC (smaller is-better) 168:.0



Appendix 2
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 5: Cintest Study No. 3
Time = 120 minutes
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The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 27 6.36 0.0179
TREAT 1 27 0.38 0.5444

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -3.4995 1.0746 27 -3.26 0.0030 0.05 -5.7045 -1.2945
TREAT Placebo -4,4326 1.0746 27 -4.12 0.0003 0.05 -6.6375 -2.2276

Differences of Least Squares Means

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

TREAT Drug Placebo 0.9331 1.5199 27 0.61 0.5444 0.05 -2.1855 4.0516
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) } . Phenylephrine..vs..Placebo 3
- Change From Baseline NAR (Nasal Airflow Resistance)
) Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 5: Cintest Study No. 3
Time = 120 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 Random
Study 5: Cintest Study No. 3
Time = 120 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
e Patient Is Random
Study 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean [o] Sum Observations 0
Std Deviation 4.34736104 Variance 18.899548
Skewness 1.34197273 Kurtosis 2.97273462
Uncorrected SS 264.593672 Corrected SS 264.593672

Coeff Variation

Std Error Mean

1.12248379

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.34736
Median -1.04368 Variance 18.89955
Mode . Range 17.95401
Interquartile Range 3.22596

Tests for Location: Mu0=0

Test -Statistic-  ----- p Value------
Student's t  t 0 Pr> |t| 1.0000
Sign M -1.6 - Pp >= |M| 0.6072

Signed Rank = 8§ -14 _Pr >= |S]  0.4543




Phenylephrine vs. Placebo

Appendix 2

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by 8tudy and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 5: Cintest Study No. 3

Time = 120 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Test

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

Tests for Normality

--Statistic---

W
D

W-Sq
A-Sq

0.884496
0.214766
0.133113
0.725823

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1% .

0% Min

Estimate

11.66774
11.66774
11.66774

5.12098

1.19436
-1.04368
-2.03160
-5.40627
-6.28627
-6.28627
-6.28627

vV V.V A

0.0554
0.0620
0.0369
0.0464
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Phenylephrine-ve. Placebo : e : )
Change From Baseline NAR (Nasal Airflow Resistance)
- Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
T : Patient Is Random
Study 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----cvcnnn w-e-e------Highest----------..
Value  PATIENT Obs Value  PATIENT Obs
-6.28627 5013 3 0.202405 5022 6
-5.40627 5021 5 1.194364 5043 . 14
-2.53947 5015 4 3.780611 65035 13
-2.03160 5025 7 5.120976 5029 9
-1.59634 5034 12 11.667737 5027 8
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs., Placebo : L 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 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 sSum Weights 15
Mean [¢] Sum Observations 0
Std Deviation 3.80845303 Variance 14.5043145
Skewness -0.3135587 Kurtosis -0,0365379
Uncorrected SS 203.060403 Corrected SS 203.060403
Coeff Variation Std Error Mean 0.98333834

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 3.80845
Median  -0.08904 Variance 14,50431
Mode . Range 13.83834
Interquartile Range 5.44821
Tests for Location: MuO=0

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

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

- Sign M SN o 1 3 Pr >= |M| 1.0000

Signed Rank s 0 Pr >= |8]  1.0000
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_____ L . Phenylephrine vs. Placebo
= . Change From Baseline NAR (Nasal Airflow Resistance)
) Performing Analysis of Covariance by Study and Time Point, Adjusting for Basellne NAR
. Patient Is Random

Study 5: Cintest Study No. 3

Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.974133 Pr < W 0.9138
Kolmogorov-Smirnov D 0.121155 Pr>D >0.1500
Cramer-von Mises W-8q 0.032661 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.203349 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 6,2665820
99% 6.2665820
95% 6.2665820
90% 4,9252455
75% Q3 2.8713754
50% Median -0.0890426
25% Q1 -2.5768360
10% -5,8702965
5% -7.5717557
1% -7.8717667

0% Min -7.5717557
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- Phenylephrine- vs.: Placebo - ;
. 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 5: Cintest Study No. 3

Time = 120 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-------v-- ~---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-7.57176 5043 14 1.79304 5015 4
-5.87030 5027 8 2.87138 5021 5
-3.04287 5032 11 4.26470 5029 9
-2.57684 5034 12 4.92525 5025 7
-1.11921 5035 13 6.26658 5046 15
Stem Leaf # Boxplot Normal Probability Plot
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4 39 2 | | * kRt
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. Phenylephrine vs, Placebo ) o '
Change From Baseline NAR (Nasal Airflow Resistance)
w Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
T Patient Is Random
Study 5: Cintest Study No. 3

Time = 120 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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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 6: Huntington Study No. 1
Time = 15 minutes
--------- TIME=15 MiNUTES - oo com o re e et e e ittt i s ccmm e caaa

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
Columns in Z 16
Subjects - 1
Max Obs Per Subject - Kra
Observations Used 32

Observatisns Not-Used 0
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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 = 15 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion

0 1 161.84687018
1 1 161.84687018 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm - Estimate
PATIENT 0
Residual 9.,6585

Fit Statistics

e -2 Res Log Liké&Tihood 161.8
— et AIC (smaller is. better) e --163.8
AICC (smaller is better) 164.0

BIC (smaller is better) 164.6
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= : - : Phenylephrine vs, Placebo i 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 6: Huntington Study No. 1
E Time = 15 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 29 3.10 0.0888
TREAT 1 29 0.27 0.6078

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -2.0730 0.7772 29 -2.67 0.0124 0.05 -3.6625 -0.4834
TREAT Placebo -1.5025 0.7772 29 -1,93 0.0630 0.05 -3.0921 0.08701

Differences of Least Squares Means

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

TREAT Drug Placebo -0.5705 1.0995 29 -0.52 0.6078 0.05 -2.8191 1.6782
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Phenylephrine vs. Placebo 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 = 15 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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[ ; Eh : 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 = 15 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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P . ’ : - : Phenylephrine vs. Placebo SRt : wed : -
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Basellne NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 15 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 2.86890677 Variance 8.23062606
Skewness -0.5138764 Kurtosis 0.80396188
Uncorrected SS 123.459391 Corrected S8 123.459391
Coeff Variation Std Error Mean 0.71722669

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.86891
Median 0.164255 Variance 8.23063
Mode Range 11.12908
Interquartile Range 2.56876
Tests for Location: Mu0O=0
Test -Statistic- @ ----- p Value------
Student’'s t  t Pr > {t]  1.0000
Signh '} Pr >= |M| 1.0000°
Signed Bank S.. Pr. 2= _|S| 0.7820
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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 6: Huntington Study No. 1

Patient Is Random

Time = 15 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---

0.946088
0.15526
q 0.059685

w
D
W-
A-8q 0.407736

S
S

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 5,296845
99% 5.296845
95% 5.296845
90% 3.525573
75% Q3 1.553040
50% Median 0.164255
25% Q1 -1,015724
10% -5.494870
5% -5,832239
1% -5.832239

0% Min -5.832239

vV V.V A

D
W-Sq
A-Sq

0.4304
>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 Random

Study 6: Huntington Study No. 1

Time = 15 minutes

Checking Residuals for Study 6 at The Minutes Specified

14:50 Thursday, December 14, 2006 450

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----vvnennn ----------Highest----vu-n--
Value  PATIENT Obs Value  PATIENT Obs
-5,832239 6017 7 1.41349 6048 16
-5.494870 6003 2 1.69259 6026 9
-1.876594 6013 6 2.32030 6005 3
-1.161741 6034 11 3.52557 6023 8
-0.869707 6008 4 5,29685 6046 15
Stem Leaf # Boxplot Normal Probability Plot
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= SR T Phenylephrine’ vs. Placebo o e
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Random

Study 6: Huntington Study No. 1
Time = 15 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 3.23147929 Variance 10.4424584
Skewness 0.03038022 Kurtosis -0.9002573
Uncorrected SS 156.636876 Corrected SS 156.636876
Coeff Variation Std Error Mean 0.80786982

Basic Statistical Measures

Location Variability
Mean 0.000000 S§td Deviation 3.23148
Median 0,283889 Variance 10.44246
Mode . Range 9.60319
Interquartile Range 4.61116
Tests for Location: MuO=0

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

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

- . ) . : -~ Sign M 0 Pr »>= |M| 1.,0000

Signed Rank S 5 Pr.>=_ |S| __0.8209




Pheénylephrine vs. Placebo

Appe

ndix 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 6: Huntington Study No. 1

Time =

16 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
e: Resid

Test

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

variabl

Tests for Normality

--8tatistic---

q

w
D
W-8
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qt
10%

5%

1%

0% Min

0.923807 Pr
0.1535985 Pr
0.045554 Pr
0.396249 Pr

(Definition 5)

Estimate

5.
5.
5.
4.
.701255

0.
-2,
-4,

1

-4

-4,
-4,

109627
109627
109627
958975

283889
909906
437615

. 493565
493565 -

493565

V V. V A

D
W-Sq
A-Sq

0.1942
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo - e e . -
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Tiiie Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 15 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--«-onvv-e ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-4.49357 6041 13 1.62284 6010 5
-4.43762 6031 10 1.77967 6048 16
-4.22012 6040 12 4.27331 6023 8
-4,20839 6046 15 4,95897 6003 2
-1.61143 6017 7 5.10963 6013 6
Stem Leaf # Boxplot Normal Probability Plot
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Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2
Phenylephrine vs. Pl

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

Checking Residuals for Study 6 at The Minutes Specified

Study 6: Huntington Study No. 1

Time = 15 minute

The UNIVARIATE Proce
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 Random
Study 6: Huntington Study No. 1
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 tevel 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
Columns in Z 16
x Subjects L
Observations Used 32

Obsefvations Not Used ’ o
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Pheriylephirine 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 = 30 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 182.55629008
1 2 182.48345273 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 1.3808
Residual 18.3682

Fit Statistics

-2 Res Log Likelihood 182.5
AIC (smaller jis better) .186.5,
AICC (smaller is better) 186.9

BIC (smaller is bétter) 1880 T
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Phenylephrine vs. Placebo - v
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 = 30 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 23.5 2.32 0.1414
TREAT 1 14.9 0.00 0.9689

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -1.5389 1.1114 28.8 -1.38 0.1768 0.05 -3.8126 0.7349
TREAT Placebo -1.4786 1.1114 28.8 -1.33 0.1938 0.05 -3.7524 0.7951

Differences of Least Squares Means

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

TREAT Drug Placebo -0.06021 1.5164 14.9 -0.04 0.9689 0.05 -3.2935 3.1731
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Phenylephrine vs. Placebo : e St
. 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 = 30 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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=== ! Phenylephrine vs. Placebo-- o
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 6: Huntington Study No. 1
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Std Deviation
Skewness
Uncorrected SS
Coeff variation

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 Random

Study 6: Huntington Study No. 1

Time = 30 minutes

Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure

vVariable: Resid
Moments
16 Sum Weights
0 Sum Observations
4,02312883 Variance
0.39717836 Kurtosis
242.,783483 Corrected S8

Std Error Mean

Basic Statistical Measures

16

0
16.1855656
0.40166436
242,783483
1.00578221

Location Variability
Mean 0.00000 Std Deviation 4.02313
Median  -0.33474 Variance 16.18557
Mode . Range 15.46287
Interquartile Range 3.70322
Tests for Location: Mu0=0

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

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

8ign M o] Pr >= |M| 1.0000

_Signed Rank S -6 Pr >= |S]  0.7820
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- . s . 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 6: Huntington Study No, 1
Time = 30 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --8tatistic--- = ----- p vValue------
Shapiro-Wilk 0.963228 Pr W 0.7205
Kolmogorov-Smirnov 0.141945 Pr > D >0,1500

g 0.052903 Pr
q 0.313334 Pr

W-8q >0.2500
A-8q >0.2500

vV V. V A

w
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.532644
99% 8.532644
95% 8.532644
90% 6.195094
75% Q3 1.651494
50% Median -0.334741
25% Q1 -2.051724
10% -6.019822
5% -6.930221

e , ‘ - s 1% -6.93022%
i 0% Min -6.930221
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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 Random

Study 6: Huntington Study No, 1

Time = 30 minutes

Checking Residuals for Study 6 at The Minutes Specified
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The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

PATIENT

6003
6017
6008
6041
6048

Boxplot

Obs

- =

B W h NN

0o p = =

-------- Highest----------
Value  PATIENT Obs
.52700 6005 3
L77599 6044 14
.10839 6034 11
.19509 6046 15
.53264 6023 8
Normal Probability Plot
9+ * bbbt
| * bt
| *dtdd
| ettt
1+ P ]
| * kpkk
| * kit
| +Htt+t
-7+ Lk s s
e L LT T S R A S LT s S

-2 -1 0 +1 +2
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Phenylephrine vs. Placebo- ‘ i 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 6: Huntington Study No. 1
Time = 30 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 4.12835519 Variance 17.0433165
Skewness 0.57176101 Kurtosis 0.84515141
Uncorrected SS 255.649748 Corrected SS 255,649748
Coeff variation ' Std Error Mean 1.0320888

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.12836
Median -0.12569 Variance 17.04332
Mode . Range 16.04894
Interquartile Range 4.00245

Tests for Location: MuO=0

Test -Statistic- = ----- p value------
Student's t  t 0o Pr>|t] 1.0000
Sign [} -1 Pr »= M|~ 0.8036

Signed Rank 8 1 Pr.>=_|8] _0.9799
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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 = 30 minutes
Checking Residuals for Study 6 at The Minutes Specified
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The UNIVARIATE Procedure

Test

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

variabl

e: Resid

Tests for Normality

--Stat

w
D
W-Sq
A-Sq

istic---

0.932969
0.217962
0.090836
0.515965

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

9.230833
9.230833
9.230833
6.998985
1.488198
-0.125692
-2,514256

-5.43

1993

-6.818106
-6.818106
-6.818106

vV V.V A

0.2716
0.0413
0.1397
0.1679
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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 = 30 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
-6.81811 6031 10 1.43657 6001 1
-5.43199 6041 13 1.53983 6003 2
-4.37198 6017 7 1.66948 6044 14
-3.73443 6040 12 6.99898 6008 4
-1.29408 6023 8 9.23083 6013 6
Stem Leaf # Boxplot Normal Probability Plot
8 2 1 0 9+ * bttt
60 1 | | * ottt
4 [ | -
2 | | b
0 84457 5 R 1+ FEREE K Kk
-0 39321 5 L * | K kpkk k
27 1 [ . + | Rt
-4 44 2 | | LR 2
. -6 8 1 | -7+ +XEtt
v i - - . P S : : R e R GEE LR TEL DERL B SRR

-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 = 30 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

S el e S e e s
+
K
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" - ‘ ‘ : :'Phenylephrine vs. Placebo : : .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariarnce by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 6: Huntington Study No. 1
Time = 30 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. 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 = 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

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

16 6001 6003 6005 6008 6010 6013
6017 6023 6026 6031 6034 6040
6041 6044 6046 6048

Dimensions
Covariance Parameters 2
Columng in X 4
Columns in 2 16
Subjects 1 -
Max. Qbs, Per Subject . 2
Observations Used 32

Obsérvations Not Used ) 0
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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 = 45 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 176.80730177
1 2 173.98353974 0.00000024
2 1 173.98352520 0.00000000

Convergence criteria met,

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 6.7893
Residual 9.4527

Fit Statistics

-2 Res Log tikelihood . 174.0

AIC (smaller is better) 178.0
AICC (smaller is better) " 178.4
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Phenylephrine vs., Placebo v
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 = 45 minutes

The Mixed Procedure
Fit Statistics

BIC (smaller is better) 179.5

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 28.4 6.92 0.0136
TREAT 1 14.7 1.04 0.3251

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -0.9168 1.0079 24.6 -0.91 0.3718 0.05 -2.9941 1.1605
TREAT Placebo -2.0250 1.0079 24.6 -2.01 0.0556 0.05 -4.1023 0.05237

Differences of Least Squares Means

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

TREAT... . Drug. .. _Placebo 1.1082 1.0884  14.7 .1.02 ___ Q.83251 . 0.05 21,2160 . 3.4324
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Phenylephrine vs. Placebo c :
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 = 45 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 Random
Study 6: Huntington Study No. 1
Time = 45 minutes

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

Resid
6+ A
A A
4 + A A
2 -+
A
B A
A
Cc
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B A
A
A c
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A
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B
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o : : e o Co : - ‘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 = 45 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 2.88196408 Variance 8.30571697
Skewness 0.76888599 Kurtosis -0.1021666
Uncorrected SS 124,585755 Corrected SS 124,585755
Coeff Variation . Std Error Mean 0.72049102

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 2.88196
Median -0.49318 Variance 8.30572
Mode . Range 9.51499
Interquartile Range 3.17869

Tests for Location: Mu0=0

Test -Statistic- = +---- p value------
3 Student's t t 0 Pr > |t} 1.0000
P : : o e - 8ign M -1 Pr >= {M| - ~0.8036

Signed Rank . § -4 Pr.>=_|S]| . 0,8603
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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 6: Huntington Study No. 1

Patient

Time =

Is Random

45 minutes

Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for

--Stat

]
D

W-Sq
A-Sq

Quantiles
Quantile

100% Max
99%

95%

909%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -----
0.922118 Pr
0.165188 Pr
0.065269 Pr
0.443688 Pr

(Definition 5)
Estimate

5.913473
5.913473
5.913473
4.888655
1.069495
-0.493184
-2.109194
-3.441135
-3.601519
-3.601519
-3.601519

vV V.V A

w
D
W-Sq
A-Sq

0.1824
>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 Random
Study 6: Huntington Study No. 1
Time = 45 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest--v---v-n-- --«-------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-3.60152 6017 7 1.04940 6013 6
-3.44114 6001 1 1.08959 6005 3
-3.24695 6003 2 3.91090 6034 1
-2.29722 6044 14 4,88866 6023 8
-1.92117 6031 10 5.91347 6046 15
Stem Leaf # Boxplot Normal Probability Plot
4 99 2 0 5+ *pbdtrtd
29 1 | | FHER 4+
0 1801 4 Fo-te -t 1+ R KR Kk
-0 95755 5 Keoono * i Kpkpkk ok
-2 6423 4 Feeonn + .3+ * *ppk gk
P T T S e S L e R R L EE EEET -

-2 -1 o] +1 +2
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Phenyleéphrine vs. Placebo G =
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Random
Study 6: Huntington Study No. 1
Time = 45 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 2.14653892 variance 4.,60762932
Skewness 0.74424779 Kurtosis 0.24230364
Uncorrected SS 69.1144398 Corrected SS 69.1144398
Coeff Variation . S$td Error Mean 0.53663473

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.14654
Median 0.076183 Variance 4.60763
Mode Range 7.49712
Interquartile Range 2,67320
Tests for Location: Mu0=0

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

. Student's t  t 6 Pr> |t] 1.0000

" sign M 1 Pr >= |M| - 0.8036

Signed Rank_ .8 . -4 Pr>= |8| 0.8603
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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 6: Huntington Study No. 1
Time = 45 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 0.932888 Pr < W 0.2708
Kolmogorov-Smirnov D 0.149396 Pr>D >0.1500
Cramer-von Mises W-8q 0.054184 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.390971 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 4,6320685
99% 4.6320685
95% 4,6320685
90% 3.8093923
75% Q3 0,9735664
50% Median 0.0761827
25% Q1 -1.6996297
10% -2.7353795
5% -2.8650505
1% -2.86505086

0% Min -2.8650505
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o ’ ‘ 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
o Study 6: Huntington Study No. 1
) Time = 45 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----v---- ce---------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-2.86505 6041 13 0.547174 6026 9
-2.73538 6040 12 1.399959 6044 14
-1.97196 6023 8 1.584743 6001 1
-1.72256 6048 16 3.809392 6013 6
-1.67670 6034 11 4.632069 6008 4
Stem Leaf # Boxplot Normal Probability Plot
46 1 | 4.5+ *bttt
38 1 | | *hbbd
2 | | 4+
1 46 2 eenn- + | Rl
0 014865 5 LR | Npkok gk K
-0 5 1 | | | X+
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-2 970 3 | 2.5+ * *rd
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Pherylephrine 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 = 45 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

|
6 + 0
|
| I
| | |
4+ I I
| | I
| | |
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2 + | |
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Phenyléphrine 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 = 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 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.
Columns in Z 16
Subjects -~ t
Max Obs Per Subject .. . 32
Observations Used 32

Observations Not Used ' o
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Phenylephrine vs. 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 6: Huntington Study No. 1
Time = 60 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 193.77530971
1 1 193.77530971 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 29,0442

-Fit Statistics

S -2 Res Log Likelihood 193.8
- AIC (smaller is better) .. _ 195.8
AICC (smaller is better) 195.9

BIC (smaller 1 betrer) 196.5



Effect

TREAT
TREAT

Effect

TREAT Drug

TREAT

Appendix 2
Phenylephrifié -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 = 60 minutes
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The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF OF F Value Pr > F
BASELINE 1 29 7.01 0.0130
TREAT 1 29 0.64 0.4287
Least Squares Means
Standard
TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
Drug -1.5992 1.3477 29 -1.19 0.2450 0.05 -4,3556 1.1572
Placebo -3.1296 1.3477 29 -2.82 0.0275 0.05 -5.8860 -0.3732
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
Placebo 1.5304 1.9066 29 0.80 0.4287 0.05 -2.3690 5.4298
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: Phenylephiring: 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
Study 6: Huntington Study No. 1
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 Random
Study 6: Huntington Study No. 1
Time = 60 minutes

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

Resid
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A
10 + B
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A
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A
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B
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Phenyleptirine 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 = 60 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 5.8212376 variance 33.8868072
Skewness 0.975769 Kurtosis 0.91221604
Uncorrected SS 508.302108 Corrected SS 508.302108
Coeff variation . Std Error Mean 1.4553094

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 5.82124
Median  -0.10877 Variance 33.88681
Mode . Range 20.91730
Interquartile Range 6.69808

Tests for Location: MuQ=0

Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign- M 0 PP >= |M| 1.0000

.Signed Rank s -7 Pr>= S| 0.7436
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Phenylephiine-vs, Placebo : v 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 = 60 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality
Test --8tatistic--- = ----- p value------
Shapiro-Wilk
Kolmogorov-Smirnov

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

0.9155 Pr < W 0.1427

0.147335 Pr > D >0.1500
Sq 0.060517  Pr > W-Sg >0.2500
Sq 0.43079  Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 14.247491
99% 14,247491
95% 14,247491
90% 7.599583
75% Q3 2.424141
50% Median -0.108766
25% Q1 -4,273935
10% -6.641371
5% -6.669810
1% -6.,669810

0% Min -6.669810
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- Phehylephrine vs. Placebo AR :
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 = 60 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---wv-enn- ---«-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-6.66981 6017 7 2.34266 6034 11
-6.64137 6044 14 2,50562 6013 6
-6.58807 6003 2 6.53875 6026 9
-5.00443 6041 13 7.59958 6023 8
-3.54344 6001 1 14,24749 6046 15
Stem Leaf # Boxplot Normal Probability Plot
14 1 0 12.5+ *hbtbtdt
0 78 2 | | LA S AR S Lo
0 01123 5 LERL TR 2.5+ LAk kAo
-0 4330 4 X ewwn * I FH* R pR R
-0 7775 4 | -7.5+ e
N L T B T S LR TEEEE TR SR

Multiply Stem.Leaf by 10**+1 -2 -1 0 +1 +2
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Phenylephrite 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 = 60 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 4.71860982 Variance 22.2652786
Skewness 0.84520458 Kurtosis 0.79700356
Uncorrected SS 333,97918 Corrected SS 333.97918

Coeff Variation

Std Error Mean

1.17965246

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.71861
Median  -0.43789 Variance 22.26528
Mode . Range 17.14434
Interquartile Range 4.96451

Tests for Location: Mu0=0

Test -Statistic-  ----- p value------
Student's t  t o Pr> |t} 1.0000
 8ign M -1 Pr >= |M}{ 0.8036

Signed Rank $ iz Pr >= |S| _0.6685
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Phenyléphrineé-vs. Placebo R 8
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 = 60 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variabhle: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.920477 Pr < W 0.1717
Kolmogorov-Smirnov D 0.150217 Pr > D >0.1500
Cramer-von Mises W-8Sg 0.072755 Pr > W-8q 0.2439
Anderson-Darling A-8gq 0.510742 Pr > A-Sq 0.1740

Quantiles (Definition 5)

Quantile Estimate
100% Max 9.797377
99% 9.797377
95% 9.797377
90% 9.622384
75% Q3 1.832546
50% Median -0.437886
25% Q1 -3.131969
10% -5,880338
5% -7.346965
1% -7.346965

0% Min -7.346965
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Phenylephrine vs. Placebo - e Tl 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 = 60 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
-7.34697 6046 15 1.61256 6005 3
-5.88034 6003 2 2.05253 6023 8
-3.43875 6040 12 3.37557 6013 6
-3.21910 6041 13 9.,62238 6017 7
-3.04484 6048 16 9.79738 6026 9
Leaf # Boxplot Normal Probability Plot
68 2 0 9+ * o bRt
| +H+t
| e+
14 2 | { LS A
146 3 oot--t 1+ HhrpE ok
854 3 LI * | FEE %
4204 4 [ T + | * kpkgk
9 1 | | Kttt
3. . 1 ) | -7+ * bbbt
B . T < Focoeteceatrccatonetaooctootoonetancntensatennat

-2 1 0 +1 +2
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Phenylephring” vs. Placebo LR
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 = 60 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

|
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“Phenylephrine: vsi Placébo GRS

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

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
€olumns in X 4
Ccolumns in Z 16
Subjects B 1
Max Qbs Per Subject - 32
Observations Used 32

“'Observations Not Used /]
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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

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 194.61131799
1 2 194.23292436 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 4.7784
Residual 25,1872

Fit Statistics

i e : - -2-Res Log Likelihood 194.2
AIC (smaller is better) _ 198.2
AICC (smaller is better) 198.7

U S, B . el TR TP RS PN . “BIG rsm‘a_l,ler‘ is .better)_. - 199.8
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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 = 90 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den .
Effect DF DF F Value Pr > F
BASELINE 1 24.8 22.01 <,0001
TREAT 1 14.8 0.01 0.9243

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -4.1746 1.3690 28.2 -3.05 0.0050 0.05 -6.9782 -1.3711
TREAT Placebo -4.3463 1.3690 28.2 -3.17 0.0036 0.05 -7.1499 -1.5427

Differences of Least Squares Means

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

TREAT Drug Placebo 0.1717 1.7759 14.8 0.10 0.9243 0.05 -3.6179 3.9613
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‘Phenylephirine vs. 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 = 90 minutes

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

Resid
15 +

-10 + A

Pred
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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 = 90 minutes

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

A
B
A
A

A

B

B A

A o

C A

D B

A A
B
A
A

A

| |

I —

u Placebo

_TREAT
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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 = 90 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 4.50030958 Variance 20.2527863
Skewness 0.86808416 Kurtosis 4.03155704
Uncorrected SS 303.791794 Corrected SS 303.791794

Coeff variation

Std Error Mean

Basic Statistical Measures

1.12507739

Location Variability
Mean 0.00000 Std Deviation 4.50031
Median -0.73718 Variance 20,25279
Mode Range 21.86323
Interquartile Range 4,06460
Tests for Location: MuO=0

Test -Statistic-  ----- p valug------

- Student's t  t Pr > [t|  1.0000

= sign M- Pr >= |M| - 0.8036~

_Signed Rank S Pr.>= |S] _ 0.7820
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W s B : - Phenylephrine-vs.-Placebo i 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 6: Huntington Study No. 1
Time = 90 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic--- = ----- p value------
Shapiro-Wilk 0.876105 Pr w 0.0338
Kolmogorov-Smirnov 0,195021 Pr>D 0.0996

W-Sq  0.0366
A-Sq  0.0242

vV V. V A

W
D
Cramer-von Mises W-8q 0.133652 Pr
Anderson-Darling A-8g 0.835134 Pr

Quantiles (Definition 5)

Quantile Estimate

100% Max 12.331881

99% 12.,331881

95% 12.331881

90% 3.632231

75% Q3 1.950852

50% Median -0,737177

25% Q1 -2,113751

10% -2.929730

e e [ 5% -9.531352
s . 1% . -9.631352

0% Min -9.531352
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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 = 90 minutes
Checking Residuals for Study 6 at The Minutes Specified

---------------------------------------------------------------------- TREATEDIUG ~ - == - == - == s == = m = m e mmm e e et m et @ m ottt et e e am e eeaeeaeas

The UNIVARIATE‘Procedure
variable: Resid

Extreme Observations

----------- Lowest----v----- ce---------Highest-----vv---
Value  PATIENT Obs Value  PATIENT Obs
¢ -9.53135 6003 2 1.03327 6008 4
-2.92973 6044 14 2.86844 6048 16
-2.48468 6031 10 2.92762 6041 13
-2.14759 6017 7 3.63223 6023 8
-2.07991 6010 5 12.33188 6026 9
Stem Leaf # Boxplot Normal Probability Plot
12 1 ¢} 12,5+ * ++4+
0 I . bbb+
0 011334 6 +o-t--4 | FkpR R phphg ok
.0 32222111 8 L S, * ] * phpkpRphpkh Kk
-0 | (2 s S e
-1 0 1 0 <125+ +++
P T e R LT S e LT TETEL PR PP

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 = 90 minutes
Checking Residuals for Study 6 at The Minutes Specified
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The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 4.67297498 Variance 21.8366952
Skewness 0.56618466 Kurtosis -0.6229411
Uncorrected SS 327.550428 Corrected SS 327.550428
Coeff variation Std Error Mean 1.16824375

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.67297
Median  -0.62381 variance 21.83670
Mode . Range 16.51327
Interquartile Range 6.36234

Tests for Location: Mu0=0

Test

Student's t

- 8ign

Signed Rapk . .8 ... -7

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

Pr > |t| 1.0000
Pr >= |M| 0.4545
Pro>=_|S| 0.7436

t 0
M -2




