Appendix 2 14:50 Thursday, December 14, 2006 2201
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk w 0.96676 Pr < W 0.8593
Kolmogorov-Smirnov p 0.124047 Pr > D >0.1500
Cramer-von Mises W-8q 0.021302 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.171376 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.057291528
99% 0.057291528
95% 0.057291528
90% 0.052333111
75% Q3 0,039940948
50% Median -0.000961732
25% Q1 -0,021468188
10% -0.062118153
5% -0.080240888
1% -0.080240888

0% Min -0.080240888
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----c-vn-nn- ces---------Highest--«--------
Value PATIENT Obs Value PATIENT Obs
-0.08024089 2007 3 0.00700101 2012 4
-0.04399542 2023 9 0.01696889 2020 7
-0.02146819 2021 8 0.03994095 2005 2
-0.01394810 2024 10 0.04737469 2001 1
-0.00892447 2014 5 0.05729153 2018 6
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Appendix 2 14:50 Thursday, December 14, 2006 2204
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable LNCHANGE
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 Vvalues
TREAT 2 Drug Placebo
PATIENT 10 2001 2005 2007 2012 2014 2018

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20



Appendix 2 14:50 Thursday, December 14, 2006 2205
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.001792

Fit Statistics

-2 Res Log Likelihood -17.2
AIC (smaller is better) -15.2
AICC (smaller is better) -14.5
BIC (smaller is better) -15.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 1.22 0.3010
PATIENT 9 8 1.10 0.4518

TREAT 1 8 24.84 0.0011
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.08864 0.01352 8 -6.56 0.0002 0.05 -0.1198 -0.05747
TREAT Placebo 0.007557 0.01352 8 0.56 0.5914 0.05 -0.02362 0.03873

Differences of Least Squares Means

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

TREAT Drug Placebo -0.08620 0.01930 8 -4,98 0.0011 0.05 -0.1407 -0.05169
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Appendix 2 14:50 Thursday, December 14, 2006 2207
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 180 minutes

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

Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

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

The UNIVARIATE Procedure

14:50 Thursday, December 14, 2006 2209

Variable: Resid
Moments
N 10 Sum Weights 10
Mean 0 Sum Observations o}
Std Deviation 0.02822255 variance 0.00079651
Skewness 0.49346616 Kurtosis -0.217381
Uncorrected SS 0.00716861 Corrected SS 0.00716861
Coeff Variation Std Error Mean 0.00892475

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.02822
Median -0.00413 Variance 0.0007965
Mode Range 0.09356
Interquartile Range 0.03875
Tests for Locationi Mu0=0
Test -Statistic- @ ----- p value------
Student's t t o] Pr > |t 1.0000
Sign M -1 Pr >= |M| 0.7539
Signed Rank S -1.5 Pr >= |§] 0.9219
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p valug------
Shapiro-Wilk 0.96637 Pr < W 0.8553
Kolmogorov-Smirnov 0.179732 Pr > D >0.1500

q 0.04108 Pr
q 0.231771 Pr

W-Sq >0.2500
A-8q >0.2500

VvV V. V A

w
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.05129178
99% 0.05129178
95% 0.05129178
90% 0.04171056
75% Q3 0.02274938
50% Median -0.00413162
25% 1 -0.01600320
10% -0.03371886
5% -0.04227240
1% -0.04227240

0% Min -0.04227240
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----cev-cno-o s-s---------Highest----------.-
Value PATIENT Obs Value PATIENT Obs
-0.04227240 2012 4 -0.000773676 2008 2
-0.02516532 2014 ) 0.001434416 2021 8
-0.01600320 2018 6 0.022749384 2023 9
-0.01590076 2024 10 0.03212933t 2001 1
-0.00748956 2020 7 0.051291779 2007 3
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs, Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

variable: Resid
Moments
N 10 Sum Weights 10
Mean 0 Sum Observations o]
Std Deviation 0.02822255 Variance 0.00079651
Skewness -0.4934662 Kurtosis -0.217381
Uncorrected SS 0.00716861 Corrected SS 0.00716861
Coeff Variation Std Error Mean 0.00892475

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.02822
Median  0.004132 Variance 0.0007965
Mode Range 0.09356
Interquartile Range 0.03875
Tests for Location: Mu0O=0
Test -Statistic-  ----- p vValue------
Student's t t 0 Pr > |t 1.0000
Sign M 1 Pr >= |M| 0.7539
Signed Rank S 5 Pr >= 8] 0.9219
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5§
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p Value------
Shapiro-Wilk w 0.96637 Pr < W 0.8553
Kolmogorov-Smirnov D 0.179732 Pr > D >0.1500
Cramer-von Mises W-Sq 0.04108 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.231771 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.04227240
99% 0.04227240
95% 0.04227240
90% 0.03371886
75% Q3 0.01600320
50% Median 0.00413162
25% Q1 -0.02274938
10% -0.04171056
5% -0.05129178
1% -0.05129178

0% Min -0.05129178
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------- Lowest-------c---- sese--------Highest-----------
Value PATIENT Obs value PATIENT Obs
-0.051291779 2007 3 0.00748956 2020 7
-0.032129331 2001 1 0.01590076 2024 10
-0.022749384 2023 9 0.01600320 2018 6
-0.001434416 2021 8 0.02516532 2014 5
0.000773676 2005 2 0.04227240 2012 4
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 240 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 10 2001 2005 2007 2012 2014 2018

2020 202t 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.004873

Fit Statistics

-2 Res Log Likelihood -9.2

AIC (smaller is better) -7.2

AICC (smaller is better) -6.5

BIC (smaller is better) -7.1

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F Value Pr > F
BASELINE 1 8 0.12 0.7392
PATIENT 9 8 0.41 0.8982

TREAT 1 8 0.83 0.3887
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Phenylephrine vs., Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.03064 0.02229 8 -1.37 0.2065 0.05 -0.08205 0.02076
TREAT Placebo -0.00164 0.02229 8 -0.07 0.9433 0.05 -0.05304 0.04977

Differences of Least Squares Means

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

TREAT Drug Placebo -0.02901 0.03183 8 -0.91 0.3887 0.05 -0.1024 0.04438
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 240 minutes

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

Resid
0.10 + A

-0.05 + A

-0.10 + A

] T
-0.08 -0.06 -0.04 -0.02 0.00 0.02 0.04 0.06 0.08 0.10

Pred



Appendix 2 14:50 Thursday, December 14, 2006 2220
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

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

Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

14:50 Thursday, December 14, 2006 2221

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.04653621 Variance 0.00216562
Skewness 1.17765065 Kurtosis 1.87117883
Uncorrected SS 0.01949057 Corrected SS 0.01949057
Coeff Vvariation Std Error Mean 0.01471604

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.04654
Median -0.00676 Variance 0.00217
Mode Range 0.16433
Interquartile Range 0.03683
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t 1.0000
sign M -1 Pr >= |M| 0.7539
Signed Rank S -4.5 Pr >= |§] 0.6953
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5

Time = 240 minutes

Checking Residuals for Study 2 at The Minutes Specified

Test

Shapiro-Wwilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.91748
0.191117

w
D
W-Sq 0.068007
A-Sq 0.407205

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.10269522
99% 0.10269522
95% 0.10269522
90% 0.07432963
75% Q3 0.01286297
50% Median -0.00675787
25% Q1 -0,02396908
10% -0.05097945
5% -0.06163498
1% -0.06163498

0% Min -0.06163498

vV V. V A

w
D
W-Sq
A-Sq

0.3364
>0.1500
>0.2500
>0.2500

14:50 Thursday, December 14, 2006 2222
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. §
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----c-ca-nn- ------------Highest-----------
Value  PATIENT Obs Value PATIENT Obs
-0.06163498 2014 5 -0.00672928 2021 8
-0,04032393 2012 4 0.00183771 2018 6
-0.02396908 2024 10 0.01286297 2007 3
-0.02391623 2023 9 0.04596405 2005 2
-0.00678645 2020 7 0.10269522 2001 1
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.04653621 variance
Skewness -1.1776506 Kurtosis
Uncorrected SS 0.01949057 Corrected S8

Coeff Variation

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation
Median  0.006758 Variance
Mode . Range
Interquartile Range
Tests for Location: Mu0=0
Test -Statistic-  ----- p Value
Student's t t Pr > |t|
sign M Pr >= |M|
Signed Rank S Pr >= |8}

O O OO

10

[¢]
0.00216562
1.87117883
0.01949057
0.01471604

.04654
.00217
.16433
.03683

1.0000
0.7539
0.6953
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wwilk W 0.91748 Pr < W 0.3364
Kolmogorov-Smirnov D 0.191117 . Pr > D >0,1500
Cramer-von Mises W-Sq 0.068007 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.407205 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.06163498
99% 0.06163498
95% 0.06163498
90% 0.05097945
75% Q3 0.02396908
50% Median 0.00675787
25% Q1 -0.01286297
10% -0.07432963
5% -0.10269522
1% -0.10269522

0% Min -0.,10269522
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest-------cn--- se--s-------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.10269522 2001 1 0.00678645 2020 7
-0.04596405 2005 2 0.02391623 2023 9
-0.01286297 2007 3 0.02396908 2024 10
-0.00183771 2018 6 0.04032393 2012 4
0.00672928 2021 8 0.06163498 2014 5
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01733

Fit Statistics

-2 Res Log Likelihood 2.8

AIC (smaller is better) 4.8

AICC (smaller is better) 5.2

BIC (smaller is better) 5.5

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F value Pr > F
BASELINE 1 14 0.50 0.4921
PATIENT 15 14 0.46 0.9260

TREAT 1 14 0.07 0.7965
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -0.05738 0.03314 14 -1.73 0.1054 0.05 -0.1285 0.01370
TREAT Placebo -0.04497 0.03314 14 -1.36 0.1963 0.05 -0.1161 0.02611

Differences of Least Squares Means

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

TREAT Drug Placebo -0.01240 0.04719 14 -0.26 0.7965 0.05 -0.1136 0.08881
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

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

Resid
0.2 +

0.1 + A

l | | | | | ) | I | | ] |
1 ! I 1 I | ] | | | 1 | 1
-0.200 -0.175 -0.150 -0.125 -0.100 -0.075 -0.050 -0.025 0.000 0.025 0.050 0.075 0.100
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. t
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o]
Std Deviation 0.08993097 vVariance 0.00808758
Skewness -0.5879079 Kurtosis -0.4655151
Uncorrected SS 0.1213137 Corrected SS 0.1213137
Coeff Variation . Std Error Mean 0.02248274

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.08993
Median  0,022252 Variance 0.00809
Mode . Range 0.30782
Interquartile Range 0.14321
Tests for Location: Mu0O=0

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

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

Sign M 1 Pr >= |[M| 0.8036

Signed Rank S 1 Pr >= |S] 0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.94934 Pr < W 0.4793
Kolmogorov-Smirnov D 0.146196 Pr > D >0.1500
Cramer-von Mises W-Sq 0.047932 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.306858 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1207019
99% 0.1207019
95% 0.1207019
90% 0.1071047
75% Q3 0.0782090
50% Median 0.0222520
25% Qt -0,0650056
10% -0.1323736
5% -0.1871182
1% -0.1871182

0% Min -0.1871182
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- cce-c------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1871182 3003 2 0.0769147 3046 15
-0.1323736 3032 10 0,0795032 3048 16
-0.0894289 3039 12 0.0834034 3044 14
-0.0844358 3026 9 0.1071047 3008 4
-0.0455754 3015 6 0,1207019 3018 7
Stem Leaf # Boxplot Normal Probability Plot
112 2 | 0.125+ +ri4td ¥
0 5888 4 L T + | * kpkgpky
0 233 3 LA | gk kgt
-0 33 2 | | -0.025+ *prpd
-0 985 3 deavunn + | FRFT e
-1 3 1 | ] +++*+
19 1 | -0.175+  ++++*+
PR R L SR EERE RIS o LEEREE PP EA LR EEE TEPEY SRPPL FPRERE SEEEL DRI PISN REE

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.08993097 variance 0.00808758
Skewness 0.58790794 Kurtosis -0.4655151
Uncorrected SS 0.1213137 Corrected SS 0.1213137
Coeff Variation Std Error Mean 0.02248274

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.08993
Median -0.02225 Variance 0.00809
Mode Range 0.30782
Interquartile Range 0.14321
Tests for Location: Mu0=0

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

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

Sign M -1 Pr >= M| 0.8036

Signed Rank S -1 Pr >= |8} 0.9799
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 2237

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk w 0.94934 Pr < W 0.4793
Kolmogorov-Smirnov D 0.146196 Pr > D >0.1500
Cramer-von Mises W-Sq 0.047932 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.306858 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1871182
99% 0.1871182
95% 0.1871182
90% 0.1323736
75% Q3 0.0650056
50% Median -0,0222520
25% Q1 -0.0782090
10% -0.1071047
5% -0.1207019
1% -0.1207019
0% Min -0.1207019
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

------------ Lowest----------- cs---«~---.Highest----ccev-vn
Value  PATIENT Obs Value  PATIENT Obs
-0.1207019 3018 7 0.0455754 3015 6
-0.1071047 3008 4 0.0844358 3026 9
-0.0834034 3044 14 0.0894289 3039 12
-0.0795032 3048 16 0.1323736 3032 10
-0.0769147 3046 15 0.1871182 3003 2
Stem Leaf # Boxplot Normal Probability Plot
19 1 [ 0.175+ Hrbb
13 1 | | +rt
0 589 3 - + | R
0 33 2 |+ | 0.025+ L ek el
.0 332 3 * .. * | FH4hk *
-0 8885 4 Heenen + | Rk b A
-1 21 2 | -0.125+ * tiir4
I L e e

Multiply Stem.lLeaf by 10**-1 -2 -1 0 +1 +2



Appendix 2 14:50 Thursday, December 14, 2006 2239
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32

14:50 Thursday, December 14, 2006 2240
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.02271

Fit Statistics

-2 Res Log Likelihood 6.6
AIC (smaller is better) 8.6
AICC (smaller is better) 8.9
BIC (smaller is better) 9.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 1.07 0.3183
PATIENT 15 14 0.56 0.8588

TREAT 1 14 2.31 0.1506



Appendix 2 14:850 Thursday, December 14, 2006 2242
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -0.1277 0.03794 14 -3.37 0.0046 0.05 -0.2091 -0.04634
TREAT Placebo -0.04557 0.03794 14 -1.20 0.2497 0.05 -0.1269 0.03581

Differences of Least Squares Means

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

TREAT Drug Placebo -0.08215 0.05403 14 -1.52 0.1506 0.05 -0.1980 0.03372
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.10295522 Variance 0.01059978
Skewness -0.454483 Kurtosis -1.3282517
Uncorrected SS 0.15899665 Corrected SS 0.15899665
Coeff Variation Std Error Mean 0.0257388

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.10296
Median  0.035778 Variance 0.01060
Mode Range 0.29159
Interquartile Range 0.17831
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 Pr >= |§] 0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.894622 Pr < W 0.0660
Kolmogorov-Smirnov D 0.193673 Pr > D 0.1058
Cramer-von Mises W-Sq 0.106274 Pr > W-Sq 0.0873
Anderson-Darling A-8q 0.630476 Pr > A-Sq 0.0857

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1217680
99% 0.1217680
95% 0.1217680
90% 0.1213469
75% Q3 0.0871417
50% Median 0.0357777
25% M1 -0.0911668
10% -0.1665012
5% -0.1698201
1% -0.1698201

0% Min -0.1698201
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------c-n-- ces--------Highest----------.
Value  PATIENT Obs Value PATIENT Obs
-0.1698201 3005 3 0.0850591 3048 16
-0.1665012 3026 9 0.0892244 3046 15
-0.1216392 3003 2 0.0969253 3023 8
-0.1070147 3032 10 0.1213469 3041 13
-0.0753188 3001 1 0.1217680 3018 7
Stem Leaf # Boxplot Normal Probability Plot
1 022 3 | 0.125+ x4+ *
0 7799 4 LEERE + | * okpapapx
0 34 2 LT . | *pkbit
-0 4 1 | | -0.025+ *pry
-0 85 2 LR + | tHErE
-1 21 2 | | Fhtr *
177 2 | -0.175+ +rbbt ¥
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 2248

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.10295522 Variance 0.01059978
Skewness 0.45448302 Kurtosis -1.3282517
Uncorrected SS 0.15899665 Corrected SS 0.15899665
Coeff Vvariation Std Error Mean 0.0257388

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.10296
Median -0.03578 Variance 0.01060
Mode Range 0.29159
Interquartile Range 0.17831
Tests for Location: Mu0=0

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

Student's t t Pr > |t] 1.0000

sign M Pr >= |M| 0.8036

Signed Rank S Pr >= |§] 0.9799



Study 3: Cintest Study No. 1
Time =

Appendix 2
Phenylephrine vs, Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed

30 minutes

Checking Residuals for Study 3 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic---

W 0.894622 Pr
D 0.193673 Pr
W-Sq 0.106274 Pr
A-Sq 0.630476 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

. 1698201
. 1698201
. 1698201
. 1665012
0.0911668
-0.0357777
-0.0871417
-0.1213469
-0.1217680
-0.1217680
-0.1217680

vV V.V A

0.0660
0.1088
0.0873
0.0857
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. {1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest-------c--- “-e--c-----Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1217680 3018 7 0.0753188 3001 1
-0.1213469 3041 13 0.1070147 3032 10
-0.0969253 3023 8 0.1216392 3003 2
-0.0892244 3046 15 0.1665012 3026 9
-0.0850591 3048 16 0.1698201 3005 3
Stem Leaf # Boxplot Normal Probability Plot
177 2 | 0.175+ * opddrd
112 2 | | * gttt
0 58 2 tenn-- + | +hedd
04 1 |+ | 0.025+ X
-0 43 2 [ REp— * | PR Y
-0 9977 4 Fewon- + ] Rpkphph ok
-1 220 3 ] -0.125+ bkt
B T SR L T T s

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK., ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.03829

Fit Statistics

-2 Res Log Likelihood 13.9
AIC (smaller is better) 15.9
AICC (smaller is better) 16.3
BIC (smaller is better) 16.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 0.04 0.8496
PATIENT 15 14 0.68 0.7678

TREAT 1 14 1.44 0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. t
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.1776 0.04926 14 -3.61 0.0029 0.05 -0.2832 -0.07195
TREAT Placebo -0.09343 0.04926 14 -1.90 0.0787 0.08 -0.1991 0.01222

Differences of Least Squares Means

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

TREAT Drug Placebo -0.08417 0.07014 14 -1.20 0.2500 0.08 -0.2346 0.06627
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N ) 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.13366667 Variance 0.01786678
Skewness -0.3059758 Kurtosis -1.588114
Uncorrected SS 0.26800169 Corrected SS 0.26800169
Coeff Variation . Std Error Mean 0.03341667

Basic Statistical Measures

Location vVariability
Mean 0.000000 Std Deviation 0.13367
Median  0.012262 Variance 0.01787
Mode . Range 0.37173
Interquartile Range 0.24798
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M 0 Pr >= |M]  1.0000

Signed Rank S -1 Pr >= |S8] 0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic---  ----- p value------
Shapiro-Wilk 0.877477 Pr < W 0.0355
Kolmogorov-Smirnov 0.196334 Pr > D 0.0960
:

W

D
Cramer-von Mises W-8q 0.120008 Pr > W-Sq 0.0551
Anderson-Darling A-Sq 0.75983 Pr > A-Sq 0.0396

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1586001
99% 0.1586001
95% 0.1586001
90% 0.1345962
75% Q3 0.1277816
50% Median 0.0122619
25% Qt -0.1201956
10% -0.1862704
5% -0.2131288
1% -0.2131288

0% Min -0.2131288
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------nn--- se----s-.--Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.2131288 3003 2 0.123386 3023 8
-0.1862704 3032 10 0.132178 3046 15
-0.1671289 3026 9 0.134583 3018 7
-0.1493464 3001 1 0.134596 3009 5
-0.0910448 3005 3 0.158600 3044 14
Stem Leaf # Boxplot Normal Probability Plot
16 1 | 0.175+ +++ *
1 22333 5 LARE R + | ¥k kpkg x
0 59 2 | I | * tatt
0 LS T | +H+t
-0 43 2 [ | -0.025+ +x
-0 98 2 | | | HrE*
-1 LR + | +++*
-1 975 3 | | e %
-2 1 1 | -0.225+ i
R LT TR IESr R T L T T e e

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o]
Std Deviation 0.13366667 Variance 0.01786678
Skewness 0.30597582 Kurtosis -1.588114
Uncorrected SS 0.26800169 Corrected SS 0.26800169
Coeff Variation . Std Error Mean 0.03341667

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.13367
Median -0.01226 vVariance 0.01787
Mode . Range 0.37173
Interquartile Range 0.24798
Tests for Location: Mu0=0

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

Student's t t 0 Pr > jt| 1.0000

§ign M 0 Pr >= |M] 1.0000

Signed Rank S 1 Pr >= |§] 0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = --.-- p value------
Shapiro-wilk w 0.877477 Pr < W 0.0355
Kolmogorov-Smirnov D 0.196334 Pr > D 0.0960
Cramer-von Mises W-8Sq 0.120008 Pr > W-8Sq 0.0551
Anderson-Darling A-8q 0.75983 Pr > A-Sq 0.0396

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2131288
99% 0.2131288
95% 0.2131288
90% 0.1862704
75% Q3 0.1201956
50% Median -0.0122619
25% Q1 -0.1277816
10% -0.1345962
5% -0.1586001
1% -0.1586001

0% Min -0.1586001
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -----------Highest-----------
Value PATIENT Obs Value PATIENT Obs
-0.158600 3044 14 0.0910448 3005 3
-0.134596 3009 5 0.1493464 3001 1
-0.134583 3018 7 0.1671289 3026 9
-0.132178 3046 15 0.1862704 3032 10
-0.123386 3023 8 0.2131288 3003 2
Stem Leaf # Boxplot Normal Probability Plot
21 1 | 0.225+ +He*
1 579 3 ] | R AL
1 LEERER + | * bt
0 89 2 | | | kg
0 34 2 |+ 0.025+ +rr4
-0 oo, * | +++
-0 95 2 | | | P
-1 33322 5 toenenn + | X pRpk ko
-1 6 1 | -0.175+ * +++
P T 3 L S

Multiply Stem.Leaf by 10**-1 -2 -1 0 + +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

- 0.3
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Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK.,ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in 2

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.07127

Fit Statistics

-2 Res Log Likelihood 22.6
AIC (smaller is better) 24.6
AICC (smaller is better) 25.0
BIC (smaller is better) 25.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 0.66 0.4300
PATIENT 15 14 0.78 0.6789

TREAT 1 14 1.96 0.1829
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -0.3018 0.06721 14 -4.49 0.0005 0.05 -0.4460 -0.1877
TREAT Placebo -0.1677 0.06721 14 -2.50 0.0257 0.05 -0.3119 -0.02357

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1341 0.098570 14 -1.40 0.1829 0.05 -0.3394 0.07115
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

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

Resid
0.4 1
A
A A A
A A
0.2 +
A
A A
A A A
A
A
0.0 + A A A A
A
A
A A A
A A
A
-0.2 +
A A
A A A
A

-0.4 +

| | | | | ! | | ) | | | ! | |

| ] ¥ I T ! l l f 1 i | T I ]

-0.55 -0.50 -0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15 -0.10 -0.08 0.00 0.05 0.10 0.15
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

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

Resid
0.4 1
A
A B
A A
0.2
A
A A
B A
A
A
0.0+ B B
A
A
A B
A A
A
-0.2 +
A A
B A
A
-0.4 1
| :
Drug Placebo

TREAT
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 0.18237021 Variance 0.03325889
Skewness 0.04960126 Kurtosis -1.0088585
Uncorrected SS 0.49888341 Corrected S$S 0.49888341
Coeff variation . Std Error Mean 0.04559255

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.18237
Median -0.00255 Variance 0.03326
Mode . Range 0.56863
Interquartile Range 0.24963
Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t} 1.0000
Sign M 0 Pr >= |M] 1.0000

Signed Rank S -2 Pr >= |§] 0.9399



Study 3: Cintest Study No. 1

Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline 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 3 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.95616
0.108937

w
D
W-Sq 0.026074
A-Sq 0.212267

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.29097244
99% 0.29097244
95% 0.29097244
90% 0.27329051
75% Q3 0.11335676
50% Median -0.00255451
25% Q1 -0.13627797
10% -0.25646074
5% -0.27766052
1% -0.27766052

0% Min -0.27766052

VvV V.V A

D
W-Sq
A-Sq

0.5930
>0.1500
>0,2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--------u-- ----------.Highest-----------
vValue  PATIENT Obs Value  PATIENT Obs
-0.277661 3001 1 0.0993222 3048 16
-0.256461 3026 9 0.1273913 3046 15
-0.232114 3032 10 0.2284603 3044 14
-0.152302 3003 2 0.2732905 3018 7
-0.120254 3005 3 0.2909724 3041 13
Stem Leaf # Boxplot Normal Probability Plot
2 379 3 | 0.25+ Fpbrpid *
1 03 2 +----- + I PRy
0 189 3 I+ | SRR
-0 41 2 * ... * l Py
-1 520 3 toome- + | PR N ]
-2 863 3 ] -0.25+ LIRS N
D LT TN R 3 LR R Lk T T s TITIND e R S S

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.18237021 variance 0.03325889
Skewness -0.0496013 Kurtosis -1.0088585
Uncorrected SS 0.49888341 Corrected SS 0.49888341

Coeff Variation . §td Error Mean 0.04559255

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.18237
Median 0.002555 Variance 0.03326
Mode . Range 0.56863
Interquartile Range 0.24963
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 0 Pr >= |M]  1.0000

Signed Rank S 2 Pr >= |S| 0.9399
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.95616 Pr < W 0.5930
Kolmogorov-Smirnov 0.108937 Pr > D >0.1500

q 0.026074 Pr > W-Sq >0.2500

w
D
Cramer-von Mises W-
A-Sq 0.212267 Pr > A-Sq >0.2500

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.27766052
99% 0.27766052
95% 0.27766052
90% 0.25646074
75% Q3 0.13627797
50% Median 0.00255451
25% Q1 -0.11335676
10% -0.27329051
5% -0.29097244
1% -0.29097244

0% Min -0.29097244
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------o-nrun -----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.2909724 3041 13 0.120254 3005 3
-0.2732905 3018 7 0.152302 3003 2
-0.2284603 3044 14 0.232114 3032 10
-0.1273913 3046 15 0.256461 3026 9
-0.0993222 3048 16 0.277661 3001 1
Stem Leaf # Boxplot Normal Probability Plot
2 368 3 [ 0.25+ RR Al 2L
1 025 3 teoenn + | * kpkig
0 14 2 L - | FrEpb4
-0 981 3 ] | | Hprpar
-1 30 2 eeenn + | ++5+4
-2 973 3 | -0.25+ *opphpr
R T T T TP L T T T e i TR

Multiply Stem.Leaf by 10**-1 -2 -1 0 + +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

-0.2



Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes

-------------------------------------------------------------------- TIME=G0 MinUtes - -cvvccnnnonr ittt r it caeecaa
The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.07692

Fit Statistics

-2 Res Log Likelihood 23.7
AIC (smaller is better) 25.7
AICC (smaller is better) 26.0
BIC (smaller is better) 26.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 0.48 0.4981
PATIENT 15 14 1.05 0.4658

TREAT 1 14 5.98 0.0283
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.4272 0.06982 14 -6.12 <.0001 0.05 -0.5769 -0.2775
TREAT Placebo -0.1840 0.06982 14 -2.64 0.0196 0.05 -0.3337 -0.03426

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2432 0.09942 14 -2.45 0.0283 0.05 -0.4564 ~0.02996



Resid
0.4

0.2

0.0
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes

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

Pred

0.0 0.1 0.2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes

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

Resid
0.4 +
A
B
B A
0.2 +
A A
B B
A A
A
0.0+ A A
A
A A
B B
A A
-0.2 +
A B
B
A
-0.4 1
’ |
brug Placebo

TREAT
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.18945849 Variance 0.03589452
Skewness 0.10763589 Kurtosis -1.231676
Uncorrected S$S 0.5384178 Corrected SS 0.5384178
Coeff variation . Std Error Mean 0.04736462

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.18946
Median -0.01032 variance 0.03589
Mode . Range 0.59390
Interquartile Range 0.30181

Tests for Location: Mu0=0

Test -Statistic- @ ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M 4] Pr >= |M] 1.0000

Signed Rank S -1 Pr >= |S| 0.9799



Study 3: Cintest Study No. 1

Appendix 2
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed

Time =

90 mi

nutes

Checking Residuals for Study 3 at The Minutes Specified

Test --Statistic---
Shapiro-Wilk W 0.949
Kolmogorov-Smirnov D 0.124
Cramer-von Mises W-Sq 0.042
Anderson-Darling A-Sg 0.280

The UNIVARIATE Procedure
variable: R

esid

Tests for Normality

679 Pr
405 Pr
386 Pr
914 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

o]
0.
0
0

0.
-0,
-0,
-0.
-0.
-0.
-0.

Estimate

.3256854
3256854
. 3256854
.2286269
1506579
0103237
1511567
2636670
2682136
2682136
2682136

D
W-8q
A-Sq

0.4846
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----c---n-- c-e-v---.--Highest-----c----
Value  PATIENT Obs Value  PATIENT Obs
-0.268214 3026 9 0.126670 3041 13
-0.263667 3005 3 0.174646 3009 5
-0.222820 3036 11 0.228384 3048 16
-0.167145 3001 1 0.228627 3044 14
-0.135169 3032 10 0.325685 3018 7
Stem Leaf # Boxplot Normal Probability Plot
33 1 ] 0.35+ Rk ad
2 33 2 | ] *ppktt
1 237 3 Hooonn + | * gkt
0 08 2 |+ | 0.05+ +EF bt
-0 82 2 *_ Lo * l FRRE 2
-1 743 3 L . + | R4 x
-2 762 3 | -0.25+ L S e
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Multiply Stem.Leaf by 10**.1 -2 -1 ] +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.18945849 Variance 0.03589452
Skewness -0.1076359 Kurtosis -1.231676
Uncorrected S$S 0.5384178 Corrected SS 0.5384178
Coeff Variation . std Error Mean 0.04736462

Basic Statistical Measures

Location Variability
Mean 0.,000000 Std Deviation 0.18946
Median  0.010324 Variance 0.03589
Mode . Range 0.58390
Interquartile Range 0.30181

Tests for Location: Mu0=0

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

Signed Rank S 1 Pr >= |§| 0.9799



Study 3: Cintest Study No. 1

Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Time = 90 minutes

Checking Residuals for Study 3 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.949679
0.124405

w
D
W-Sq 0.042386
A-Sq 0.280914

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2682136
99% 0.2682136
95% 0.2682136
90% 0.2636670
75% Q3 0.1511567
50% Median 0.0103237
25% Q1 -0.1506579
10% -0.2286269
5% -0.3256854
1% -0.3256854

0% Min -0.3256854

D
W-Sqg
A-Sq

0.4846
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 90 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.325685 3018 7 0.135169 3032 10
-0.228627 3044 14 0.167145 3001 1
-0.228384 3048 16 0.222820 3036 11
-0.174646 3009 5 0.263667 3005 3
-0.126670 3041 13 0.268214 3026 9
Stem Leaf # Boxplot Normal Probability Plot
2 267 3 | 0.25+ bkt e &
1 347 3 L + | * okpkid
0 28 2 LT | +EE b4
-0 80 2 | | -0.05+ LA S e
-1 732 3 teonnn + | g *
-2 33 2 | | R
-3 3 1 | -0.35+ +Htr44
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Multiply Stem.lLeaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. t
Time = 90 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.09800

Fit Statistics

-2 Res Log Likelihood 27.1
AIC (smaller is better) 29.1
AICC (smaller is better) 29.4
BIC (smaller is better) 29.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr>F
BASELINE 1 14 1.35 0.2644
PATIENT 15 14 1.12 0.4198

TREAT 1 14 3.30 0.0908
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Phenylephrine vs., Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.5083 0.07881 14 -6.45 <,0001 0.05 -0.6773 -0.3393
TREAT Placebo -0.3045 0.07881 14 -3.86 0.0017 0.05 -0.4735 -0.1354

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2038 0.1122 14 -1.82 0.0908 0.05 -0.4445 0.03686
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed )
Study 3: Cintest Study No. 1
Time = 120 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes

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

Resid
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A
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.21384906 vVariance 0.04573142
Skewness -0.0706146 Kurtosis 0.88260912
Uncorrected SS 0.6859713 Corrected SS 0.6859713
Coeff variation . Std Error Mean 0.05346226

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.21385
Median -0.00078 Variance 0.04573
Mode . Range 0.91056
Interquartile Range 0.280562
Tests for Location: Mu0O=0

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

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

Sign M 0 Pr >= |M] 1.0000

Signed Rank ] -3 Pr >= |S] 0.8999



Study 3: Cintest Study No. 1

Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Time = 120 minutes

Checking Residuals for Study 3 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirn
Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.981612
0.100974

W
0

W-Sq  0,02592
A-Sq 0.197579

ov

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.445920147
99% 0.445920147
95% 0.445920147
90% 0.256413229
75% Q3 0.126092113
50% Median -0.000784725
25% Q1 -0.154432096
10% -0.209632015
5% -0.464641862
1% -0.464641862

0% Min -0.464641862

vV V. V A

w
D
W-Sq
A-Sq

0.9751
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--v-cvcvn-- ce-e-----.-Highest----------
vValue  PATIENT Obs Value  PATIENT Obs
-0.464642 3026 9 0.117742 3009 5
-0.209632 3039 12 0.134442 3023 8
-0.191267 3001 1 0.163178 3036 11
-0.173358 3005 3 0.256413 3048 16
-0.135506 3008 4 0.445920 3044 14
Stem Leaf # Boxplot Normal Probability Plot
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-0 974631 6 LEERE * | bR b A0 A0 A
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o}
Std Deviation 0.21384906 Variance 0.04573142
Skewness 0.07061465 Kurtosis 0.88260912
Uncorrected SS 0.6859713 Corrected SS 0.6859713
Coeff variation . Std Error Mean 0.05346226

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.21385
Median  0.000785 Variance 0.04573
Mode . Range 0.91056
Interquartile Range 0.28052
Tests for Location: Mu0=0

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

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

Sign M ] Pr >= |M|  1.0000

Signed Rank S 3 Pr >= |8§] 0.8999



Study 3: Cintest Study No. 1

Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Time = 120 minutes

Checking Residuals for Study 3 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirn
Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

variable: Resid

Tests for Normality
--Statistic---
0.981612
0.100974

w
D
W-8q 0.02592
A-Sq 0.197579

ov

Pr
Pr
Pr
Pr

Quantiles (Definition §)

Quantile Estimate
100% Max 0.464641862
99% 0.464641862
95% 0.464641862
90% 0.209632015
75% Q3 0.154432096
50% Median 0.000784725
25% Q1 -0.126092113
10% -0.256413229
5% -0.445920147
1% -0.445920147

0% Min -0.445920147

V V. V A

D
W-8q
A-Sq

0.9751
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----n--unen meese------Highest----enon--
Value  PATIENT Obs Value  PATIENT Obs
-0.445920 3044 14 0.135506 3008 4
-0.256413 3048 16 0.173358 3005 3
-0.163178 3036 11 0.191267 3001 1
-0.134442 3023 8 0.209632 3039 12
-0.117742 3009 5 0.464642 3026 9
Stem Leaf # Boxplot . Normal Probability Plot
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Multiply Stem.Leaf by 10**-1 -2 -1 0 + +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Appendix 2

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039

3041 3044 3046

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

3048

20

32
32

32
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