Appendix 2 14:50 Thursday, December 14, 2006 2401
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
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 0.25355298 Variance 0.06428911
Skewness 0.01950103 Kurtosis -1.1212935
Uncorrected SS 0.90004758 Corrected SS 0.90004758
Coeff Variation . Std Error Mean 0.0654671

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.25355
Median  0.020990 Variance 0.06429
Mode . Range 0.76188
Interquartile Range 0.48442

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

Sign
Signed Rank S

0 Pr > |t] 1.0000
1.5 Pr >= |M| 0.6072
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 = 180 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 0.936306 Pr < W 0.3382
Kolmogorov-Smirnov D 0.131513 Pr > D >0.1500
Cramer-von Mises W-8Sq 0.047554 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.335831 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3972370
99% 0.3972370
95% 0.3972370
90% 0.3862474
75% Q3 0.2049126
50% Median 0.0209902
25% Q1 -0.2795059
10% -0.3436048
5% -0.3646385
1% -0.3646385

0% Min -0.3646385
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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
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----cvce--- -e---------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.364639 4010 4 0.196263 4034 12
-0.343605 4037 13 0.204913 4032 11
-0.293421 4012 5 0.223085 4007 3
-0.279506 4001 1 0.386247 4017 6
-0.198373 4039 14 0,397237 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 = 180 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 0.25355298 variance 0.06428911
Skewness -0.019501 Kurtosis -1.1212935
Uncorrected SS 0.90004758 Corrected SS 0.90004758
Coeff variation Std Error Mean 0.0654671

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.25355
Median -0.02099 Variance 0.06429
Mode Range 0.76188
Interquartile Range 0.48442
Tests for Location: Mu0O=0
Test -Statistic- @ ----- p Value------
Student's t t o} Pr > |t] 1.0000
Sign M .5 Pr >= |M| 0.6072
Signed Rank S -3 Pr >= |S| 0.8904



Study 4: Cintest Study No. 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

Time =

180 mi

nutes

Checking Residuals for Study 4 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: R

esid

Tests for Normality

--Statistic---

W 0.936306 Pr
D 0.131513 Pr
W-Sq 0.047554 Pr
A-Sq 0.335831 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0 O 0O0O0

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

Estimate

. 3646385
.3646385
. 3646385
.3436048
2795059
0209902
2049126
3862474
3972370
3972370
3972370

<
>
>
>

w 0.3382
D >0.1500
W-8q >0.2500
A-8q >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 = 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
-0.397237 4003 2 0.198373 4039 14
-0.386247 4017 6 0.279506 4001 1
-0.223085 4007 3 0.293421 4012 5
-0.204913 4032 11 0.343605 4037 13
-0.196263 4034 12 0.364639 4010 4
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 = 180 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 = 240 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 = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.2620

Fit Statistics

-2 Res Log Likelihood 37.7
AIC (smaller is better) 39.7
AICC (smaller is better) 40.0
BIC (smaller is better) 40.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 0.47 0.5058
PATIENT 14 13 0.40 0.9501

TREAT 1 13 0.19 0.6704



Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2410

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 = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |tj
TREAT Drug -0.3915 0.1335 13 -2,93 0.0117
TREAT Placebo -0.4745 0.1335 13 -3.55 0.0035
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value
TREAT Drug Placebo 0.08301 0.1907 13 0.44

Pr > |t}

0.6704

Lower Upper
-0.6799 -0.1031
-0.7629 -0.1861

Alpha Lower Upper
0.05 -0.3289 0.4949
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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 = 240 minutes

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

Resid
1.0 +

0.5 1 A

-0.5 + 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 = 240 minutes

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

Resid
1.0 +
A A
0.5+ A
A
A
B A
B B
A A
0.0 + A A
A A
B B
A B
A
A
-0.5 + A
A A
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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 = 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 0.34876238 variance 0.1216352
Skewness 0.14941584 Kurtosis -0.141933
Uncorrected SS 1.7028928 Corrected SS 1.7028928
Coeff Variation . Std Error Mean 0.09005006

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.34876
Median  0.023826 Variance 0.12164
Mode . Range 1.29981
Interquartile Range 0.48627

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 >= |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 = 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 0.982811 Pr < W 0.9851
Kolmogorov-Smirnov 0.115909 Pr > D >0.1500

W-Sq  >0.2500

w
D

Cramer-von Mises W-Sq 0.022082 Pr
A- A-Sq >0.2500

Anderson-Darling Sq 0.159584 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.6623269
99% 0.6623269
95% 0.6623269
90% 0.5264408
75% Q3 0.2235210
50% Median 0.0238256
25% Q1 -0,2627464
10% -0,3795883
5% -0.6374825
1% -0.6374825

0% Min -0.6374825
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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 = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----cccen--- s-ee-------Highest----cv----
Value  PATIENT Obs Value  PATIENT Obs
-0.637483 4010 4 0.173981 4007 3
-0.379588 4001 1 0.223521 4044 15
-0.374661 4012 5 0.236069 4032
-0.262746 4037 13 0.526441 4003 2
-0.181755 4039 14 0.662327 4017 6
Stem Leaf # Boxplot Normal Probability Plot
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-0 830 3 | | | kb
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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 = 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 0.34876238 variance 0.1216352
Skewness -0.1494158 Kurtosis -0.141933
Uncorrected SS 1.7028928 Corrected SS 1.7028928
Coeff Variation . Std Error Mean 0.09005006

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.34876
Median -0.02383 Variance 0.12164
Mode . Range 1.29981
Interquartile Range 0.48627

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



Study 4: Cintest Study No. 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

Time =

240 mi

nutes

Checking Residuals for Study 4 at The Minutes Specified

Test --Statistic---
Shapiro-Wilk W 0.982
Kolmogorov-Smirnov D 0.115
Cramer-von Mises W-Sq 0.022
Anderson-Darling A-Sq 0.159

The UNIVARIATE Procedure

Variab

le: R

esid

Tests for Normality

811 Pr
909 Pr
082 Pr
584 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.

-0

-0.

0
0
0.
0
0

Estimate

.6374825
.6374825
6374825
.3795883
.2627464
0238256
2235210
5264408
6623269
.6623269
6623269

VvV V. V A

A-Sq

0.9851
>0.1500
>0.2500
>0.2500

14:50 Thursday, December 14, 2006 2417
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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 = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--v---cn--- se-----.---Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.662327 4017 6 0.181755 4039 14
-0.526441 4003 2 0.262746 4037 13
-0.236069 4032 11 0.374661 4012 S
-0.223521 4044 15 0.379588 4001 1
-0.173981 4007 3 0.637483 4010 4
Stem Leaf # Boxplot Normal Probability Plot
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 42
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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 = 240 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

-0.25

-0.5
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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 6: Cintest Study No. 3
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 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
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 5: Cintest Study No. 3
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.005966

Fit Statistics

-2 Res Log Likelihood -11.3
AIC (smaller is better) -9.3
AICC (smaller is better) -8.9
BIC (smaller is better) -8.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 3.03 0.1052
PATIENT 14 13 1.43 0.2630

TREAT 1 13 1.22 0.2897
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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 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 -0.01341 0.01995 13 -0.67 0.5132 0.05 -0.05650 0.02969
TREAT Placebo 0.01774 0.01995 13 0.89 0.3900 0.05 -0.02536 0.06083

Differences of Least Squares Means

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

TREAT Drug Placebo -0.03115 0.02822 13 -1.10 0.2897 0.05 -0.09211 0.02981



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

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

Resid
0.10 + A
A
A
0.05 + C B
A
A B
A
B
0.00 1
B
A
B A
A
-0.05 + 8 c
A
A
-0.10 4+ A
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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 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 at The Minutes Specified

14:50 Thursday, December 14, 2006 2425

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.05262888 Variance 0.0027698
Skewness 0.37399678 Kurtosis -1.0115316
Uncorrected SS 0.03877719 Corrected SS 0.03877719
Coeff variation Std Error Mean 0.01358872

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.05263
Median -0.01112 variance 0.00277
Mode Range 0.17472
Interquartile Range 0.10323
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 0 Pr >= |§| 1.0000
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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 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.929758 Pr < W 0.2706
Kolmogorov-Smirnov 0.159047 Pr > D >0.1500

W-Sq 0.1865
A-Sq  0.2127

V V. V A

w
D
Cramer-von Mises W-Sq 0.082057 Pr
Anderson-Darling A-Sq 0.475404 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1014924
99% 0.1014924
95% 0.1014924
90% 0.0540074
75% Q3 0.0522579
50% Median -0,0111195
25% Q1 -0.0509714
10% -0.0586125
5% -0.0732325
1% -0.0732325

0% Min -0.0732325



-0.
-0.
-0.
-0.
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Stem Leaf

Multiply Stem.Leaf by 10**-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 5: Cintest Study No. 3

Time

= 15 minutes

14:50 Thursday, December 14, 2006 2427

Checking Residuals for Study 5 at The Minutes Specified

Value

0732325
0586125
0522479
0509714
0361666

-

- W N W

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

PATIENT

5025
5013
5027
5046
5015

Boxplot

----------- Highest-----------
Value  PATIENT Obs
0.0434422 5035 13
0.0522579 5032 11
0.0527578 5029 9
0.0540074 5010 2
0.1014924 5022 6
Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

14:50 Thursday, December 14, 2006 2428

Variable: Resid
Moments
N 18 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.05262888 variance 0.0027698
Skewness -0.3739968 Kurtosis -1.0115316
Uncorrected SS 0.03877719 Corrected SS 0.03877719
Coeff Variation Std Error Mean 0.01358872

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.05263
Median 0.011120 Variance 0.00277
Mode Range 0.17472
Interquartile Range 0.10323
Tests for lLocation: 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 0 Pr >= |§j} 1.0000
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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 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wwilk w 0.929758 Pr < W 0.2706
Kolmogorov-Smirnov D 0.159047 Pr > D >0.1500
Cramer-von Mises W-Sq 0.082057 Pr > W-Sq 0.1865
Anderson-Darling A-Sq 0.475404 Pr > A-Sq 0.2127

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.0732325
99% 0.0732325
95% 0.0732325
90% 0.0586125
75% Q3 0.0509714
50% Median 0.0111195
25% Q1 -0.0522579
10% -0.0540074
5% -0.1014824
1% -0.1014924

0% Min -0.1014924
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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 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----------- -e-e-------Highest------un----
Value  PATIENT Obs Value  PATIENT Obs
-0.1014924 5022 6 0.0361666 5015 4
-0.0540074 5010 2 0.0509714 5046 15
-0.0527578 5029 9 0.0522479 5027 8
-0.0522579 5032 1 0.0586125 5013 3
-0.0434422 5035 13 0.0732325 5025 7
Stem Leaf # Boxplot Normal Probability Plot
6 3 1 | 0.07+ it ¥
4 129 3 [ T + | Hpk g
2 26 2 | | | *pr gt
0 817 3 RS S 0.01+ * kix4
-0 | | | +++
.25 1 | | | QT
-4 4323 4 LSRR + -0.05+ R eh Sl
-6 | | +H++
-8 | | ++++
-10 1 1 | S0 11+ 4t ¥
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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 5: Cintest Study No. 3
Time = 15 minutes
Checking Residuals for Study 5 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 5: Cintest Study No. 3
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK ., ALL
Dependent Vvariable 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 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 o]
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 5: Cintest Study No. 3
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01588

Fit Statistics

-2 Res Log Likelihood 1.4
AIC (smaller is better) 3.4
AICC (smaller is better) 3.8
BIC (smaller is better) 4.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 11.74 0.0045
PATIENT 14 13 1.29 0.3272

TREAT 1 13 0.04 0.8416
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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 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 -0.04188 0.03255 13 -1.29 0.2206 0.05 -0.1122 0.,02843
TREAT Placebo -0.03250 0.03255 13 -1.00 0.3363 0.05 -0.1028 0.03782

Differences of Least Squares Means

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

TREAT Drug Placebo -0.00938 0.04604 13 -0.20 0.8416 0.05 -0.1089 0.09008
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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 5: Cintest Study No. 3
Time = 30 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 6: Cintest Study No. 3
Time = 30 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 5: Cintest Study No. 3
Time = 30 minutes
Checking Residuals for Study 5 at The Minutes Specified

14:50 Thursday, December 14, 2006 2437

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.08587079 Variance 0.00737379
Skewness 0.15250567 Kurtosis -1.1653773
Uncorrected SS 0.1032331 Corrected SS 0.1032331
Coeff Variation Std Error Mean 0,02217174

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.08587
Median 0.015805 Variance 0.00737
Mode Range 0.26319
Interquartile Range 0.15210
Tests for Location: Mu0=0

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

Student's t t Pr > |t} .0000

Sign M Pr >= |M| .0000

Signed Rank S Pr >= |§] .9780



Appendix 2 14:50 Thursday, December 14, 2006 2438
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 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 0.946084 Pr < W 0.4650
Kolmogorov-Smirnov D 0.149028 Pr > D >0.1500
Cramer-von Mises W-Sq 0.040639 Pr > W-Sqg =>0.2500
Anderson-Darling A-8q 0.281592 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1457113
99% 0.1457113
95% 0.1457113
90% 0.1215599
75% Q3 0.0678120
50% Median 0.0158050
25% Q1 -0.0842876
10% -0.1152036
5% -0.1174756
1% -0.1174756

0% Min -0.1174756
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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 5: Cintest Study No. 3
Time = 30 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

------------ Lowest----------- se-ce------Highest---c-c-cnonn
Value  PATIENT Obs Value PATIENT Obs
-0.1174756 5013 3 0.0551142 5021 5
-0.1152036 5025 7 0.0678120 5029 9
-0.0897268 5034 12 0.0912069 5035 13
-0.0842876 5015 4 0.1215599 5027 8
-0.0772045 5001 1 0.1457113 5022 6
Stem Leaf # Boxplot Normal Probability Plot
15 1 | 0.175+ e
12 1 | | LT
0 679 3 L + | *pkprtd
0 222 3 *ootoo¥ 0.025+ *prkpt
-0 33 2 ] | | Ry
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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 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 0 Sum Observations 0
Std Deviation 0.08587079 variance 0.00737379
Skewness -0.1525057 Kurtosis -1.1683773
Uncorrected SS 0.1032331 Corrected SS 0.1032331
Coeff Variation . Std Error Mean 0.02217174

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.08587
Median -0.01581 Variance 0.00737
Mode . Range 0.26319
Interquartile Range 0.15210
Tests for Location: Mu0O=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 >= |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 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
Kolmogorov-Smirnov

W

D
Cramer-von Mises W-Sq 0.040639 Pr
Anderson-Darling A-Sq 0.281592 Pr

0.946084 Pr < W 0.4650
0.149028 Pr > D >0.1500
> W-8q >0.2500
> A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1174756
99% 0.1174756
95% 0.1174756
90% 0.1152036
75% Q3 0.0842876
50% Median -0.0158050
25% Q1 -0.0678120
10% -0.1215599
5% -0.1457113
1% -0.1457113

0% Min -0.1457113
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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 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----c-uvn-- ce-------.-Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1457113 5022 6 0.0772045 5001 1
-0.1218599 5027 8 0.0842876 5015 4
-0.0912069 5035 13 0.0897268 5034 12
-0.0678120 5029 9 0.1152036 5025 7
-0.0551142 5021 5 0.1174756 5013 3
Stem Leaf # Boxplot Normal Probability Plot
122 2 | 0.125+ kb k
0 889 3 L IR + | *pRpkgd
0 33 2 |+ | | Rkt
-0 222 3 Feeuowo * -0.025+ R ek el
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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 5: Cintest Study No. 3
Time = 30 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
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 5: Cintest Study No. 3
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 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
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 5: Cintest Study No. 3
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01705

Fit Statistics

-2 Res Log Likelihood 2.3

AIC (smaller is better) 4.3

AICC (smaller is better) 4.7

BIC (smaller is better) 4.9

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F value Pr > F
BASELINE 1 13 11.88 0.0043
PATIENT 14 13 1.33 0.3057

TREAT 1 13 0.02 0.9033
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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 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 -0.05022 0.03372 13 -1.49 0.1603 0.05 -0.1231 0.02264
TREAT Placebo -0.05613 0.03372 13 -1.66 0.1199 0.05 -0.1290 0.01673

Differences of Least Squares Means

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

TREAT Drug Placebo 0.005912 0.04771 13 0.12 0.8033 0.05 -0.09715 0.1090
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Appendix 2 14:50 Thursday, December 14, 2006 2447
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 5: Cintest Study No. 3
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 5: Cintest Study No. 3
Time = 45 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 5: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

14:50 Thursday, December 14, 2006 2449

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.08897478 Variance 0.00791651
Skewness 0.48317149 Kurtosis -0.8479157
Uncorrected SS 0.11083116 Corrected SS 0.11083116
Coeff Variation Std Error Mean 0.022973189

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.08897
Median -0.04014 Variance 0.00792
Mode Range 0.29795
Interquartile Range 0.13319
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



Study &: Cintest Study No. 3

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 mi

nutes

Checking Residuals for Study 5§ at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: R

esid

Tests for Normality

--Statistic---

w 0.936184 Pr
D 0.207375 Pr
W-Sq 0.083788 Pr
A-Sq 0.453219 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
-0
-0

0
0
0.
0
0

Estimate

. 1699855
. 1699855
1699855
.1317280
.0656541
0401366
0675330
0894710
. 1279627
. 1279627
.1279627

VvV V.V A

0.3368
0.0818
0.1760
0.2386

14:50 Thursday, December 14, 2006 2450



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

-0 997655

P
Multiply Stem.Leaf by 10**-1
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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 &5: Cintest Study No. 3

Time = 45 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

PATIENT

5034
5001
5025
5015
5013

Boxplot

Obs

WA NN

----------- Highest-----------
Value  PATIENT Obs
0.0653032 5043 14
0.0656541 5032 11
0.0828748 5021 5
0.1317280 5022 6
0.1699855 5027 8
Normal Probability Plot
0.175+ * bbbt
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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 &: Cintest Study No. 3
Time = 45 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.08897478 Variance 0.00791651
Skewness -0.4831715 Kurtosis -0.8479157
Uncorrected SS 0.11083116 Corrected S§ 0.11083116
Coeff variation . Std Error Mean 0.02297319

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.08897
Median  0.040137 Variance 0.00792
Mode . Range 0.29795
Interquartile Range 0.13319
Tests for Location: MuO=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

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-wilk w 0.936184 Pr < W 0.3368
Kolmogorov-Smirnov D 0.207375 Pr>1D 0.0818
Cramer-von Mises W-Sq 0.083788 Pr > W-Sq 0.1760
Anderson-Darling A-Sq 0.453219 Pr > A-Sq 0.2386

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1279627
99% 0.1279627
95% 0.1279627
90% 0.0894710
75% Q3 0.0675330
50% Median 0.0401366
25% 1 -0.0656541
10% -0.1317280
5% -0.1699855
1% -0.1699855

0% Min -0.1699855
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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 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----------- -----------Highest-----------
vValue PATIENT Obs value PATIENT Obs
-0.1699855 5027 8 0.0565857 5013 3
-0.1317280 5022 6 0.0675330 5015 4
-0.0828748 5021 5 0.0885341 5025 7
-0.0656541 5032 11 0.0894710 5001 1
-0.0653032 5043 14 0.1279627 5034 12
Stem Leaf # Boxplot Normal Probability Plot
13 1 | 0.125+ bt
0 556799 6 LA R + | ook ok ok i
04 1 LS . | *tdttt
-0 1 1 | | -0.025+ HHEE
-0 8775 4 [ + | e
-1 3 1 i | FH+*
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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 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
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 5: Cintest Study No. 3
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 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
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 5: Cintest Study No. 3
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.02774

Fit Statistics

-2 Res Log Likelihood 8.7
AIC (smaller is better) 10.7
AICC (smaller is better) 11.0
BIC (smaller is better) 11.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 9.49 0.0088
PATIENT 14 13 1.00 0.5038

TREAT 1 13 0.10 0.7577
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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 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 -0.1062 0.04301 13 -2.47 0.0282 0.05 -0.1991 -0.01328
TREAT Placebo -0.08704 0.04301 13 -2.02 0.0641 0.05 -0.1800 0.005889

Differences of Least Squares Means

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

TREAT Drug Placebo -0.01917 0.06085 13 -0.32 0.7577 0.05 -0.1506 0.1123
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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 §: 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
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 5: Cintest Study No. 3
Time = 60 minutes

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

Resid
0.3 +
A
0.2 +
A
B
A
0.1 4+ A
A c
A
A A
0.0 + B 8
A A
A
c A
-0.1 + A
A
=]
A
-0.2 1
A
-0.3 ¢
| :
Drug Placebo

TREAT



Appendix 2 14:50 Thursday, December 14, 2006 2461
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 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 0.11348323 Variance 0.01287844
Skewness 0.52855516 Kurtosis -0.3429683
Uncorrected SS 0.18029821 Corrected SS 0.18029821
Coeff Variation Std Error Mean 0.02930124

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.11348
Median -0.00233 Variance 0.01288
Mode Range 0.40046
Interquartile Range 0.15075
Tests for Location: Mu0=0

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

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

Sign M -0.5 Pr >= |M|  1.0000

Signed Rank S -4 Pr >= |§] 0.8469



Study 6: Cintest Study No. 3

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

Time =

60 minutes

Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic---
Shapiro-wilk w 0.961862
Kolmogorov-Smirnov D 0.143766
Cramer-von Mises W-Sq 0.038666
Anderson-Darling A-8q 0.256256

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

.23044416
.23044416
.23044416
.14917754

0.06985781
-0.00233347
-0.08088965
-0.13068976
-0.17001084
-0.17001084
-0.17001084

VvV V.V A

w
D
W-Sq
A-Sq

0.7247
>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 §: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- ee---------Highest-----coc---
Value  PATIENT Obs Value PATIENT Obs
-0.1700108 5025 7 0.0502278 5035 13
-0.1306898 5034 12 0.0698578 5043 14
-0.1076015 5046 15 0.1462446 5029 9
-0.0808896 5015 4 0.1491775 5032 11
-0.0760198 5013 3 0.2304442 5027 8
Stem Leaf # Boxplot Normal Probability Plot
23 1 ] 0.225+ bttt
1 55 2 i | +H++
1 | | *pprd
0 57 2 Foennn + | gk
0 01 2 |+ | 0.025+ +Ex*E
-0 20 2 *oo... * | FoR RS
-0 887 3 LR + | TrEE x
-1 31 2 ] | RS
17 1 | -0.175+ it
R L TR SR L R R TS TR Sy R TR s 3

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

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean o] Sum Observations 0
Std Deviation 0.11348323 Variance 0.01287844
Skewness -0.5285552 Kurtosis -0.3429683
Uncorrected SS 0.18029821 Corrected SS 0.18029821
Coeff Variation . Std Error Mean 0.02930124

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.11348
Median  0.002333 variance 0.01288
Mode . Range 0.40046
Interquartile Range 0.15075
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t 1.0000
Sign ] 0.5 Pr >= |M|  1.0000

Signed Rank S 4 Pr >= |S§] 0.8469



Appendix 2
Phenylephrine vs.

Placebo

14:50 Thursday, December 14, 2006 2465

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 5: Cintest Study No. 3

Patient Is Fi

Time = 60 min

xed

utes

Checking Residuals for Study 5 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

variable: Re

sid

Tests for Normality

--Statistic-

W
D
W-8
A-S

0.961862  Pr
0.143766  Pr
q 0.038666  Pr
q 0.256256  Pr

Quantiles (Definition 5)

Quantile

100% Max 0
99% 0
95% 0
90% 0
75% Q3 0
50% Median 0.
25% Q1 -0.
10% -0,
5% -0.
1% -0.

0% Min -0.

Estimate

.17001084
.17001084
.17001084
.13068976
.08088965

00233347
06985781
14917754
23044416
23044416
23044416

VvV V.V A

D
W-8q
A-Sq

0.7247
>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 5: Cintest Study No. 3
Time = 60 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----c------ s<---------Highest-----------
Value  PATIENT Obs vValue  PATIENT Obs
-0.2304442 5027 8 0.0760198 5013 3
-0.1491775 5032 1 0.0808896 5015 4
-0.1462446 5029 9 0.1076015 5046 15
-0.0698578 5043 14 0.1306898 5034 2
-0.0502278 5035 13 0.1700108 5025 7
Stem Leaf # Boxplot Normal Probability Plot
17 1 | 0.175+ i
118 2 | | *hk g
0 788 3 [ TR + | * kpky
0 02 2 LEEE SR | *pk g
-0 10 2 | | -0.025+ +rr4
-0 75 2 Fovene + | L
-1 | | FrE4x
-1 55 2 | | ++++
-23 1 | -0.225+  +++ir
B L L L TS S LR T R L s T L T TR SN R

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs., Placebo
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 5: Cintest Study No. 3
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 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 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
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 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.05081

Fit Statistics

-2 Res Log Likelihood 16.5
AIC (smaller is better) 18.5
AICC (smaller is better) 18.9
BIC (smaller is better) 19.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 13 5.26 0.0391
PATIENT 14 13 0.67 0.7669

TREAT 1 13 0.02 0.8914



Effect

TREAT
TREAT

Effect

TREAT

TREAT

Drug

Appendix 2
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 5: Cintest Study No. 3
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
TREAT Estimate Error DF t value Pr > |t|
Drug -0.1697 0.05822 13 -2.91 0.0121
Placebo -0.1582 0.05822 13 -2.72 0.0176
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value
Placebo -0.01147 0.08235 13 -0.14

Alpha

0.05
0.05

Pr > |t]

0.8914

Lower Upper

-0.2954
-0.2840

-0.04388
-0.03242

Alpha Lower Upper

0.05 -0.1894 0.1664



Resid
0.4

0.0

-0.2

-0.4
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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 5: Cintest Study No. 3
Time = 90 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 5: Cintest Study No. 3
Time = 90 minutes

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

Resid
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A
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study §: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.15359041 Variance 0.02359002
Skewness 0.51696074 Kurtosis -0.2030323
Uncorrected SS 0.33026021 Corrected SS 0.33026021
Coeff variation . Std Error Mean 0.03965687

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.15359
Median -0.04823 Variance 0.02359
Mode . Range 0.57456
Interquartile Range 0.25402
Tests for Location: Mu0=0

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

Student's t t ] 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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.954269 Pr < W 0.5940
Kolmogorov-Smirnov 0.16419 Pr > 0D >0.1500

W-Sq >0.2500
A-Sq >0.2500

V V.V A

w

D
Cramer-von Mises W-Sq 0.067547 Pr
Anderson-Darling A-Sq 0.371338 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3200616
99% 0,3200616
95% 0.3200616
90% 0.1959001
75% Q3 0.1321580
50% Median -0.0482253
25% Q1 -0.1218666
10% -0.1310109
5% -0,2544976
1% -0.2544976

0% Min -0.2544976
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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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------v---- “--~-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.254498 5026 7 0.100948 5043 14
-0.131011 5010 2 0.132158 5035 13
-0.123275 5046 15 0.152348 5029 9
-0.121867 5015 4 0.195900 5032 11
-0.105683 5001 1 0.320062 5027 8
Stem Leaf # Boxplot Normal Probability Plot
32 1 I 0.35+ * et
20 1 ] | +H++++
1 035 3 LER R + | PR TS Fue
05 1 o+ 0.05+ [SXL ST
-0 9552 4 L * | FEUR Y I
-1 3221 4 [ + | FRppRpE ®
-25 1 | -0.25+ +H* bt
R T RT T T L T e Y T TS s R s 3

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



Appendix 2 14:50 Thursday, December 14, 2006 2476
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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.15359041 Variance 0.02359002
Skewness -0.5169607 Kurtosis -0.2030323
Uncorrected SS 0.33026021 Corrected SS 0.33026021
Coeff Variation . Std Error Mean 0.03965687

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.15359
Median  0.048225 Variance 0.02359
Mode . Range 0.57456
Interquartile Range 0.25402

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

Sign
Signed Rank S

0 Pro> |t 1.0000
1.6  Pr >= [M| 0.6072
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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.954269 Pr < W 0.5940
Kolmogorov-Smirnov D 0.16419 Pr > D >0.1500
Cramer-von Mises W-Sq 0.067547 Pr > W-8q >0.2500
Anderson-Darling A-8q 0.371338 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2544976
99% 0.2544976
95% 0.2544976
90% 0.1310109
75% Q3 0.1218666
50% Median 0.0482253
25% Q1 -0.1321580
10% -0.1959001
5% -0.3200616
1% -0.3200616

0% Min -0.3200616
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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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----c--u-n ce---------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.320062 5027 8 0.105683 5001 1
-0.195900 5032 11 0.121867 5015 4
-0.152348 5029 9 0.123275 5046 15
-0.132158 5035 13 0.131011 5010 2
-0.100948 5043 14 0.254498 5025 7
Stem Leaf # Boxplot Normal Probability Plot
25 1 | 0.25+ +H+r+4
1 1223 4 [ T + | * ok prpqhg
0 2559 4 L | * kpkkppd
05 1 ] | -0.05+ e
-1 530 3 [ + | FRppRpR
20 1 | | ++++++
-3 2 1 | -0.35+++++4++  *
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +H +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 5: Cintest Study No. 3
Time = 90 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 5: Cintest Study No. 3
Time = 120 minutes

N

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 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
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 5: Cintest Study No. 3
Time = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.06235

Fit Statistics

-2 Res Log Likelihood 19.2
AIC (smaller is better) 21.2
AICC (smaller is better) 21.6
BIC (smaller is better) 21.8

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 13 4.12 0.0634
PATIENT 14 13 0.56 0.8550

TREAT 1 13 0.27 0.6137
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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 6§: Cintest Study No. 3
Time = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.1939 0.06449 13 -3.01 0.0101 0.05 -0.3332 -0.05454
TREAT Placebo -0.2410 0.06449 13 -3.74 0.0025 0.05 -0.3804 -0.1017

Differences of Least Squares Means

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

TREAT Drug Placebo 0.04718 0.09123 13 0.52 0.6137 0.05 -0.1499 0.2443
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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 5: Cintest Study No. 3
Time = 120 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 6: Cintest Study No. 3
Time = 120 minutes

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

Resid

0.4 + A
0.2 + : B
B B
A A

A

A
B
0.0+ B B
A
A
A A
B B

-0.2 + B
-0.4 + 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 6: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.17014692 Variance 0.,02894997
Skewness 0.65892959 Kurtosis 0.11715767
Uncorrected SS 0.40529963 Corrected SS 0.40529963
Coeff variation . Std Error Mean 0.04393174

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.17015
Median -0.01489 Variance 0.02895
Mode . Range 0.59481
Interquartile Range 0.31246
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 -5 Pr >= |§| 0.8040



Study 5: Cintest Study No. 3

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

Time =

120 minutes

Checking Residuals for Study 5 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

--Statistic---

w
D
W-Sq
A-Sq

0.937076
0.136633
0.039965
0.317492

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

0.3833950
0.3833950
0.3833950
0.1776975
0.1488267
-0.0148942
-0.1636331
-0.2027529
-0.2114107
-0.2114107
-0.2114107

vV V. V A

w
D
W-sq
A-Sq

0.3470
>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 §: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------cn--- «----------Highest-----------
Value PATIENT Obs Value PATIENT Obs
-0.211411 5025 7 0.0843561 5029 9
-0.202753 5046 15 0.1488267 5043 14
-0.175590 5015 4 0.1615298 5035 13
-0.163633 5021 5 0.1776975 5032 1
-0.145215 5001 1 0.3833950 5027 8
Stem Leaf # Boxplot Normal Probability Plot
38 1 | 0.35+ ittt
2 | | +Htttt
1 568 3 eene- + | FEER R
0 58 2 |+ 0.05+ e
_0 5410 4 * e * | EE AL L
-1 865 3 doenn + | Rk
-2 10 2 -0.25+ *httx
B L E TR L T T e A LT RS T

Multiply Stem.Leaf by 10**-1 -2 -1 [} +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
S8td Deviation 0.17014692 vVariance 0.02894997
Skewness -0.6589296 Kurtosis 0.11715767
Uncorrected SS 0.40529963 Corrected SS 0.40529963
Coeff variation . Std Error Mean 0.04393174

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.17015
Median 0.014894 Variance 0.02895
Mode . Range 0.59481
Interquartile Range 0.31246

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

Sign
Signed Rank 5]

0 Pro> |t 1.0000
1.6  Pr >= [M| 0.6072
§  Pr>= |S| 0.8040

=
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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 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.937076 Pr < W 0.3470
Kolmogorov-Smirnov D 0.136633 Pr > D >0,1500
Cramer-von Mises W-Sq 0.039965 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.317492 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2114107
99% 0.2114107
95% 0.2114107
90% 0.2027529
75% Q3 0.1636331
50% Median 0.0148942
25% Q1 -0.1488267
10% -0.1776975
5% -0.3833950
1% -0.3833950

0% Min -0.3833950
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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 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----------- ses-a-e----Highest-----v----
Value  PATIENT Obs Value  PATIENT Obs
-0.3833950 5027 8 0.145215 5001 1
-0.1776975 5032 1 0.163633 5021 5
-0.1615298 5035 13 0.175590 5015 4
-0.1488267 5043 14 0.202753 5046 15
-0.0843561 5029 9 0.211411 5025 7
Stem Leaf # Boxplot Normal Probability Plot
2 01 2 ] 0.25+ ksl dd
1 568 3 oeenn + ] *pkpRgy
0 0145 4 * ook I * hpkkgq
-0 85 2 | | -0.05+ Rt
-1 865 3 Feeens + | *pprpr
-2 ] | +HH++4
.38 1 | -0.35+ it
s CETTT T e } ENN ZETEL TETR N R TETTT DI B SR TEEET

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 5: Cintest Study No. 3
Time = 120 minutes
Checking Residuals for Study 5§ at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 6: Huntington Study No. 1

Time = 15 minutes

The Mixed Procedure

Model Information

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

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model -Based

Class lLevel Information

Levels Values

2 Drug Placebo

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

6041 6044 6046

Dimensions

Covariance Parameters
Columns in X

Columns in Z
Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

6048

20

32
32

32

14:50 Thursday, December 14, 2006 2492
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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 6: Huntington Study No. 1
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01813

Fit Statistics

-2 Res Log Likelihood 3.6

AIC (smaller is better) 5.6

AICC (smaller is better) 5.9

BIC (smaller is better) 6.2

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F Value Pr > F
BASELINE 1 14 0.57 0.4644
PATIENT 15 14 1.06 0.4681

TREAT 1 14 0.07 0.7999
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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 6: Huntington Study No. 1
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.07057 0.03371 14 -2.09 0.0550 0.05 -0.1429 0.001729
TREAT Placebo -0.08290 0.03371 14 -2.46 0.0275 0.05 -0.1552 -0.01060

Differences of Least Squares Means

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

TREAT Drug Placebo 0.01233 0.04773 14 0.26 0.7999 0.05 -0.09004 0.1147
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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 6: Huntington Study No. 1
Time = 15 minutes

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

Resid
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A
B A
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A
0.0 + A A
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A A
A A A

-0.2 4
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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 6: Huntington Study No. 1
Time = 15 minutes

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

Resid
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A
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B
A
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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 6: Huntington Study No. 1
Time = 16 minutes
Checking Residuals for Study 6 at The Minutes Specified

---------------------------------------------------------------------- TREATSDIrUQG -cc---ccmcmscmcr e iet oo ee o mcmacmcccemos e aom s

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.09198863 Variance 0.00846191
Skewness 0.17312415 Kurtosis -1,3880819
Uncorrected SS 0.12692863 Corrected SS 0.12692863
Coeff variation Std Error Mean 0.02299716

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.09199
Median -0.01762 Variance 0.00846
Mode . Range 0.26716
Interquartile Range 0.17228
Tests for Location: MuO=0

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

Student’s t t 0 Pr > |t} 1.0000

Sign M -2 Pr >= |M| 0.4545

Signed Rank S -2 Pr >= [S] 0.9399
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 6: Huntington Study No. 1
Time = 15 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk 0.920461 Pr < W 0.1716
Kolmogorov-Smirnov 0.153268 Pr > D >0.1500

W-Sq >0.2500
A-Sq  0.2475

v V. V A

W
D
Cramer-von Mises W-Sq 0.066814 Pr
Anderson-Darling A-Sq 0.447395 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1333087
99% 0.1333087
95% 0.1333087
90% 0.1295092
75% Q3 0.0974301
50% Median -0,0176211
25% Q1 -0.0748498
10% -0.1140537
5% -0.1338563
1% -0.1338563

0% Min -0.1338563
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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 6: Huntington Study No. 1
Time = 15 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest---------v- ce-ess-v---Highest-----von---
Value  PATIENT Obs Value  PATIENT Obs
-0.1338563 6013 6 0.0917696 6005 3
-0.1140537 6003 2 0.1030906 6041 13
-0.1078550 6017 7 0.1140416 6031 10
-0.0916067 6008 4 0.1295092 6046 15
-0.0580928 6034 11 0.1333087 6040 12
Stem Leaf # Boxplot Normal Probability Plot
1 0133 4 teeenn + 0.125+ e ek
0 59 2 | | | *hdt
0 |+ | | +H++*+
-0 43310 5 *o .. * | pRpRE KA
-0 96 2 [ R + | e
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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 6: Huntington Study No. 1
Time = 15 minutes
Checking Residuals for Study 6 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.09198863 Variance 0.00846191
Skewness -0.1731241 Kurtosis -1.3880819
Uncorrected SS 0.12692863 Corrected SS 0.12692863
Coeff Variation . Std Error Mean 0.02299716

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.09199
Median 0.017621 Variance 0.00846
Mode . Range 0.26716
Interquartile Range 0.17228
Tests for Location: Mu0O=0

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

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

sign M 2 Pr >= |M|  0.4545

Signed Rank S 2 Pr >= |S| 0.9399
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