Appendix 2 14:50 Thursday, December 14, 2006 2301
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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.1206

Fit Statistics

-2 Res Log Likelihood 30.0
AIC (smaller is better) 32.0
AICC (smaller is better) 32.3
BIC (smaller is better) 32.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 1.68 0.2157
PATIENT 15 14 0.90 0.5774

TREAT 1 14 7.45 0.0163
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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 = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.5483 0.08742 14 -6.27 <.0001 0.05 -0.7358 -0.3608
TREAT Placebo -0.2087 0.08742 14 -2.39 0.,0317 0.05 -0.3961 -0.02116

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3397 0.1245 14 -2.73 0.0163 0.05 -0.6067 -0.07270
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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 = 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 3: Cintest Study No. 1
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 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 2305

The UNIVARIATE Procedure

variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0,23721856 Variance 0.05627264
Skewness -0.1099655 Kurtosis -0.8555617
Uncorrected SS 0.84408966 Corrected SS 0.84408966
Coeff Variation Std Error Mean 0.05930464

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.23722
Median  0.059434 Variance 0.05627
Mode Range 0.80761
Interquartile Range 0.35755
Tests for Location: Mu0=0

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

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

Sign M 1 Pr >= IM| 0.8036

Signed Rank s -2 Pr >= |8} 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 = 180 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 0.95862 Pr < W 0.6368
Kolmogorov-Smirnov D 0.144754 Pr > D >0.1500
Cramer-von Mises W-Sq 0.054858 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0,303252 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3652727
99% 0.3652727
95% 0.3652727
90% 0,3590773
75% Q3 0.1664703
50% Median 0.0594339
25% Q1 -0.1910791
10% -0.2809913
5% -0.4423379
1% -0.4423379

0% Min -0.4423379
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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 = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest----------- se-sv------Highest----v-v---
Value  PATIENT Obs Value  PATIENT Obs
-0.442338 3026 9 0.164463 3018 7
-0.280991 3039 12 0.168477 3023 8
-0.232605 3001 1 0.245640 3036 11
-0.194928 3005 3 0.359077 3044 14
-0.187230 3003 2 0.365273 3046 15
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 3: Cintest Study No. t
Time = 180 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 0.23721856 Variance 0.05627264
Skewness 0.10996554 Kurtosis -0.8555617
Uncorrected SS 0.84408966 Corrected SS 0.84408966
Coeff Variation . Std Error Mean 0.05930464

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.23722
Median -0.05943 variance 0.05627
Mode . Range 0.80761
Interquartile Range 0.35755
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 2 Pr >= |§]| 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. t
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.95862 Pr < W 0.6368
Kolmogorov-Smirnov 0.144754 Pr > D >0.1500

W-Sq >0.2500

w
D

Cramer-von Mises W-8q 0.054858 Pr
A- A-Sq >0.2500

Anderson-Darling Sq 0.303252 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4423379
99% 0.4423379
95% 0.4423379
90% 0.2809913
75% Q3 0.1910791
50% Median -0.0594339
25% Q1 -0.1664703
10% -0.3590773
5% -0.3652727
1% -0.3652727

0% Min -0.3652727
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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 = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----------- ce---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.365273 3046 15 0.187230 3003 2
-0.359077 3044 14 0.194928 3005 3
-0.245640 3036 11 0.232605 3001 1
-0.168477 3023 8 0.280991 3039 12
-0.164463 3018 7 0.442338 3026 9
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 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

0.2

-0.2

-0.4

-0.6

TREAT Drug Placebo



Appendix 2 14:50 Thursday, December 14, 2006 2312
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 = 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 16 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

Dimensions
Covariance Parameters 1
Columns in X 20
Columns in Z 0
Subjects 1
Max Obs Per Subject 32
Observations Used 32
Observations Not Used 0

Total Observations 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 = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.1450

Fit Statistics

-2 Res Log Likelihood 32.6
AIC (smaller is better) 34.6
AICC (smaller is better) 34.9
BIC (smaller is better) 35.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 8.02 0.0133
PATIENT 15 14 1.78 0.1441

TREAT 1 14 5.76 0.0309
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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 = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -0.3956 0.09587 14 -4.13 0.0010 0.05 -0.6012 -0.1900
TREAT Placebo -0.06800 0.09587 14 -0.71 0.4898 0.05 -0.2736 0.1376

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3276 0.1365 14 -2.40 0.0309 0.05 -0.6204 -0.03484
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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 = 240 minutes
Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.

Resid
0.6 +

0.4 + A A

0.2 + A

0.0 + A A

-0.2 4 A

-0.4 + A A

-0.6 1

Pred



Appendix 2 14:50 Thursday, December 14, 2006 2316
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 = 240 minutes

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

Resid
0.6 +
A
0.4+ A A
B A
B
0.2+ A
B
B
A A
0.0+ A A
A A
B
8
-0.2 1 A
B
A B
-0.4 + A A
A
-0.6 +
! ]
T I
Drug Placebo

TREAT



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 = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 2317

TREAT=Drug

The UNIVARIATE Procedure

variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.26014414 Variance 0.06767497
Skewness 0.47219802 Kurtosis -0.9493422
Uncorrected SS 1.01512459 Corrected SS 1.01512459
Coeff Variation Std Error Mean 0.06503603

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.26014
Median -0.06943 Variance 0.06767
Mode Range 0.83836
Interquartile Range 0.43982
Tests for Location: MuO=0
Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M -1 Pr >= |M]  0.8036
Signed Rank ] -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 = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.937584 Pr w 0.3205
Kolmogorov-Smirnov 0.148254 Pr > D >0.1500

W-8q >0.2500
A-Sq >0.2500

vV V. V A

w
D
Cramer-von Mises W-Sq 0.071646 Pr
Anderson-Darling A-Sq 0.413701 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4579004
99% 0.4579004
95% 0.4579004
90% 0.4083926
75% Q3 0.2435144
50% Median -0.0694329
25% Q1 -0.1963041
10% -0.3019319
5% -0.3804611
1% -0.3804611

0% Min -0.3804611
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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

= 240 minutes

14:50 Thursday, December 14, 2006 2319

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

vari

able: Resid

Extreme Observations

----------- Lowest----v-----.
value PATIENT Obs
-0.380461 3008 4
-0.301932 3005 3
-0.242413 3023 8
-0.228945 3048 16
-0.163663 3036 11
# Boxplot
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Multiply Stem.Leaf by 10**-1

----------- Highest----------
Value  PATIENT Obs
0.199638 3009 5
0.287391 3026 9
0.315294 3018 7
0.408393 3044 14
0.457900 3046 15
Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2320

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 = 240 minutes

Checking Residuals for Study 3 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected SS
Coeff variation

The UNIVARIATE Procedure

Variable: Resid
Moments
16 Sum Weights
0 Sum Observations
0.26014414 Variance
-0.472198 Kurtosis
1.01512459 Corrected SS

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation
Median  0.069433 Variance
Mode Range

Test

Student's t
sign
Signed Rank

Interquartile Range

Tests for Location: Mu0=0

-Statistic-  ----- p Value
t Pr > |t]

M Pr >= |M|

S Pr >= ||

16

0
0.06767497
-0,9493422
1.01512459
0.06503603

.26014
.06767
.83836
.43982

[=IN 2o o)

1.0000

0.8036
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 = 240 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 0.937584 Pr < W 0.3205
Kolmogorov-Smirnov D 0.148254 Pr > D >0,1500
Cramer-von Mises W-8q 0.071646 Pr > W-8q >0.2500
Anderson-Darling A-8q 0.413701 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3804611
99% 0.3804611
95% 0.3804611
90% 0.3019319
75% Q3 0.1963041
50% Median 0.0694329
25% Q1 -0.2435144
10% -0.4083926
5% -0.4579004
1% -0.4579004

0% Min -0.4579004
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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 = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------cv--- -----------Highest---v------
Value  PATIENT Obs Value  PATIENT Obs
-0.457900 3046 15 0.163663 3036 11
-0.408393 3044 14 0.228945 3048 16
-0.315294 3018 7 0.242413 3023 8
-0.287391 3026 9 0.301932 3005 3
-0.199638 3009 S 0.380461 3008 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 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

TREAT Drug Placebo
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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 4: Cintest Study No., 2
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 Model-Based
Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 4001 4003 4007 4010 4012 4017

4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used o]

Total Observations 30
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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 4: Cintest Study No. 2
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.008529

Fit Statistics

-2 Res Log Likelihood -6.9
AIC (smaller is better) -4,9
AICC (smaller is better) -4.5
BIC (smaller is better) -4.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 4,57 0.0521
PATIENT 14 13 3.00 0.0277

TREAT 1 13 0.17 0.6899
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Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2326

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 4: Cintest Study No. 2
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
TREAT Estimate Error DF t Value Pr > |t}
Drug -0.03933 0.02409 13 -1.63 0.1265
Placebo -0.05336 0.02409 13 -2.22 0.0452
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value Pr
Placebo 0.01403 0.03440 13 0.41

> [t

0.6899

-0.
-0.1054

Alpha

0.05

Lower Upper

09136 0.01270

-0.00133

Lower Upper

-0.06028 0.08835
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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 4: Cintest Study No. 2
Time = 15 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 4: Cintest Study No. 2
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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.06292629 Variance 0.00395972
Skewness -1.0744689 Kurtosis 1.54902707
Uncorrected SS 0.05543605 Corrected $S 0.05543605
Coeff Variation . Std Error Mean 0.0162475

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.06293
Median 0.007703 Variance 0.00396
Mode . Range 0.24920
Interquartile Range 0.07541

Tests for Location: Mu0O=0
Test -Statistic-  ----- p Value------
Student's t t

sign
Signed Rank S

o pro> |t 1.0000
2.5 Pr>= M| 0.3018
9 Pr>= S| 0.6387
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Phenylephrine vs.

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

Study 4: Cintest Study No. 2

Patient Is Fi

Time = 15 min

xed

utes

Checking Residuals for Study 4 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Pr
Variable: Re

Tests for Norma
--Statistic-
0.9299

0.1693

W
D

W-Sq 0.0620
A-Sq  0.405

Quantiles (Defini
Quantile

100% Max [}

99% o]

95% 0

90% 0

75% Q3 0

50% Median 0.
25% Q1 -0.
10% -0,
5% -0.
1% -0

0% Min -0.

ocedure
sid

lity

24 Pr
83 Pr
93 Pr
64 Pr

tion §)

Estimate

.09171136
.09171136
.09171136
.05694810
.04406140

00770313
03134467
07013807
15749006

. 15749006

15749006

VvV V.V A

w
D
W-Sq
A-Sq

0.2722
>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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest-----c----- -e---------Highest------0o----
Value  PATIENT Obs Value  PATIENT Obs
-0.1574901 4026 8 0.0410690 4037 13
-0.0701381 4001 1 0.0440614 4034 12
-0.0657426 4030 10 0.0566807 4044 15
-0.0313447 4010 4 0.0569481 4032 11
-0.0241569 4012 5 0.0917114 4027 9
Stem Leaf # Boxplot Normal Probability Plot
0 669 3 | 0.075+ Fredhbdd *
0 0111344 7 +o-t--t | RAIL AR b
-0 32 2 L + | *pkpytd
-0 77 2 | [ FHER
-1 | e
-1 6 1 0 -0,175+++ *
O TET TS T T Sy R L L L E s e ey S e

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



Appendix 2 14:50 Thursday, December 14, 2006 2332
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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.06292629 Variance 0.00395972
Skewness 1.0744689 Kurtosis 1.54902707
Uncorrected SS 0.05543605 Corrected 88 0.05543605
Coeff variation . Std Error Mean 0.0162475

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.06293
Median -0.00770 Variance 0.00396
Mode . Range 0.24920
Interquartile Range 0.07541

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 ) -9 Pr >= |§} 0.6387
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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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.929924 Pr < W 0.2722
Kolmogorov-Smirnov D 0.169383 Pr > D >0.1500
Cramer-von Mises W-8q 0.062093 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.40564 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.15749006
99% 0.15749006
95% 0.15749006
90% 0.07013807
75% Q3 0.03134467
50% Median -0.00770313
25% Q1 -0,04406140
10% -0.05694810
5% -0.09171136
1% -0.09171136

0% Min -0.09171136
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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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- cve--------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.0917114 4027 9 0.0241569 4012 5
-0.0569481 4032 11 0.0313447 4010 4
-0.0566807 4044 15 0.0657426 4030 10
-0.0440614 4034 12 0.0701381 4001 1
-0.0410690 4037 13 0.1574901 4026 8
Stem Leaf # Boxplot Normal Probability Plot
16 1 0 0.175+ * ++
1 | +H+Httd
077 2 | | FrEdR A4
0 23 2 +o-t--4 | +HrbirEE
-0 4431110 7 *ooa * | HAXpREEE Ak
-0 966 3 i -0.075+ * bR
N LTS T S L E L TR ue D e Y TR, T Spupaps

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 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

|
0.2 +
|
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|
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I te---- + ]
| | | AREERE +
0+ [ S S LS
| teeo-- + I ]
[ { PO +
| i |
-0.1 + I
I
I 0
|
-0.2 +
............ B U S

TREAT Drug Placebo
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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 4: Cintest Study No. 2
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 Model-Based

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

15 4001 4003 4007 4010 4012 4017
4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used 0

Total Observations 30
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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 4: Cintest Study No. 2
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.006241

Fit Statistics

-2 Res Log Likelihood -10.9
AIC (smaller is better) -8.9
AICC (smaller is better) -8.6
BIC (smaller is better) -8.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 3.69 0.0771
PATIENT 14 13 2.88 0.0324

TREAT 1 13 1.34 0.2675
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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 4: Cintest Study No. 2
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.05884 0.02060 13 -2.86 0.0135 0.05 -0.1034 -0.01433
TREAT Placebo -0.09293 0.02060 13 -4.51 0.0006 0.05 -0.1374 -0.04842

Differences of Least Squares Means

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

TREAT Drug Placebo 0.03409 0.02943 13 1.16 0.2675 0.05 -0.02949 0.09766
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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 4: Cintest Study No. 2
Time = 30 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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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 4: Cintest Study No. 2
Time = 30 minutes

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

Resid
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A
A
A
A
0.05 + B A
A B
A A
B
A
0.00 +
A
B
A A
B A
-0.05 + A B
A
A
A
A
-0.10 +
| |
T [
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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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations [o}
Std Deviation 0.05383014 Variance 0.00289768
Skewness 0.39676203 Kurtosis -1.0401911
Uncorrected SS 0.04056758 Corrected SS 0.04056758
Coeff Variation . Std Error Mean 0.01389888

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.05383
Median -0.01351 Variance 0.00290
Mode . Range 0.16973
Interquartile Range 0.09381
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M -1.5 Pr >= |M| 0.6072

Signed Rank S -2 Pr >= |8] 0.9341



Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

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 4: Cintest Study No. 2
30 minutes
Checking Residuals for Study 4 at The Minutes Specified

Time =

The UNIVARIATE Procedure
Variable: R

esid

Tests for Normality

--Statistic---

w 0.942453 Pr
D 0.137852 Pr
W-Sq 0.055675 Pr
A-Sg 0.337132 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0
0
0.
0

o]

-0.
-0.
-0.
-0.
-0.

-0

Estimate

,0832733
.0932733
0932733
.0857939
.0482727
0135087
0455345
0606653
0764538
0764538
.0764538

vV V. V A

D
W-Sq
A-Sq

0.4142
>0,1500
>0.2500
>0.2500

14:50 Thursday, December 14, 2006 2342
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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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------c---- s----------Highest--«-c-cc----
Value  PATIENT Obs Value  PATIENT Obs
-0.0764538 4001 1 0.0382786 4003 2
-0.0606653 4039 14 0.0482727 4024 7
-0.0534588 4037 13 0.0516402 4032
-0.0455345 4026 8 0.0857939 4034
-0.0405893 4007 3 0.,0932733 4027 9
Stem Leaf # Boxplot Normal Probability Plot
8 63 2 | 0.09+ * ottt
6 | | ++4
4 82 2 L . + | *pkid
2 58 2 | | | bl ek 5 4
0 |+ | 0.01+ +H+4
-0 45 2 oo * ] U
-2 60 2 I ‘ ' ey 2
-4 361 3 +----- + | ER LS A
-6 61 2 | -0.07+ o
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Multiply Stem.Leaf by 10%*-2 -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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 2344

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations v}
Std Deviation 0.05383014 variance 0.00289768
Skewness -0.396762 Kurtosis -1.0401911
Uncorrected SS 0.04056758 Corrected SS 0.04056758
Coeff Variation Std Error Mean 0.01389888

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.05383
Median  0.013509 Variance 0.00290
Mode Range 0.16973
Interquartile Range 0.09381
Tests for Location: Mu0=0

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

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

Sign M 1.5 Pr >= M} 0.6072

Signed Rank S 2 Pr >= |§} 0.9341
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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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic--- = ----- p value------
Shapiro-Wilk 0.942453 Pr < W 0.4142
Kolmogorov-Smirnov 0.137852 Pr > D >0.1500

q 0.055675 Pr
q 0.337132 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 0.0764538
99% 0.0764538
95% 0.0764538
90% 0.0606653
75% Q3 0,0455345
50% Median 0.0135087
25% Q1 -0.0482727
10% -0.0857939
5% -0.0932733
1% -0.0932733

0% Min -0.0932733
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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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- se---------Highest-----------
value PATIENT Obs Value PATIENT Obs
-0.0932733 4027 9 0.0405893 4007 3
-0.0857939 4034 12 0.0455345 4026 8
-0.0516402 4032 11 0.0534588 4037
-0.0482727 4024 7 0.0606653 4039 14
-0.0382786 4003 2 0.0764538 4001 1
Stem Leaf # Boxplot Normal Probability Plot
6 16 2 | 0.07+ b 2
4 163 3 LS + | *okpRiy
2 06 2 | | [ *kddit
0 54 2 L | * kgt
-0 | | -0.01+ +4+
-2 85 2 | | | R
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Multiply Stem.Leaf by 10**.2 -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 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 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 4: Cintest Study No. 2
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 Model-Based

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 4001 4003 4007 4010 4012 4017

4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used 0

Total Observations 30
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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 4: Cintest Study No. 2
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01629

Fit Statistics

-2 Res Log Likelihood 1.5

AIC (smaller is better) 3.5

AICC (smaller is better) 3.9

BIC (smaller is better) 4.1

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F Value Pr > F
BASELINE 1 13 2.46 0.1406
PATIENT 14 13 1.85 0.1386

TREAT 1 13 0.40 0.5399
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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 4: Cintest Study No. 2
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.1011 0.03328 13 -3.04 0.0095 0.05 -0.1730 -0.02919
TREAT Placebo -0.1310 0.03328 13 -3.94 0.0017 0.05 -0.2029 -0.05912

Differences of Least Squares Means

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

TREAT Drug Placebo 0.02993 0.04754 13 0.63 0.5399 0.05 -0.07277 0.1326



Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2351

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 4: Cintest Study No. 2
Time = 45 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 4: Cintest Study No. 2
Time = 45 minutes

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

vs. Placebo

14:50 Thursday, December 14, 2006 2353

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
Study 4: Cintest
Time = 45

Fixed
Study No. 2
minutes

Checking Residuals for Study 4 at The Minutes Specified

---------------------------------------------------------------------- TREAT=Drug ------------
The UNIVARIATE Procedure
Variable: Resid
Moments

N 15 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.08695654 Variance
Skewness -0.3155159 Kurtosis
Uncorrected SS 0.10586015 Corrected SS

Coeff variation

Basic Statistic

Location
Mean 0.000000 Std Dev
Median 0,015412 varianc
Mode . Range
Interqu

Tests for Locat
Test -Statistic-
Student's t t 0
Sign M 1.5

Signed Rank S -1

Std Error Mean

al Measures
vVariability

iation
e

artile Range

ion: Mu0O=0

Pr > |t|
Pr >= M|
Pr >= |8]

15

0
0.00756144
-0.6599232
0.10586015
0.02245208

.08696
00756
.29124
. 14734

o 0O 0o o

1.0000
0.6072
0.9780
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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 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.957807 Pr < W 0.6543
Kolmogorov-Smirnov D 0.142343 Pr>D >0.1500
Cramer-von Mises W-Sq 0.040472 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.264528 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1433771
99% 0.1433771
95% 0.1433771
90% 0.0907192
75% Q3 0.0696940
50% Median 0.0154125
25% Q1 -0.0776436
10% -0.1442804
5% -0.1478615
1% -0.1478615

0% Min -0.1478615
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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 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

------------ Lowest----------- ce---------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1478615 4037 13 0.0632360 4024 7
-0.1442804 4001 1 0.0696940 4030 10
-0.0923756 4039 14 0.0898637 4027 9
-0.0776436 4010 4 0.0907192 4032 11
-0.0344803 4026 8 0.1433771 4034 12
Stem Leaf # Boxplot Normal Probability Plot
14 1 | 0.125+ Lanssdd
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Multiply Stem.Leaf by 10**-1 -2 -1 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 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 2356

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.08695654 Variance 0.00756144
Skewness 0.31551586 Kurtosis -0.6599232
Uncorrected S$S 0.10586015 Corrected S$S 0.10586015
Coeff Variation Std Error Mean 0.02245208

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.08696
Median -0,01541 Variance 0.00756
Mode Range 0.29124
Interquartile Range 0.14734
Tests for Location: Mu0O=0

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

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

Sign M -1.5 Pr >= [M| 0.6072

Signed Rank S 1 Pr >= |§]| 0.9780



Study 4: Cintest Study No. 2

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

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 = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: R

esid

Tests for Normality

--Statistic---

q

W
D
W-
A-8q

S
S

0.957
0.142
0.040
0.264

807 Pr
343 Pr
472 Pr
528 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qt
10%

5%

1%

0% Min

0
0
0.
0

0.

-0

-0.
-0.

-0
-0
-0

Estimate

.1478615
.1478615
1478615
. 1442804
0776436
.0154125
0696940
0907192
.1433771
. 1433771
.1433771

vV V.V A

W
D
W-Sq
A-Sq

0.6543
>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 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- s--+-e-----Highest-----------
Value PATIENT Obs Value PATIENT Obs
-0.1433771 4034 12 0.0344803 4026 8
-0.0907192 4032 11 0.0776436 4010 4
-0.0898637 4027 9 0.0923756 4039 14
-0.0696940 4030 10 0.1442804 4001 1
-0.0632360 4024 7 0.1478615 4037 13
Stem Leaf # Boxplot Normal Probability Plot
15 1 | 0.175+ +Httd
14 1 | | *ppppk
0 89 2 L + | +rpr
0 23 2 |+ 0.025+ Rk
-0 2221 4 LEETrS * | FET TR
-0 9976 4 Fomnen + | [T IR ey
-1 4 1 ] -0.125+ *hbtbd
B LT LT T S e LTS Ny

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 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

-0.08

-0.15

TREAT Drug Placebo
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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 4: Cintest Study No. 2
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 Model-Based

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

15 4001 4003 4007 4010 4012 4017
4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used 0

Total Observations 30
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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 4: Cintest Study No. 2
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.03035

Fit Statistics

-2 Res Log Likelihood 9.6
AIC (smaller is better) i11.6
AICC (smaller is better) 12.0
BIC (smaller is better) 12.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 1.93 0.1880
PATIENT 14 13 1.39 0.2792

TREAT 1 13 0.41 0.5352
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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 4: Cintest Study No. 2
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -0.1653 0.04544 13 -3.64 0.0030 0.05 -0.2635 -0.06718
TREAT Placebo -0.1240 0.04544 13 -2.73 0.0172 0.05 -0.2222 -0.02584

Differences of Least Squares Means

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

TREAT Drug Placebo -0.04133 0.06489 13 -0.64 0.5352 0.08 -0.1815 0.09886
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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 4: Cintest Study No. 2
Time = 60 minutes

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

Resid
0.2 + A
A
A
A A
A
0.1 ¢ A A
A
A A
A
A A
0.0 + A A
A A
A
A A
A
-0.1 1 A A
A
A A
A
A
-0.2 + A
] | | ] | | | | | | l | | | | i
| I [ i 1 I T 1 l | ! | I | 1 I
-0.55 -0.50 -0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15 -0,10 -0.05 0.00 0.05 0.10 0.15 0.20

Pred
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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 4: Cintest Study No. 2
Time = 60 minutes

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

Resid
0.2+ A
A
A
A A
A
0.1+ B
A
B
A
A A
0.0 + A A
A A
A
B
A
-0.1 ¢ B
A
A A
A
A
-0.2 + A
| :
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 4: Cintest Study No. 2
Time = 60 minutes '
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.11870486 Variance 0.01409084
Skewness -0.1038285 Kurtosis -0.9283614
Uncorrected SS 0.19727183 Corrected SS 0.19727183
Coeff variation . Std Error Mean 0.03064946

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.11870
Median 0.011408 vVariance 0.01409
Mode . Range 0.38700
Interquartile Range 0.21771
Tests for Location: Mu0O=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 0.5 Pr >= |M| 1.0000

Signed Rank S 1 Pr >= |§| 0.9780
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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 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.964862 Pr < W 0.7761
Kolmogorov-Smirnov D 0.102169 Pr > D >0.1500
Cramer-von Mises W-Sq 0.029395 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.204293 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1991941
99% 0.1991941
95% 0.1991941
90% 0.1570078
75% Q3 0.1018331
50% Median 0.0114076
25% Q1 -0.1158727
10% -0.1686077
5% -0.1878097
1% -0.1878097

0% Min -0.1878097
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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 4: Cintest Study No., 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------cn--- se---------Highest------c-c---
Value  PATIENT Obs Value  PATIENT Obs
-0.1878097 4037 13 0.0581513 4027 9
-0.1686077 4044 15 0.1018331 4003 2
-0.1449668 4001 1 0.1040969 4034 12
-0.1158727 4010 4 0.1570078 4030 10
-0.0746985 4039 14 0.1991941 4032 11
# Boxplot Normal Probability Plot
1 ! 0.225+ P
1 ] ] *pptik
2 LR + | * kgt
2 | | | * kit
2 Footoox 0.025+ *pxpt
2 I l et
1 | | e
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2 | -0.175+ (ST
B L E L DU T Py L T S e e e e T

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 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.11870486 Variance 0.01409084
Skewness 0.1038285 Kurtosis -0.9283614
Uncorrected S8 0.19727183 Corrected SS 0.19727183
Coeff Variation . Std Error Mean 0.03064946

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.11870
Median -0.01141 Variance 0.01409
Mode . Range 0.38700
Interquartile Range 0.21771
Tests for Location: Mu0=0

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

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

Sign M -0.5 Pr >= |M| 1.0000

Signed Rank S -1 Pr >= |8§] 0.9780
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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 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.964862 Pr < W 0.7761
Kolmogorov-Smirnov D 0.102169 Pr>D >0.1500
Cramer-von Mises W-Sq 0.029395 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.204293 Pr > A-Sqg >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1878097
99% 0.1878097
95% 0.1878097
90% 0.1686077
75% Q3 0.1158727
50% Median -0.0114076
25% Q1 -0.1018331
10% -0.1570078
5% -0.1991941
1% -0.1991941

0% Min -0.1991941
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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 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- -----------Highest------c-u--
Value  PATIENT Obs Value  PATIENT Obs
-0.1991941 4032 11 0.0746985 4039 14
-0.1570078 4030 10 0.1158727 4010 4
-0.1040969 4034 12 0.1449668 4001 1
-0.1018331 4003 2 0.1686077 4044 15
-0.0581513 4027 9 0.1878097 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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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 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

I
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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 4: Cintest Study No. 2
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 Model -Based

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 4001 4003 4007 4010 4012 4017

4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used o

Total Observations 30
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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 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.04787

Fit Statistics

-2 Res Log Likelihood 15.6
AIC (smaller is better) 17.6
AICC (smaller is better) 17.9
BIC (smaller is better) 18.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASEL INE 1 13 1.20 0.2941
PATIENT 14 13 0.63 0.8030

TREAT 1 13 0.23 0.6405
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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 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.1611 0.05707 13 -2.82 0.0144 0.05 -0.2844 -0.03785
TREAT Placebo -0.2001 0.05707 13 -3.51 0.0039 0.05 -0.3234 -0.07681

Differences of Least Squares Means

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

TREAT Drug Placebo 0.03897 0.08150 13 0.48 0.6405 0.05 -0.1371 0.2150
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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 4: Cintest Study No. 2
Time = 90 minutes

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

Resid
0.3 +

0.2 + A A

-0.3 4
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-0.55 -0.50 -0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15 -0.10 -0.05 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 4: Cintest Study No. 2
Time = 90 minutes

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

Resid
0.3 +
A
0.2+ A A
A
8 8
A A
0.1+ A A
B
0.0+ A A
B
-0.1 + A A
A A
B 8
A
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A
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Drug Placebo
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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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.1490888 Variance 0.02222747
Skewness -0.2113001 Kurtosis -1.5104337
Uncorrected SS 0.31118458 Corrected SS 0.31118458
Coeff Variation Std Error Mean 0.03849456

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.14909
Median  0.024342 Variance 0.02223
Mode Range 0.44747
Interquartile Range 0.28645
Tests for Location: Mu0=0

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

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

Sign M 1.5 Pr >= M| 0.6072

Signed Rank S 1 Pr >= |S| 0.9780
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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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.915743 Pr < W 0.1658
Kolmogorov-Smirnov D 0.163219 Pr > D >0,1500
Cramer-von Mises W-Sq 0.089412 Pr > W-Sq 0.1446
Anderson-Darling A-8q 0.532518 Pr > A-Sq 0.1475

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2057936
99% 0.2057936
95% 0.2057936
90% 0.1714405
75% Q3 0.1398774
50% Median 0.0243425
25% Q1 -0.1465758
10% -0.1958624
5% -0.2416719
1% -0.2416719

0% Min -0.2416719
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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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----c------ c-e-e------Highest-«--------
Value  PATIENT Obs Value  PATIENT Obs
-0.241672 4037 13 0.133436 4017 6
-0.195862 4001 1 0.139877 4007
-0.150140 4039 14 0.142103 4032
-0.146576 4010 4 0.171441 4030 10
-0.130196 4044 15 0.205794 4003 2
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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 2380

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.1490888 Variance 0.02222747
Skewness 0.21130014 Kurtosis -1.5104337
Uncorrected SS 0.31118458 Corrected SS 0.31118458
Coeff variation Std Error Mean 0.03849456

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.14909
Median -0.02434 Variance 0.02223
Mode Range 0.44747
Interquartile Range 0.28645
Tests for Location: Mu0=0

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

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

Sign M -1.5 Pr >= |M] 0.6072

Signed Rank S -1 Pr >= |§| 0.9780
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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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.915743 Pr < W 0.1658
Kolmogorov-Smirnov D 0.163219 Pr > 0D >0.1500
Cramer-von Mises W-Sq 0.089412 Pr > W-Sq 0.1446
Anderson-Darling A-Sq 0.532518 Pr > A-Sq 0.1475

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2416719
99% 0.2416719
95% 0.2416719
90% 0.1958624
75% Q3 0.1465758
50% Median -0.0243425
25% Q1 -0.1398774
10% -0.1714405
5% -0.2057936
1% -0.2057936

0% Min -0.2057936
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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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----e-uun-- cee--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.205794 4003 2 0.130196 4044 15
-0.171441 4030 10 0.146576 4010 4
-0.142103 4032 11 0.150140 4039 14
-0.139877 4007 3 0.195862 4001 1
-0.133436 4017 6 0.241672 4037 13
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 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 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 4: Cintest Study No. 2
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 Model-Based

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

15 4001 4003 4007 4010 4012 4017
4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used 0

Total Observations 30
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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 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.08210

Fit Statistics

-2 Res Log Likelihood 22.6
AIC (smaller is better) 24.6
AICC (smaller is better) 24.9
BIC (smaller is better) 25.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 0.01 0.9265
PATIENT 14 13 0.60 0.8204

TREAT 1 13 0.36 0.5606
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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 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -0.2333 0.07473 13 -3.12 0.0081 0.05 -0.3948 -0.07190
TREAT Placebo -0.2971 0.07473 13 -3.98 0.0016 0.05 -0.4588 -0.1356

Differences of Least Squares Means

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

TREAT Drug Placebo 0.06375 0.1067 13 0.60 0.5606 0.05 -0.1668 0.2943
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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 4: Cintest Study No. 2
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 4: Cintest Study No. 2
Time = 120 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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations v}
Std Deviation 0.19523768 Variance 0.03811775
Skewness -0.1273186 Kurtosis -0.4889674
Uncorrected S8 0.53364853 Corrected SS 0.53364853
Coeff Variation . Std Error Mean 0.05041015

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.19524
Median 0.002524 Variance 0.03812
Mode . Range 0.69276
Interquartile Range 0.29258
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

Signed Rank S 3 Pr >= |S| 0.8904
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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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic--- = ----- p vValue------
Shapiro-wilk
Kolmogorov-Smirnov

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

0.978596 Pr < W 0.9590
0.111595 Pr > D >0,1500
Sq 0.027058 Pr > W-8q >0.2500
Sq 0.168962 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.32088462
99% 0.32088462
95% 0.32088462
90% 0.25503717
75% Q3 0.15292651
50% Median 0.00252362
25% 1 -0.13964879
10% -0.23693968
5% -0.37187100
1% -0.37187100

0% Min -0.37187100
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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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -+---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.371871 4037 13 0.100477 4034 12
-0.236940 4010 4 0.152927 4032 11
-0.208043 4001 1 0.235126 4003 2
-0.139649 4039 14 0.255037 4007 3
-0.131842 4012 5 0.320885 4017 6
Stem Leaf # Boxplot Normal Probability Plot
32 1 ] 0.35+ +Et
2 46 2 ! I MR A
105 2 L + | *pktbd
0 014 3 L [ *pkkpd
-0 30 2 | | | Aadehd
-1 43 2 +o-en- + | LA s Al 3
-2 41 2 | | L2250 2
37 1 | -0.35+ PR
FEE TETET Uy Sy T L L IT T Ju i Y T

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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.19523768 Variance 0.03811775
Skewness 0.12731863 Kurtosis -0.4889674
Uncorrected SS 0.53364853 Corrected SS 0.53364853
Coeff Variation . Std Error Mean 0.05041015

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.19524
Median -0.00252 Variance 0.03812
Mode . Range 0.69276
Interquartile Range 0.29258
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

Signed Rank S -3 Pr>= |S| 0.8904
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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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk w 0.978596 Pr < W 0.9590
Kolmogorov-Smirnov D 0.111595 Pr > D >0.1500
Cramer-von Mises W-Sq 0.027058 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.168962 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.37187100
99% 0.37187100
95% 0.37187100
90% 0.23693968
75% Q3 0.13964879
50% Median -0.00252362
25% Q1 -0.15292651
10% -0,25503717
5% -0.32088462
1% -0.32088462

0% Min -0.32088462
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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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----------- ce---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.320885 4017 6 0.131842 4012 5
-0.255037 4007 3 0.139649 4039 14
-0.235126 4003 2 0.208043 4001 1
-0.152927 4032 11 0.236940 4010 4
-0.100477 4034 12 0.371871 4037 13
Stem Leaf # Boxplot Normal Probability Plot
37 1 | 0.35+ +rH+d
2 14 2 | | *oxtt
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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 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 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 4: Cintest Study No. 2
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 Values
TREAT 2 Drug Placebo
PATIENT 15 4001 4003 4007 4010 4012 4017

4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 1
Columns in X 19
Columns in Z 0
Subjects 1
Max Obs Per Subject 30
Observations Used 30
Observations Not Used 0

Total Observations 30
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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 4: Cintest Study No., 2
Time = 180 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.1385

Fit Statistics

-2 Res Log Likelihood 29.4
AIC (smaller is better) 31.4
AICC (smaller is better) 31.7
BIC (smaller is better) 31.9

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 0.06 0.8132
PATIENT 14 13 0.40 0.9492

TREAT 1 13 0.23 0.6394
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TREAT

TREAT
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Phenylephrine vs. Placebo
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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 4: Cintest Study No. 2
Time = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
TREAT Estimate Error DF t Value Pr > |t]|
Drug -0.3103 0.09705 13 -3.20 0.0070
Placebo -0.3768 0.09705 13 -3.88 0.0019
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value
Placebo 0.06649 0.1386 13 0.48

Alpha

0.05
0.05

Pr > |t]

0.6394

Lower Upper

-0.5200
-0.5864

-0.1006
-0.1671

Alpha Lower Upper

0.05 -0.2330 0.3659
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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 4: Cintest Study No. 2
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 4: Cintest Study No. 2
Time = 180 minutes

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