Appendix 2 14:50 Thursday, December 14, 2006 100t
Phenylephrine vs. Placebo .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

TREAT Drug Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 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 2 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
Change From Baseline NAR (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 28.1242

Fit Statistics

-2 Res Log Likelihood 98.4
AIC (smaller is better) 100.4
AICC (smaller is better) 100.8
BIC (smaller is better) 101.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 2.48 0.1393
PATIENT 14 13 0.40 0.9491

TREAT 1 13 0.18 0.6784
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Phenylephrine vs. Placebo

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

Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t|
TREAT Drug -3.6185 1.3831 13 -2.62 0.0213
TREAT Placebo -4.4562 1.3831 13 -3.22 0.0067
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value
TREAT Drug Placebo 0.8377 1.9754 13 0.42

Alpha

0.05
0.05

Pr > |t|

0.6784

14:50 Thursday, December 14, 2006 1004

Lower Upper

-0.6304
-1.4682

-6.6066
-7.4443

Alpha Lower Upper

0.05 -3.4299 5.1054
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 90 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 90 minutes

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

Change From Baseline NAR (Nasal Airflow Resistance)

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

Study 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1007

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 3.61354043 Variance 13.0576745
Skewness -0.0540712 Kurtosis -1.2458243
Uncorrected SS 182.807442 Corrected SS 182.807442
Coeff Variation Std Error Mean 0.93301213

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation .61354
Median  0.552534 Variance .05767
Mode Range .47455
Interquartile Range .14728
Tests for Location: MuO=0

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

Student's t t Pr > |t| 1.0000

Sign M Pr >= |M| 1.0000

Signed Rank S Pr >= |§| 0.9780
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 4: Cintest Study No. 2

Patient

Time =

Is Fixed

90 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl

Tests for

--Stat

W
D

W-Sq
A-Sq

Quantiles

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid

Normality

istic---  -----

0.953883 Pr
0.131454 Pr
0.043989 Pr
0.277801 Pr

(Definition 5)
Estimate

.813670
.813670
.813670
.315330
636330
.552534
-3.510954
-4,917231
-5.660878
-5.660878
-5.660878

o WwaHsE O U0

vV V. V A

W
D
W-Sq
A-Sq

0.5875
>0.1500
>0.2500
>0.2500

14:50 Thursday, December 14, 2006 1008
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 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---------- ----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-5.66088 4037 13 2.48680 4030 10
-4,91723 4001 1 3.63633 4032 11
-3.70973 4024 7 3.67202 4007 3
-3.51095 4010 4 4.31533 4003 2
-2.65095 4044 15 5.81367 4017 6
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

Study 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1010

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations o}
Std Deviation 3.61354043 Variance 13.0576745
Skewness 0.05407117 Kurtosis -1.2458243
Uncorrected SS 182.807442 Corrected SS 182.807442
Coeff variation Std Error Mean 0.93301213

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation .61354
Median -0.55253 Variance 3.05767
Mode Range . 47455
Interquartile Range .14728
Tests for Location: Mu0=0

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

Student's t t Pr > |t| 1.0000

sign M Pr >= |M|  1.0000

Signed Rank S Pr >= |§]| 0.9780



Appendix 2 14:50 Thursday, December 14, 2006 1011
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 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 vValue------
Shapiro-Wilk w 0.953883 Pr < W 0.5875
Kolmogorov-Smirnov ] 0.131454 Pr > D >0.1500
Cramer-von Mises W-Sq 0.043989 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.277801 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 5.660878
99% 5.660878
95% 5.660878
90% 4,917231
75% Q3 3.510954
50% Median -0.552534
25% Qf -3.636330
10% -4,315330
5% -5.813670
1% -5.813670

0% Min -5.813670



Appendix 2 14:50 Thursday, December 14, 2006 1012
Phenylephrine vs., Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 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---------- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-5.81367 4017 6 2.65095 4044 15
-4.31633 4003 2 3.51095 4010 4
-3.67202 4007 3 3.70973 4024 7
-3.63633 4032 11 4,91723 4001 1
-2.48680 4030 10 5.66088 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2 14:50 Thursday, December 14, 2006 1013
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 90 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

TREAT Drug Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 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
Change From Baseline NAR (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 51.7784

Fit Statistics

-2 Res Log Likelihood 106.4
AIC (smaller is better) 108.4
AICC (smaller is better) 108.7
BIC (smaller is better) 108.9

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 0.41 0.5329
PATIENT 14 13 0.27 0.9889

TREAT 1 13 0.17 0.6882



Appendix 2 14:50 Thursday, December 14, 2006 1016
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 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 -5.2006 1.8767 13 -2.77 0.0159 0.05 -9,2550 -1.1463
TREAT Placebo -6.3008 1.8767 13 -3.36 0.0051 0.05 -10.3552 -2.2464

Differences of Least Squares Means

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

TREAT Drug Placebo 1.1002 2.6804 13 0.41 0.6882 0.05 -4.6904 6.8908
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 120 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 1018
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 120 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1019

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 4,90305549 Variance 24,0399531
Skewness 0.62801575 Kurtosis 1.1384886
Uncorrected SS 336.559343 Corrected SS 336.559343
Coeff Variation Std Error Mean 1.26596348

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 4.90306
Median -0.26717 Variance 24.03995
Mode Range 19.88362
Interquartile Range 6.99921
Tests for Location: Mu0=0

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

Student's t t 0 Pr > jti 1.0000

Sign M -0.5 Pr >= |M|  1.0000

Signed Rank S -6 Pr >= |§] 0.7615



Appendix 2

Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 4: Cintest Study No. 2

Time = 120 minutes

Checking Residuals for Study 4 at The Minutes Specified

Test

Shapiro-Wilk

The UNIVARIATE Procedure

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

w 0.959413

Kolmogorov-Smirnov D 0.152984

Cramer-von Mises
Anderson-Darling

W-Sq 0.048983
A-Sq  0.29975

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 11.598639
99% 11.598639
95% 11,598639
90% 4,901957
75% Q3 3.551438
50% Median -0.267165
25% Q1 -3.447775
10% -5.438269
5% -8.284976
1% -8,284976

0% Min -8.284976

V V.V A

w
D
W-sq
A-Sq

0.6822
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 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-e-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-8.28498 4037 13 1.10784 4034 i2
-5.43827 4001 1 3.55144 4032 11
-5.27767 4010 4 4.62494 4003 2
-3.44778 4012 5 4.90196 4007 3
-1.88248 4039 14 11.59864 4017 6
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

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

14:50 Thursday, December 14, 2006 1022

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations o]
Std Deviation 4.90305549 Variance 24,0399531
Skewness -0.6280158 Kurtosis 1.1384886
uncorrected SS 336.559343 Corrected S$S 336.559343
Coeff Variation Std Error Mean 1.26596348

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 4.90306
Median 0.267165 Variance 24.03995
Mode Range 19.88362
Interquartile Range 6.99921
Tests for Location: Mu0=0

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

Student's t t Pr > |t 1.0000

Sign M Pr >= |M|  1.0000

Signed Rank S Pr >= |§]| 0.7615
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 120 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-wilk 0.959413 Pr < W 0.6822
Kolmogorov-Smirnov 0.152984 Pr > D >0.1500

W-Sq >0.2500

w
D

Cramer-von Mises W-Sq 0.048983 Pr
A- A-Sq >0.2500

Anderson-Darling Sq 0.29975 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.284976
99% 8.284976
95% 8.284976
90% 5.438269
75% Q3 3.447775
50% Median 0.267165
25% Q1 -3.551438
10% -4,901957
5% -11.598639
1% -11.598639

0% Min -11.598639



Appendix 2 14:50 Thursday, December 14, 2006 1024
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 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-------v--- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-11.59864 4017 6 1.88248 4039 14
-4.90196 4007 3 3.44778 4012 5
-4.62494 4003 2 5.27767 4010
-3.55144 4032 11 5.43827 4001 1
-1.10784 4034 12 8.28498 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 120 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

-10
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels values
TREAT 2 Drug Placebo
PATIENT 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
Change From Baseline NAR (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 77.8550

Fit Statistics

-2 Res Log Likelihood 111.7
AIC (smaller is better) 113.7
AICC (smaller is better) 114.0
BIC (smaller is better) 114.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 0.31 0.5851
PATIENT 14 13 0.28 0.9876

TREAT 1 13 0.04 0.8450



Appendix 2
Phenylephrine vs. Placebo

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

Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t}
TREAT Drug -6.7496 2.3013 13 -2.93 0.0116
TREAT Placebo -7.4052 2.3013 13 -3.22 0.0067
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value
TREAT Drug Placebo 0.6556 3.2867 13 0.20

Alpha

0.08
0.05

Pr > |t}

0.8450

Alpha

0.05 -6.4450

14:50 Thursday, December 14, 2006 1028

Lower Upper

-11.7212
-12.3767

-1.7780
-2.4336

Lower Upper

7.7562
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 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
Change From Baseline NAR (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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Appendix 2
Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

Study 4: Cintest Study No. 2
Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1031

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 6.01223437 Variance 36.1469621
Skewness 0.49204813 Kurtosis 0.17561967
Uncorrected SS 506.057469 Corrected S$S 506.057469
Coeff Variation Std Error Mean 1.55235224

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 6.01223
Median -0.12072 Variance 36.14696
Mode Range 21,05033
Interquartile Range 10.95808
Tests for Location: MuO=0

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

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

Sign M -0.5 Pr >= |M|  1.0000

Signed Rank S -2 Pr >= |§] 0.9341
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wwilk w 0.94137 Pr < W 0.3999
Kolmogorov-Smirnov D 0.13829 Pr >0 >0.1500
Cramer-von Mises W-Sq 0.040598 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.31758 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 13.239722
99% 13.239722
95% 13.239722
90% 7.380218
75% Q3 4,139630
50% Median -0.120719
25% Q1 -6.818452
10% -7.689520
5% -7.810606
1% -7.810606

0% Min -7.810606
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 180 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
-7.81061 4037 13 2.36844 4034 12
-7.68952 4001 1 4.13963 4007 3
-7.27318 4012 5 5.11122 4032 11
-6.81845 4010 4 7.38022 4003 2
-2.17518 4039 14 13.23972 4017 6
Stem Leaf # Boxplot Normal Probability Plot
13 1 ! 12.5+ *ttttbttt
0 57 2 | | *ppdp bt
0 0124 4 ookt 2.5+ FR kR Ry
-0 2110 4 oo * l Fhhphhp
-0 8877 4 teeo-- + -7.5+ *pphpRpdE K
B LR T Ts P R L TR T e e e ST T RS Ty

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



Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1034

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 6.01223437 variance 36.1469621
Skewness -0.4920481 Kurtosis 0.17561967
Uncorrected SS 506.057469 Corrected SS 506.057469

Coeff Variation

Std Error Mean

Basic Statistical Measures

1.55235224

Location Variability
Mean 0.000000 Std Deviation .01223
Median  0.120719 Variance .14696
Mode Range .05033
Interquartile Range 95808
Tests for Location: Mu0=0Q

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

Student's t t Pr > |t 1.0000

Sign M Pr >= |M| 1.0000

Signed Rank S Pr >= |§] 0.9341



Appendix 2
Phenylephrine vs.

Placebo

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

Study 4: Cintest Study No. 2

Test --Statistic--- = -----
Shapiro-wilk w 0.94137 Pr
Kolmogorov-Smirnov D 0.13829 Pr

Cramer-von Mises
Anderson-Darling

Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

W-8q 0.040598 Pr
A-Sq 0.31758 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.810606
99% 7.810606
95% 7.810606
90% 7.689520
75% Q3 6.818452
50% Median 0.120719
25% Q1 -4.139630
10% -7.380218
5% -13.239722
1% -13.239722
0% Min -13.239722

vV V. V A

w
D
W-8q
A-Sq

0.399%
>0.1500
>0,2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -e--------Highest----------
Value PATIENT Obs Value PATIENT Obs
-13.23972 4017 6 2.17518 4039 14
-7.38022 4003 2 6.81845 4010 4
-5.11122 4032 1t 7.27318 4012 5
-4,13963 4007 3 7.68952 4001 1
-2.36844 4034 12 7.81061 4037 13
Stem Leaf # Boxplot Normal Probability Plot
0 7788 4 L I + 7.5+ L R ey
0 0112 4 LA S | Npkk kg
-0 4210 4 Foooan + .2.5+ e
-0 75 2 | | e R
13 1 | 12,5+ +4++titr
R T R T L T T LR, Sy S i T ES 3

Multiply Stem.Leaf by 10**+1 -2 -1 0 +1 +2
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 180 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

10

TREAT Drug Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable CHANGE
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 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 ]

Total Observations 30



Appendix 2 14:50 Thursday, December 14, 2006 1039
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 116.95

Fit Statistics

-2 Res Log Likelihood 117.0
AIC (smaller is better) 119.0
AICC (smaller is better) 119.3
BIC (smaller is better) 119.5

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 0.74 0.4059
PATIENT 14 13 0.28 0.9870

TREAT 1 13 0.05 0.8268



Effect

TREAT
TREAT

Effect

TREAT

TREAT

Drug

Appendix 2
Phenylephrine vs. Placebo

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

Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
TREAT Estimate Error DF t value Pr > |t]
Drug -7.8907 2.8205 13 -2.80 0.0151
Placebo -8.7902 2.8205 13 -3.12 0.0082
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value
Placebo 0.8995 4.0283 13 0.22

Pr > |t

0.8268

14:50 Thursday, December 14, 2006 1040

Lower Upper

-13.9840
-14.8835

-1.7974
-2.6969

Alpha Lower Upper

0.05 -7.8032 9.6022
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes

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

Resid
20 +
A
10 + A A A
A
A
A
A A A
A A A
0+ A AA A
A A A
A AA
A
A
A
-10 + A A A
A
-20 +
! I ! | | | l ] ] | | | |
1 I | | [ I | T T I [ | I 1
-20 -18 -16 -14 -12 -10 -8 -6 -4 -2 0 2 4 6

Pred
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes

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

Resid
20 1

A
10 + A B
A
A

A
B A
A B
0+ B B
B A
A B
A

A

A
-10 + B A
A

-20 4
| |
I I
Drug Placebo

TREAT



Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1043

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 7.36877917 Variance 54.,2989065
Skewness 0.75380445 Kurtosis 0.823472
Uncorrected SS 760.184691 Corrected SS 760.184691
Coeff variation Std Error Mean 1.9026106

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 7.36878
Median -0.50887 Variance 54.29891
Mode Range 27.04852
Interquartile Range 10.16072
Tests for Location: Mu0O=0

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

Student's t t Pr > |t| 1.0000

Sign M Pr >= |M|  1.0000

Signed Rank S Pr >= |S|  0.8904



Appendix 2
Phenylephrine vs.

Placebo

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

Study 4: Cintest Study No. 2

Test --Statistic--- = -----
Shapiro-Wilk W 0.945105 Pr
Kolmogorov-Smirnov D 0.113203 Pr

Cramer-von Mises
Anderson-Darling

Time = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

14:50 Thursday, December 14, 2006 1044

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

W-8q  0.03479 Pr
A-Sq 0.278202 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 17.274799
99% 17.274799
95% 17.274799
90% 9.858293
75% Q3 3.657007
50% Median -0.508869
25% Q1 -6.503709
10% -9,399400
5% -9,773721
1% -9.,773721

0% Min -9.

773721

VvV V. V A

D
W-Sq
A-Sq

0.4509
>0.1500
>0,2500
>0,2500



Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 1045

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

Multiply Stem.Leaf by 10**+1

Checking Residuals for Study 4 at The Minutes Specified

Value

-9.77372
-9.39940
-8.39589
-6.50371
-2.88953

- WA B o

Study 4: Cintest Study No. 2

Time

= 240 minutes

The UNIVARIATE Procedure

Lowest.-----

PATIENT
4010
4001
4012

4037
4024

Boxplot

Variable: Resid
Extreme Observations
--------------- Highest----------
Obs Value  PATIENT Obs
4 3.17670 4044 15
1 3.65701 4007 3
5 5.05079 4032 11
13 9.85829 4003 2
7 17.27480 4017 6
Normal Probability Plot
17.5+ * i+t
| +tttet
| A S A
2.5+ FEEEpHR
| FEFRL Y
I * FEFTRE R
-12.5¢+ +H+t+t+
L R R N LTS Ty i S TERTT e )
-2 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 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 7.36877917 Variance 54.2989065
Skewness -0.7538044 Kurtosis 0.823472
Uncorrected SS 760.184691 Corrected SS 760.184691
Coeff Variation Std Error Mean 1.9026106

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 7.36878
Median  0,508869 Variance 54.29891
Mode Range 27.04852
Interquartile Range 10.16072
Tests for Location: Mu0=0

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

Student's t t Pr > |t} 1.0000

Sign M Pr >= |M| 1.0000

Signed Rank S Pr >= |S] 0.8904
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 240 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.945105 Pr < W 0.4509
Kolmogorov-Smirnov 0.113203 Pr > D >0.1500

q 0.03479  Pr
q 0.278202  Pr

W-8q >0.2500
A-Sq >0.2500

V V. V A

]
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 9.773721
99% 9.773721
95% 9.773721
90% 9,399400
75% Q3 6.503709
50% Median 0.508869
25% Q1 -3.657007
10% -9.858293
5% -17.274799
1% -17.274799

0% Min -17.274799
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 4: Cintest Study No. 2
Time = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-------0--- -e--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-17.27480 4017 6 2.88953 4024 7
-9.85829 4003 2 6.50371 4037 13
-5.05079 4032 11 8.39589 4012 5
-3.65701 4007 3 9.39940 4001 1
-3.17670 4044 15 9.77372 4010 4
Stem Leaf # Boxplot Normal Probability Plot
10 1 | 12.5+4 +HHHt 4+
0 789 3 LT + | LE AL L
0 1223 4 LR B | EpRxpRY
-0 4321 4 LR + -2.5+ bk ek ekl
-05 1 | | AL SA LY
10 1 ] | ettt
17 1 | 1754444+ *
L LS TTTrT Sy R S e s T e LR LR TR TIE SN

Multiply Stem.lLeaf by 10**+i -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 4: Cintest Study No. 2
Time = 240 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
20 +
! [
! I
[ I
10 + | |
| | +----- +
I | | I
I AARERE + | I
0+ L LI
I ! I AARREE +
I ! | I
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! I
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-20 +
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 2.5683

Fit Statistics

-2 Res Log Likelihood 67.5
AIC (smaller is better) 69.5
AICC (smaller is better) 69.9
BIC (smaller is better) 70.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 4,92 0.0449
PATIENT 14 13 1.80 0.1491

TREAT 1 13 1.09 0.3163
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate " Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.2786 0.4139 13 -0.67 0.5126 0.05 -1.1728 0.61585
TREAT Placebo 0.3316 0.4139 13 0.80 0.4375 0.05 -0.5626 1.2257

Differences of Least Squares Means

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

TREAT Drug Placebo -0.6102 0.5855 13 -1.04 0.3163 0.05 -1.8751 0.6547



Resid
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes

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

A
A A
A A
A A A
A A
A
A A
A A A A
A A
A
A A
A A A
A A
A A
A
| | | | } | } | ] | | | ] ! |
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes

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

Resid
2 4
A
B
A A
14+ B A
B
A
B
04+ B B
B
A
B
-1+ A B
A A
B
A
.2 1
| |
Drug Placebo

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

Patient Is Fixed

Study 5: Cintest Study No. 3

Time = 15 minutes

Checking Residuals for Study 5 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected SS
Coeff Variation

The UNIVARIATE Procedure

variable: Resid
Moments
15 Sum Weights
0 Sum Observations
1.09198519 Variance
0.06071957 Kurtosis
16.694043 Corrected SS

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation
Median  0,042769 Variance
Mode Range
Interquartile Range
Tests for Location: Mu0=0
Test -Statistic- = ----- p Value
Student's t t 0 Pr > |t}
Sign M 0.5 Pr >= |M|
Signed Rank S 1 Pr >= |S|

QO ds

15

0
1.19243164
-1.39067
16.694043
0.28194936

1.09199
1.19243
3.25242
2.07579

.0000
.0000
.8780
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Appendix 2
henylephrine vs. Placebo

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

Study 5: Cintest Study No. 3

Patient Is Fixed

Time = 15 minutes

Checking Residuals for Study 6 at The Minutes Specified

T

Test

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

he UNIVARIATE Procedure
Variable: Resid

Tests for Normality

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

w 0.93332 Pr
D 0.163911 Pr
W-8q 0.055653 Pr
A-Sq 0.363t16 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.759539
99% 1.759539
95% 1.759539
90% 1.389967
75% Q3 1.034619
50% Median 0.042769
25% Q1 -1.041173
10% -1.457078
5% -1.492876
1% -1.492876

0% Min -1.492876

<
>
>
>

p Value------
w 0.3057
D >0.1500

W-Sq >0,2500
A-Sq >0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 6: Cintest Study No. 3
Time = 15 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- «s---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-1.492876 5025 7 0.822243 5043 14
-1.457078 5027 8 1.034619 5032 1
-1.335222 5013 3 1.061218 5035 13
-1.041173 5046 15 1.389967 5029 9
-0.739386 5030 10 1.759539 5022 6
Stem Leaf # Boxplot Normal Probability Plot
18 1 | 1,75+ HHers
1 014 3 L - + | * kpgkd
0 88 2 | ] | * kppdd
0 01 2 LT B | kgt
-0 4 1 | ] | drrg
-0 75 2 | | | e
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-1 55 2 | -1.75+ ttttt
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 15 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations ]
Std Deviation 1.09198519 Variance 1.19243164
Skewness -0.0607196 Kurtosis -1.39057
uUncorrected S§S 16.694043 Corrected SS 16.694043
Coeff variation . Std Error Mean 0.28194936

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.09199
Median -0.04277 Variance 1.19243
Mode . Range 3.25242
Interquartile Range 2.07579

Tests for Location: Mu0=0

Test -Statistic- = ----- p Value------
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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 5: Cintest Study No. 3

Patient Is Fixed

Time = 15 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable: Resid

Tests for Normality

--Statistic---
w 0.93332
D 0.163911

W-Sq 0.055653
A-Sq 0.363116

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.492876
99% ' 1.492876
95% 1.492876
90% 1.457078
75% Q3 1.041173
50% Median -0.042769
25% Q1 -1.034619
10% -1.389967
5% -1,759539
1% -1.759539

0% Min -1.759539

V V. V A

w
D
W-Sq
A-Sq

0.3057
>0,1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest------c----- -e------.--Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-1.759539 5022 6 0.739386 5030 10
-1.389967 5029 9 1.041173 5046 15
-1.061218 5035 13 1.335222 5013 3
-1.034619 5032 11 1.457078 5027 8
-0.822243 5043 14 1.492876 5025 7
Stem tLeaf # Boxplot Normal Probability Plot
1 55 2 | 1.75+ +Ht4+
1 03 2 Fomnnn + | (IR YT *
0 57 2 | | | *btt
04 1 |+ | | H*kE
_o 10 2 | * | E L2
-0 88 2 | | | +Hbdx *
-1 410 3 Hoeonn + | Lk S A
18 1 | -1.75+ bt
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 15 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

I
2 4+
I I
I I |
I I I
i+ . + toooo- +
| I | | |
! I [ I I
| I | I I
0+ ¥k *_ 4.k
I I I | I
I I I | I
I | I ! I
-1+ daeann + . +
| I I
{ I I
| I
-2 +
............ Freecrncacncatarcne e

TREAT Drug Placebo



Appendix 2 14:50 Thursday, December 14, 2006 1062
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels values
TREAT 2 Drug Placebo
PATIENT 15 6001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 7.0215

Fit Statistics

-2 Res Log Likelihood 80.6
AIC (smaller is better) 82.6
AICC (smaller is better) 83.0
BIC (smaller is better) 83.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 16.78 0.0013
PATIENT 14 13 1.51 0.2320

TREAT 1 13 0.09 0.7646
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -1.0349 0.6844 13 -1.51 0.1544 0.08 -2.5133 0.4436
TREAT Placebo -0,7388 0.6844 13 -1.08 0.3000 0.05 -2.2173 0.7397

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2961 0.9681 13 -0.31 0.7646 0.05 -2.3875 1.7953
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes

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

Resid
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study &: Cintest Study No. 3
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 30 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean o] Sum Observations 0
Std Deviation 1.8055417 Variance 3.25998083
Skewness -0.0862051 Kurtosis -1.2507771
Uncorrected SS 45.,6397316 Corrected SS 45,.6397316
Coeff variation . Std Error Mean 0.46618886

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.80554
Median 0.328881 Variance 3.25998
Mode . Range 5.49032
Interquartile Range 3.16564
Tests for Location: Mu0=0

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

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

Sign M 0.5 Pr >= |M| 1.0000

Signed Rank S -2 Pr >= [§] 0.9341
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 5: Cintest Study No. 3

Patient

Time =

Is Fixed

30 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for

--Stat

q

W
D

W-s
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qi
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -----
0.948263 Pr
0.138493 Pr
0.039746 Pr
0.267132 Pr

(Definition 5)
Estimate

2.578292
2.578292
2.578292
2,466807
1.567147
0.328881
-1.598488
-2.493752
-2.912028
-2.912028
-2.912028

V V. V A

w
D
W-Sq
A-Sq

0.4975
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo

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

Patient Is Fixed
Study 5: Cintest Study No.
Time = 30 minutes

3

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- ------.---Highest----------
Value PATIENT Obs Value PATIENT Obs
-2.91203 5013 3 1.55312 5021 5
-2.49375 5025 7 1.56715 5029 9
-1.98231 5034 12 1.99354 5035 13
-1.59849 5001 1 2.,46681 5022 6
-1.09510 5015 4 2.57829 5027 8
Stem Leaf # Boxplot Normal Probability Plot
2 056 3 | 2.5+ b
1 66 2 $ooenn + | *pkipkid
0 356 3 X4k | LES R XN
-0 87 2 | i I SR bl
-1 61 2 [ + | R
-2 950 3 | -2.5+4 gk
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 30 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean o] Sum Observations (¢}
Std Deviation 1.8055417 Variance 3.25998083
Skewness 0.08620509 Kurtosis -1.2507771
Uncorrected SS 45.6397316 Corrected SS 45.6397316
Coeff Variation . Std Error Mean 0.46618886

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.80554
Median -0.32888 Variance 3.25998
Mode . Range 5.49032
Interquartile Range 3.16564
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 2 Pr >= |S| 0.9341
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 30 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk W 0.948263 Pr < W 0.4975
Kolmogorov-Smirnov D 0.138493 Pr>D >0.1500
Cramer-von Mises W-Sq 0.039746 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.267132 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.912028
99% 2.912028
95% 2.912028
90% 2.493752
75% Q3 1.598488
50% Median -0.328881
25% Q1 -1.567147
10% -2.466807
5% -2.578292
1% -2.578292

0% Min -2.578292
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- -e--------Highest----------
Value PATIENT Obs Value PATIENT Obs
-2.57829 5027 8 1.09510 5015 4
-2.46681 5022 6 1.59849 5001 1
-1.99354 5035 13 1.98231 5034 12
-1.56715 5029 9 2.49375 5025 7
-1.55312 5021 5 2.91203 5013 3
Stem Leaf # Boxplot Normal Probability Plot
2 059 3 | 2.5+ R
116 2 [ S + | LELELE RS
078 2 |+ | LaAAE )
.0 653 3 * L. * I gk
-1 66 2 [ . + | FhEpE R
-2 650 3 -2.5+ *pd e
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 30 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 7.8959

Fit Statistics

-2 Res Log Likelihood 82.1
AIC (smaller is better) 84.1
AICC (smaller is better) 84.5
BIC (smaller is better) 84.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 18.06 0.0009
PATIENT 14 13 1.54 0.2204

TREAT 1 13 0.03 0.8676
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes

The Mixed Procedure
Least Squares Means

Standard

Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -1.2195 0.7257 13 -1.68 0.1167 0.05 -2.7873 0.3483
TREAT Placebo -1.0449 0.7257 13 -1.44 0.1736 0.05 -2.6127 0.5229

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1745 1.0266 13 -0.17 0.8676 0.05 -2.3923 2.0433
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes

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

Resid
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study &: Cintest Study No. 3
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study §: Cintest Study No. 3
Time = 45 minutes

Checking Residuals for Study 5 at The Minutes Specified

---------------------------------------------------------------------- TREATSDIUG == - = - = = = e oo o e e e e e e e e e ot ettt eeieiemaeeeaeaaaas

The UNIVARIATE Procedufe
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations . 0
Std Deviation 1.91466358 variance 3.66593663
Skewness 0.36977086 Kurtosis -0.8700541
Uncorrected SS 51.3231128 Corrected SS 51.3231128
Coeff Variation . Std Error Mean 0.49436401

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.91466
Median -0.42239 variance 3.66594
Mode . Range 6.30877
Interquartile Range 3.23271
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 1 Pr >= |S§| 0.9780
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 5: Cintest Study No. 3

Patient

Time =

Is Fixed

45 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

variabl
Tests for

--8tat

w
D
W-8q
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -----
0.945908 Pr
0.131412 Pr
0.050148 Pr
0.321829 Pr

(Definition 5)
Estimate

.719283
.719283
.719283
.294451
.265122
-0.422387
-1.967587
-2,176959
-2.589488
-2.589488
-2.589488

- N W W W

W-Sq
A-Sq

0.4625
>0.1500
>0,2500
>0.2500

14:50 Thursday, December 14, 2006 1080
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study &: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest---------- -e--------Highest----------
Value PATIENT Obs Value PATIENT Obs
-2.58949 5034 12 1.23992 5035 13
-2.17696 5029 9 1.26512 5032 11
-2.13110 5025 7 2.18793 5022 6
-1.96759 5001 1 2.29445 5021 5
-1.13850 5013 3 3.71928 5027 8
Stem Leaf # Boxplot Normal Probability Plot
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2 23 2 | | e
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Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

14:50 Thursday, December 14, 2006 1082

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 1.91466358 Variance 3.66593663
Skewness -0.3697709 Kurtosis -0.8700541
Uncorrected SS 51.3231128 Corrected SS 51.3231128
Coeff Variation Std Error Mean 0.49436401

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.91466
Median  0.422387 Variance 3.66594
Mode Range 6.30877
Interquartile Range 3.23271
Tests for Location: Mu0=0

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

Student's t t Pr > |t} 1.0000

sign M Pr >= |M| 1,0000

Signed Rank S Pr >= |§] 0.9780
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Study 5: Cintest Study No. 3

Patient

Time =

Is Fixed

45 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Test

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

Tests for

--Stat

W
D
W-Sq
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Normality
istic---  -----
0.945908 Pr
0.131412 Pr
0.050148 Pr
0.321829 Pr

(Definition 5)
Estimate

2.589488
2.589488
2.589488
2.176959
1.967587
0.422387
-1.265122
-2.294451
-3.719283
-3.719283
-3.719283

vV V. V A

D
W-8q
A-Sq

0.4625
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- ----v---+-Highest----------
Value PATIENT Obs Value PATIENT Obs
-3.71928 5027 8 1.13850 5013 3
-2.29445 5021 5 1.96759 5001 1
-2.18793 5022 6 2.13110 5025 7
-1.26512 5032 11 2.17696 5029 9
-1.23992 5035 13 2.58949 5034 12
Stem Leaf # Boxplot Normal Probability Plot
2 0126 4 tooenn + 2.5+ * Rt x
101 2 | | i *pkpit
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-0 4 1 | i -0.5+ Rt
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 5: Cintest Study No. 3
Time = 45 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 11.8794

Fit Statistics

-2 Res Log Likelihood 87.4
AIC (smaller is better) 89.4
AICC (smaller is better) 89.8
BIC (smaller is better) 90.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 13.81 0.0026
PATIENT 14 13 1.05 0.4702

TREAT 1 13 0.03 0.8600
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -2.1129 0.8902 13 -2.37 0.0337 0.05 -4.0360 -0.1898
TREAT Placebo -1.8863 0.8902 13 -2.12 0.0539 0.05 -3.8094 0.03676

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2266 1.2592 13 -0.18 0.8600 0.05 -2.9469 2.4937
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study §: Cintest Study No. 3
Time = 60 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations ]
Std Deviation 2.34849663 Variance 5.51543642
Skewness 0.56468243 Kurtosis 0.31397566
Uncorrected SS 77.2161099 Corrected SS 77.2161099
Coeff variation . Std Error Mean 0.60637922

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 2.34850
Median -0.18184 Variance 5.51544
Mode . Range 8.93045
Interquartile Range 3.20987
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 -4 Pr >= |§| 0.8469
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

Study 5: Cintest Study No. 3

Time =

60 minutes
Checking Residuals for Study 5 at The Minutes Specified
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The UNIVARIATE Procedure
e: Resid

Test

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

Variabl

Tests for Normality

--Statistic---

0.969509 Pr
0.126907 Pr
0.039378 Pr
0.242735 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

W o onwm

1
-0.
-2.
-2.
-3.
-3.
-3.

.048461
.048461
.048461
. 440055
.096117

181836
113767
462367
881992
881992
881992

vV V. V A

D
W-8q
A-Sq

0.8507
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study §: Cintest Study No. 3
Time = 60 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- -e---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-3.88199 5025 7 0.936508 5035 13
-2.46237 5034 12 1.096117 5043 14
-2.20644 5046 15 2.325524 5032 11
-2.11376 5013 3 3.440055 5029 9
-1.06849 5015 4 65.048461 5027 8
Stem Leaf # Boxplot Normal Probability Plot
50 1 | 5.5+ * ++++
4 | | +++4
34 1 | | bttt
23 1 I 2.5+ *4t
1 1 Heoon- + | ety
0 29 2 |+ | | Fwe R
-0 8321 4 *oa.. * -0.5+ rEpE
11 1 | | i +H+*
-2 521 3 Foauan + | Kppr *
-39 1 | -3.5+ it
B LT T TT R S LT e e e S

.2 -1 0 + +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 2.34849663 Variance 5.51543642
Skewness -0.5646824 Kurtosis 0.31397566
Uncorrected S§S 77.2161099 Corrected SS 77.2161099
Coeff variation . Std Error Mean 0.60637922

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.34850
Median 0,181836 Variance 5.51544
Mode . Range 8.93045
Interquartile Range 3.20987

Tests for Location: Mu0=0
Test -Statistic- @ ----- p value------
Student's t t

sign
Signed Rank )

0 Pr> |t 1.0000
1.5 Pr >= |[M] 0.6072
4  Pr>= |S| 0.8469
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henylephrine vs. Placebo

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

Study 5: Cintest Study No. 3

Patient Is Fixed

Time = 60 minutes

Checking Residuals for Study 5 at The Minutes Specified

T

Test

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

he UNIVARIATE Procedure
Variable: Resid

Tests for Normality

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

W 0.969509 Pr
D 0.126907 Pr
W-Sq 0.039378 Pr
A-Sq 0.242735 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.881992
99% 3.881992
95% 3.881992
90% 2,462367
75% Q3 2.113757
60% Median 0.181836
25% Q1 -1.096117
10% -3.440055
5% -5.048461
1% -5.048461

0% Min -5.048461

W-Sq
A-Sq

0.8507
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study §: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----econo-n ce--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-5.048461 5027 8 1.06849 5015 4
-3.440055 5029 9 2.11376 5013 3
-2.325524 5032 11 2.20644 5046 15
-1.096117 5043 14 2.46237 5034 12
-0.936508 5035 13 3.88199 5025 7
Stem Leaf # Boxplot Normal Probability Plot
39 1 | 3.5+ +hit
2 125 3 tocnann + | kg
11 1 | | | *+++
0 1238 4 LIRS T 0.5+ * kpkky
-0 92 2 ] | | kb
-1 1 1 eoonn + | et
-23 1 | -2.5+ R
-3 4 1 ] ! FhEbtr
-4 | | ++++
-5 0 1 | S5.5+++++ *
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

TREAT Drug Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 15 5001 5010 5013 5015 5021 5022

5025 5027 5029 5030 5032 5034
5035 5043 5046

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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 19.1113

Fit Statistics

-2 Res Log Likelihood 93.6
AIC (smaller is better) 95.6
AICC (smaller is better) 96.0
BIC (smaller is better) 96.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 8.78 0.0110
PATIENT 14 13 0.78 0.6755

TREAT 1 13 0.00 0.9770
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -3.0408 1.1290 13 -2.69 0.0184 0.05 -5.4800 -0.6017
TREAT Placebo -3.0878 1.1290 13 -2.73 0.0170 0.05 -5.5269 -0.6486

Differences of Least Squares Means

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

TREAT Drug Placebo 0.04695 1.5971 13 0.03 0.9770 0.05 -3.4034 3.4973
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