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 Random

Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 1601

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.92337 Pr < W 0.1911
Kolmogorov-Smirnov D 0.155716 Pr > D >0.1500
Cramer-von Mises W-Sq 0.058819 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.396094 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate

100% Max 0.5640801

99% 0.5640801

95% 0.5640801

90% 0.2746620

75% Q3 0.1441037

50% Median -0.0526599

25% Q1 -0.1631011

10% -0.2656215

5% -0.2728294

1% -0.2728294

0% Min -0.2728294
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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 Random
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------ccn-. -<---------Highest----------
value PATIENT Obs Value PATIENT Obs
-0.272829 3036 11 0.109528 3015 6
-0.265622 3041 13 0.178680 3009 5
-0.228547 3001 1 0.244037 3048 16
-0.189951 3026 9 0.274662 3044 14
-0.136251 3018 7 0.564080 3023 8
Stem Leaf # Boxplot Normal Probability Plot
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Multiply Stem.Leaf by 10**-1 -2 -1 o] +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 Random
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations [}
Std Deviation 0.35324253 Variance 0.12478028
Skewness -0.3822766 Kurtosis -0.3832835
Uncorrected S$ 1.87170426 Corrected S$S 1.87170426
Coeff Variation . Std Error Mean 0.08831063

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.35324
Median  0,027757 Variance 0.12478
Mode . Range 1.27286
Interquartile Range 0.45865
Tests for Location: Mu0=0

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

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

Sign M 1 Pr >= |M| 0.8036

Signed Rank S 4 Pr >= S| 0.8603
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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 Random
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.966727 Pr < W 0.7832
Kolmogorov-Smirnov 0.120994 Pr > D >0.1500

q 0.039341 Pr > W-Sq >0,2500

w
D
Cramer-von Mises W-
A-8q 0.257986 Pr > A-Sq >0.2500

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.6123168
99% 0.6123168
95% 0.6123168
90% 0,3886973
75% Q3 0.2563591
50% Median 0.0277575
25% Qt -0.2022880
10% -0.5342937
5% -0.6605421
1% -0.6605421

0% Min -0.6605421
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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 Random
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -e=--------Highest--------.-
Value  PATIENT Obs Value  PATIENT Obs
-0.660542 3044 14 0.220028 3015 6
-0.534294 3036 11 0.292691 3001 1
-0.490127 3041 13 0.305776 3005 3
-0.282629 3048 16 0.388697 3039 12
-0.121947 3046 15 0.612317 3026 9
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 120 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable LNCHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels values
TREAT 2 Drug Placebo
PATIENT 16 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 16
Subjects 1
Max Obs Per Subject 32
Observations Used 32

Observations Not Used 0]
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 32.89386643
1 1 32.89386643 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.1146

Fit Statistics

-2 Res Log Likelihood 32.9
AIC (smaller is better) 34.9
AICC (smaller is better) 35.0

BIC (smaller is better) 35.7
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 1.86 0.1834
TREAT 1 29 8.54 0.0067

Least Squares Means

Standard

Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.5541 0.08481 29 -6.53 <, 0001 0.05 -0.7275 -0.3806
TREAT Placebo -0.2029 0.08481 29 -2.39 0.0234 0.05 -0.3764 -0.02946
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -0.3512 0.1202 29 -2.92 0.0067 0.05 -0.5970 -0.1053
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.3045296 vVariance 0.09273828
Skewness 0.67494322 Kurtosis -0.629427
Uncorrected SS 1.39107416 Corrected SS 1.39107416
Coeff variation . Std Error Mean 0.0761324

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.30453
Median  -0.08882 variance 0.09274
Mode . Range 0.97139
Interquartile Range 0.42260

Tests for Location: Mu0=0

Test -Statistic- @ ----- p Value------
Student’s t t 0 Pr > |t] 1.0000
Sign M -1 Pr >= |M| 0.8036

w

Signed Rank -6 Pr >= |8] 0.7820
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk W 0.924791 Pr < W 0.2014
Kolmogorov-Smirnov D 0.153749 Pr > D >0.1500
Cramer-von Mises W-8q 0.067419 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.439161 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.5833542
99% 0.5833542
95% 0.5833542
90% 0.4896833
75% Q3 0.1914175
50% Median -0.0888176
25% Q1 -0.2311795
10% -0,3363900
5% -0.3880340
1% -0.3880340

0% Min -0.3880340
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- sev-e------Highest------no--.
Value  PATIENT Obs Value  PATIENT Obs
-0.388034 3036 11 0.133273 3018 7
-0.336390 3015 6 0.249562 3041 13
-0.318567 3001 1 0.431491 3044 14
-0.267043 3008 4 0.489683 3046 15
-0.195316 3005 3 0.583354 3023 8
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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 0.35887722 Variance 0.12879286
Skewness -0.3593087 Kurtosis 0.60340559
Uncorrected SS 1.93189293 Corrected SS 1.93189293
Coeff variation . Std Error Mean 0.08971931

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.35888
Median -0.02391 Variance 0.12879
Mode . Range 1.44346
Interquartile Range 0.50295

Tests for Location: MuO=0

Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M -1 Pr >= |M|  0.8036

w
.
—

Signed Rank Pr >= |§| 0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p vValue------
Shapiro-Wilk 0.972246 Pr < W 0.8735
Kolmogorov-Smirnov 0.121813 Pr > D >0.1500

W-Sq >0.2500
A-Sq >0.2500

vV V.V A

w

D
Cramer-von Mises W-Sq 0.024438 Pr
Anderson-Darling A-8q 0.201556 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.6179979
99% 0.6179979
95% 0.6179979
90% 0.4645405
75% Q3 0.2499627
50% Median -0.0239089
25% 1 -0.2529921
10% -0,3226488
5% -0.8254652
1% -0.8254652

0% Min -0.8254652
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----ccc---- -----------Highest----------
Value PATIENT Obs value PATIENT Obs
-0,825465 3036 11 0.238181 3005 3
-0.322649 3044 14 0.261744 3001 1
-0.282520 3009 5 0.402241 3003 2
-0.282291 3046 15 0.464541 3039 12
-0.223693 3032 10 0.617998 3026 9
Stem Leaf # Boxplot Normal Probability Plot
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Multiply Stem.lLeaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 Random
Study 3: Cintest Study No. 1
Time = 180 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 Random
Study 3: Cintest Study No. t
Time = 240 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable LNCHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

Dimensions
Covariance Parameters 2
columns in X 4
Columns in Z 16
Subjects 1
Max Obs Per Subject 32
Observations Used 32

Observations Not Used 0
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 240 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 49.55654330
1 2 48.20915015 0.00000012
2 1 48.20914985 0.00000000

Cconvergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.06104
Residual 0.1431

Fit Statistics

-2 Res Log Likelihood 48.2
AIC (smaller is better) 52.2
AICC (smaller is better) 52.7
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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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes

The Mixed Procedure
Fit Statistics

BIC (smaller is better) 53.8

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 28.7 9.83 0.0039
TREAT 1 14.7 6.41 0.0233

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > [t| Alpha Lower Upper
TREAT Drug -0.4024 0.1132 26.6 -3.55 0.0014 0.05 -0.6349 -0.1698
TREAT Placebo -0.06128 0.1132 26.6 -0.54 0.5929 0.05 -0.2938 0.1713

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3411 0.1347 14.7 -2.53 0.0233 0.05 -0.6288 -0.05338
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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 Random
Study 3: Cintest Study No. 1
Time = 240 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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes

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

14:50 Thursday, December 14, 2006 1626

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

Patient Is Random

Study 3: Cintest Study No. 1

Time = 240 minutes

Checking Residuals for Study 3 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected $S
Coeff variation

The UNIVARIATE Procedure
variable: Resid

Moments
16 Sum Weights
0 Sum Observations
0.36369737 Variance
0.28150305 Kurtosis
1.9841367 Corrected SS

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation
Median  -0.02728 variance
Mode Range
Interquartile Range
Tests for Location: Mu0=0
Test -Statistic- = ----- p value
Student's t t o] Pr > |t
Sign M 0 Pr >= |M]
Signed Rank S -1 Pr >= |§|

16

0
0.13227578
-0.8370148
1.9841367
0.09092434

.36370
.13228
.17298
.50423

O = 0 0

1.0000
1.0000
0.9799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.960826 Pr < w 0.6768
Kolmogorov-Smirnov 0.099874 Pr > D >0.1500

q 0.026317 Pr
q 0.205608 Pr

W-Sq >0.2500
A-Sq >0,2500

vV V.V A

W
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.6209042
99% 0.6209042
95% 0.6209042
90% 0.5571426
75% Q3 0.2579336
50% Median -0.0272784
25% Q1 -0.2462935
10% -0.5008042
5% -0.5520748
1% -0.5520748

0% Min -0.5520748
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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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----vo-cnnn -e---------Higheste---------
Value  PATIENT Obs Value  PATIENT Obs
-0.552075 3008 4 0.201520 3023 8
-0.500804 3015 6 0.314347 3018 7
-0.389858 3005 3 0.493000 3046
-0.277789 3048 16 0.557143 3044 14
-0.214798 3001 1 0.620904 3026 9
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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.28447551 Variance 0.08092632
Skewness 0.00559458 Kurtosis -0.0181301
Uncorrected SS 1.21389476 Corrected SS 1.21389476
Coeff Variation . Std Error Mean 0.07111888

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.28448
Median 0.022165 Variance 0.08093
Mode . Range 1.05983
Interquartile Range 0.39902
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 1 Pr >= |M| 0.8036

Signed Rank S 2 Pr >= |§] 0.9399
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random

Study 3: Cintest Study No. 1

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

The UNIVARIATE Procedure
e: Resid

Test

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

Variabl

Tests for Normality

--Statistic---

w
D
W-Sq
A-8q

0.968348 Pr
0.113205 Pr
0.027194 Pr
0.218263 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

O 0 O0OO0Oo

-0

.587660
.587660
.587660
. 265091
.200966

022165

. 198057
471297
-0.
-0.
-0.

472172
472172
472172

<
>

p value------
w 0.8112
D >0.1500

> W-Sq >0.2500

>

A-Sq >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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------c-n-n ~-----+----Highest--------.-
Value  PATIENT Obs Value  PATIENT Obs
-0.472172 3009 5 0.198098 3001
-0.471297 3046 15 0.203833 3036
-0.301766 3044 14 0.240118 3039 12
-0.232134 3015 6 0.265091 3005 3
-0.163981 3018 7 0.587660 3023 8
Stem Leaf # Boxplot Normal Probability Plot
49 1 | 0.5+ +HE b4t
2 0047 4 LEE R + | *iXdrt
0 0477 4 L S . | hpkk gk phy
-0 685 3 | | | Rk Al Al
-2 03 2 Hemnen + | FHEER R
-4 77 2 ] -0.5+ bRt *
P LT E T Ry LR R TR T IRyt Uy Rty S Y

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 Random
Study 3: Cintest Study No. 1
Time = 240 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

0.4

-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 Random
Study 4: Cintest Study No. 2
Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable LNCHANGE
Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

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

Observations Not Used [0}
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 15 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 -19.43595771
1 2 -20.58537991 0.00001982
2 1 -20.58608804 0.00000001
3 1 -20.58608855 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.005602
Residual 0.01210

Fit Statistics

-2 Res Log Likelihood -20.6
AIC (smaller is better) -16.6
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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 Random
Study 4: Cintest Study No. 2
Time = 15 minutes

The Mixed Procedure
Fit Statistics
AICC (smaller is better) -16.1

BIC (smaller is better) -15.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 17.7 0.59 0.4538
TREAT 1 12.1 0.01 0.9340

L.east Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > {t} Alpha Lower Upper
TREAT Drug -0.04805 0.03441 23.4 -1.40 0.1756 0.05 -0.1192 0.02305
TREAT Placebo -0.04464 0.03441 23.4 -1.30 0.2071 0.05 -0.1187 0.02646

Differences of Least Squares Means

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

TREAT Drug Placebo -0.00341 0.04035 12.1 -0.08 0.9340 0.05 -0.09126 0.08444



Resid
0.2

0.0

-0.2

Appendix 2
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 15 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 15 minutes

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

Resid
0.2 +
A
A
0.1 + A
B
A A
A
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A
A
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A
B
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A
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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 Random

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

14:50 Thursday, December 14, 2006 1638

The UNIVARIATE Procedure

Variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.08935867 Variance 0.00798497
Skewness -2.5209965 Kurtosis 7.0614612
Uncorrected SS 0.1117896 Corrected S$ 0.1117896
Coeff variation Std Error Mean 0.02307231

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.08936
Median  0.021592 Variance 0.00798
Mode Range 0.35692
Interquartile Range 0.04662
Tests for Location: Mu0=0

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

Student's t t 0 Pr > [t 1.0000

Sign M 4.5 Pr >= |M| 0.0352

Signed Rank S 30 Pr >= S| 0.0946
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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 Random

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk 0.681119 Pr < W 0.0002
Kolmogorov-Smirnov 0.366229 Pr > D <0.0100

W-Sq <0.0050
A-Sq  <0.0050

vV V. V A

w
D
Cramer-von Mises W-8q 0.35539 Pr
Anderson-Darling A-Sq 1.868968 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.078469688
99% 0.078469688
95% 0.078469688
90% 0.074842984
75% Q3 0.047523138
50% Median 0.021591702
25% Q1 0.000907642
10% -0.115962254
5% -0.278451607
1% -0.278451607

0% Min -0.278451607
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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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------- Lowest------cn-nno -----------Highest----------.
Value  PATIENT Obs Value  PATIENT Obs
-2.78452E-01 4026 8 0.0279864 4024 7
-1.15962E-01 4037 13 0.0475231 4032 11
-9.80079E-05 4027 9 0.0628515 4003
9.07642E-04 4012 5 0.0748430 4044 15
3.60060E-03 4010 4 0.0784697 4007 3
Stem Leaf # Boxplot Normal Probability Plot
0 5678 4 LI + 0.075+ : bR *
0 00122223 8 L . I k ok kk kpkkgk K&
00 1 | | * 44
-0 | +Hittd
-1 2 1 0 | it
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-2 | +++
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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 Random
Study 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.09934043 Variance 0.00986852
Skewness 0.41864535 Kurtosis -0.4459214
Uncorrected SS 0.13815929 Corrected SS 0.13815929
Coeff variation . Std Error Mean 0.02564959

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.09934
Median  0.003153 variance 0.00987
Mode . Range 0.31938
Interquartile Range 0.15126
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 >= |§] 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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  -.--- p value------
Shapiro-Wilk w 0.945681 Pr < W 0.4592
Kolmogorov-Smirnov D 0.118081 Pr > D >0.1500
Cramer-von Mises W-Sq 0.033651 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.272315 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.18503858
99% 0.18503858
95% 0.18503858
90% 0.16786591
75% Q3 0.05017166
50% Median 0.00315263
25% Q1 -0.10108936
10% -0.13312969
5% -0.13434250
1% -0.13434250

0% Min -0.13434250



Appendix 2 14:50 Thursday, December 14, 2006 1643
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--------v-. s----------Highest-----------
Value PATIENT Obs Value PATIENT Obs
-0.1343425 4044 15 0.0291103 4024 7
-0.1331297 4034 12 0.0501717 4010 4
-0.1053205 4027 9 0.0981816 4030 10
-0.1010894 4032 11 0.1678659 4026 8
-0.0531196 4039 14 0.1850386 4007 3
Stem Leaf # Boxplot Normal Probability Plot
179 2 | 0.175+ * +rEtd
10 1 | | +H++4
05 1 [ - + | +xpkt
0 0233 4 LS TR 0.025+ ol ol
-0 41 2 | | | LR eht 4
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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 Random
Study 4: Cintest Study No. 2
Time = 15 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 Random
Study 4: Cintest Study No. 2
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK . ALL

Dependent Variable LNCHANGE

Covariance Structure vVariance Components

Estimation Method REML

Residual Vvariance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

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

Observations Not Used 0]
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Phenylephrine vs., Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 30 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 -28.72403332
1 2 -29.70099518 0.00001192
2 1 -29.70147486 0.00000001

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.003655
Residual 0.008864

Fit Statistics

-2 Res Log Likelihood -29.7
AIC (smaller is better) -25.7
AICC (smaller is better) -25.2
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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 Random
Study 4: Cintest Study No. 2
Time = 30 minutes

The Mixed Procedure
Fit Statistics

BIC (smaller is better) -24.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 17.4 1.43 0.2484
TREAT 1 12.2 0.31 0.5896

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Vvalue Pr > |t] Alpha Lower Upper
TREAT Drug -0.06632 0.02893 23.9 -2.29 0.0310 0.05 -0.1261 -0.00659
TREAT Placebo -0.08545 0.02893 23.9 -2.95 0.0070 0.05 -0.1452 -0.,02572

Differences of Least Squares Means

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

TREAT Drug Placebo 0.01913 0.03453 12.2 0.55 0.5896 0.05 -0.05598 0.09424



Resid
0.2

-0.1

Appendix 2 14:50 Thursday, December 14, 2006 1648

Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 30 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 30 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 15
Mean [o] Sum Observations 0
Std Deviation 0.07159808 Variance 0.00512629
Skewness -1.0457868 Kurtosis 1.46890807
Uncorrected SS 0.07176799 Corrected SS 0.07176799
Coeff variation . Std Error Mean 0.01848655

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.07160
Median  0.026801 Variance 0.00513
Mode . Range 0.28669
Interquartile Range 0.07578
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 7 Pr >= |§| 0.7197
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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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-wilk 0.927547 Pr < W 0.2507
Kolmogorov-Smirnov 0.179253 Pr>D >0.1500

W-8q 0.1696
A-8q 0.1958

vV V.V A

w
D
Cramer-von Mises W-Sq 0.084842 Pr
Anderson-Darling A-Sq 0.489846 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1102208
99% 0.1102208
95% 0.1102208
90% 0.,0688546
75% Q3 0.0412402
50% Median 0.0268011
25% Q1 -0.0345395
10% -0.0918480
5% -0.1764722
1% -0.1764722

0% Min -0.1764722
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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 Random

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

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----------- -------.-.-Highest-----------
Value PATIENT Obs Value PATIENT Obs
-0.1764722 4026 8 0.0403603 4003 2
-0.0918480 4037 13 0.0412402 4027 9
-0.0710327 4039 14 0.0497402 4034 12
~-0.0345385 4007 3 0.0688546 4024 7
-0.0135678 4032 11 0.1102208 4030 10
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 Random
Study 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.09052571 Variance 0.0081949
Skewness -0.3473304 Kurtosis 0.23122838
Uncorrected SS 0.11472865 Corrected SS 0.11472865
Coeff variation . Std Error Mean 0.02337364

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.09053
Median  0.002457 Variance 0.00819
Mode . Range 0.32827
Interquartile Range 0.11112
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t Pr > |t| 1.0000

Sign
Signed Rank S

Pr >= |M{ 0.6072
Pr >= |§| 0.7197

=
-
~N oo
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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 Random
Study 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = --.-- p Value------
Shapiro-Wilk 0.950074 Pr < W 0.5256
Kolmogorov-Smirnov 0.196333 Pr > D 0.1199

q 0.071019 Pr

S W-Sq >0.2500
Sq 0.386856  Pr

A-8q >0.2500

vV V. V A

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

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1493181
99% 0.1493181
95% 0.1493181
90% 0.1387451
75% Q3 0.0451566
50% Median 0.0024574
25% Q1 -0.0659625
10% -0.1466136
5% -0.1789487
1% -0.1789487

0% Min -0.1789487
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Multiply Stem.Leaf by 10**-1

Value

17894868
14661365
07826812
06596250
00840805

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

The UNIVARIATE Procedure

PATIENT

4034
4032
4027
4003
4044

Boxplot

Variable:

Resid

Extreme Observations

Obs

12
11

15

Value

0.0302455
0.0451566
0.0724682
0.1387451
0.1493181
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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 Random
Study 4: Cintest Study No. 2
Time = 30 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo

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

Patient Is Random

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable LNCHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 15
Subjects ]
Max Obs Per Subject 30
Observations Used 30

Observations Not Used [o]
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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 Random
Study 4: Cintest Study No. 2
Time = 45 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 -11.35325665
1 2 -11.39840732 0.00000001
2 1 -11.39840766 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.001459
Residual 0.02203

Fit Statistics

-2 Res Log Likelihood -11.4
AIC (smaller is better) -7.4
AICC (smaller is better) -6.9
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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 Random
Study 4: Cintest Study No. 2
Time = 45 minutes

The Mixed Procedure
Fit Statistics

BIC (smaller is better) -6.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 15.8 3.79 0.0695
TREAT 1 13 0.02 0.8943

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.1124 0.03962 26.7 -2.84 0.0086 0.05 -0.1937 -0.03105
TREAT Placebo -0.1197 0.03962 26.7 -3.02 0.0055 0.05 -0.2011 -0.03841

Differences of Least Squares Means

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

TREAT Drug Placebo 0.007366 0.05434 13 0.14 0.8943 0.05 -0.1101 0.1248
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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 Random
Study 4: Cintest Study No. 2
Time = 45 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 45 minutes

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

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

14:50 Thursday, December 14, 2006 1663

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.1020093 Variance 0.0104059
Skewness -0.9649086 Kurtosis 1.30918263
Uncorrected SS 0.14568256 Corrected SS 0.14568256
Coeff Variation Std Error Mean 0.02633869

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.10201
Median -0.00257 vVariance 0.01041
Mode Range 0.371556
Interquartile Range 0.15195
Tests for Location: Mu0=0

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

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

Sign M -1.5 Pr >= M| 0.6072

Signed Rank S -1 Pr >= |[S| 0.9780
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk 0.911419 Pr < W 0.1424
Kolmogorov-Smirnov 0.155229 Pr > D >0,1500

q 0.06572  Pr
q 0.455139  Pr

W-Sq >0.2500
A-Sq  0.2363

Vv V. V A

w
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.12205933
99% 0.122056933
95% 0.12205933
90% 0.12155853
75% Q3 0,09636601
50% Median -0.00257062
25% Q1 -0.05558612
10% -0.14082524
5% -0.24949219
1% -0.24949219

0% Min -0.24949219
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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 Random
Study 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----------n se---------Highest-----c-u-..
Value PATIENT Obs Value PATIENT Obs
-0.2494922 4026 8 0.0510159 4044 15
-0.1408262 4039 14 0.0963660 4030 10
-0.0568792 4001 1 0.1158267 4024 7
-0.0555861 4037 13 0.1215585 4034 12
-0.0211269 4003 2 0.1220593 4007 3
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 45 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 0.17222091 Variance 0.02966004
Skewness 1.11492712 Kurtosis 2.24419528
Uncorrected SS 0.4152406 Corrected SS 0.4152406
Coeff variation . Std Error Mean 0.04446725

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.17222
Median -0.02397 Variance 0.02966
Mode . Range 0.69391
Interquartile Range 0.18313
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M -2.5 Pr >= |M] 0.3018

Signed Rank S -10 Pr >= |§}| 0.5995
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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 Random
Study 4: Cintest Study No. 2
Time = 45 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.913018 Pr < W 0.1506
Kolmogorov-Smirnov D 0.191447 Pr>D 0.1425
Cramer-von Mises W-Sq 0.096885 Pr > W-8q 0.1149
Anderson-Darling A-Sq 0.548341 Pr > A-8q 0.1385

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4426012
99% 0.4426012
95% 0.4426012
90% 0.2220790
75% Q3 0.0767305
50% Median -0.0239732
25% Q1 -0.1063986
10% -0.2288993
5% -0.2513116
1% -0.2513116

0% Min -0.2513116
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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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------n -e----.----Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.2513116 4034 12 0.0287592 4001 1
-0.2288993 4032 11 0.0767305 4024 7
-0.1153962 4030 10 0.1244353 4010 4
-0.1063986 4003 2 0.2220790 4007 3
-0.0606606 4012 5 0.4426012 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

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

Patient Is Random

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 Random
Study 4: Cintest Study No. 2
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable LNCHANGE

Covariance Structure Variance Components

Estimation Method . REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

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

Observations Not Used 0
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 60 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 0.60376173
1 2 0.57851084 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.001641
Residual 0.03491

Fit Statistics

-2 Res Log Likelihood
AIC (smaller is better)
AICC (smaller is better)
BIC (smaller is better)

O h O
O = O O
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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 Random
Study 4: Cintest Study No. 2
Time = 60 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 16.2 0.73 0.4040
TREAT 1 13.5 0.86 0.3703

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -0.1764 0.04942 26.8 -3.57 0.0014 0.05 -0.2778 -0.07493
TREAT Placebo -0.1130 0.04942 26.8 -2.29 0.0304 0.05 -0.2144 -0.01153

Differences of Least Squares Means

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

TREAT Drug Placebo -0.06341 0.06840 13.5 -0.93 0.3703 0.05 -0.2107 0.08386
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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 Random
Study 4: Cintest Study No. 2
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 Random
Study 4: Cintest Study No. 2
Time = 60 minutes

Plot of Resid*TREAT. Legend: A =t 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 Random
Study 4: Cintest Study No. 2
Time = 60 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.12007798 Variance 0.01441872
Skewness -0.619422 Kurtosis 0.19649558
Uncorrected SS 0.20186211 Corrected SS 0.20186211
Coeff Vvariation . Std Error Mean 0.031004

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.12008
Median  0.027712 Variance 0.01442
Mode . Range 0.44656
Interquartile Range 0.20408
Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student's t t Pr > |t| 1.0000

Sign
Signed Rank S

Pr >= |M| 0.6072
Pr >= |S|  0.8469

=
-
& 0o
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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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk 0.957588 Pr < W 0.6506
Kolmogorov-Smirnov 0.16084 Pr > D >0.1500

W-Sq >0.2500

W
D

Cramer-von Mises W-Sq 0.043725 Pr
A- A-Sq >0.2500

Anderson-Darling Sq 0.277865 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1774019
99% 0.1774019
95% 0.1774019
90% 0.1360709
75% Q3 0.1123675
50% Median 0.0277116
25% Q1 -0.0917076
10% -0.1362581
5% -0.2691601
1% -0.2691601

0% Min -0.2691601
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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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------. s----------Highest----------.
Value PATIENT Obs Value PATIENT Obs
-0.2691601 4026 8 0.0612435 4007 3
-0.1362581 4039 14 0.1123675 4017 6
-0.0978619 4010 4 0.1153408 4044 16
-0.0917076 4001 1 0.1360709 4032 11
-0.0857872 4037 13 0.1774019 4030 10
Stem Leaf # Boxplot Normal Probability Plot
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1124 3 L + | * o okgp
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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 Random

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

14:50 Thursday, December 14, 2006 1678

The UNIVARIATE Procedure

variable: Resid
Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.22380733 Variance 0.05008972
Skewness 0.67026378 Kurtosis 0.15279996
Uncorrected SS 0.70125606 Corrected SS 0.70125606
Coeff Variation Std Error Mean 0.0577868

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.22381
Median -0.00032 Variance 0.05009
Mode Range 0.79417
Interquartile Range 0.32092
Tests for Location: Mu0=0

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

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

Sign M -0.5 Pr >= |M|  1.0000

Signed Rank S -3 Pr >= |S| 0.8904
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Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 1679

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

Study 4: Cintest Study No. 2

Patient Is Random

Time = 60 minutes

Checking Residuals for Study 4 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirn
Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

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

W 0.951953  Pr
D 0.11613  Pr
W-Sq 0.038256  Pr
A-Sq  0.273201 Pr

oV

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.487926950
99% 0.487926950
95% 0.487926950
90% 0.331323894
75% Q3 0.113491489
50% Median -0.000316946
25% Q1 -0.207425853
10% -0.263693252
5% -0.306238850
1% -0.306238850

0% Min -0.306238850

‘V V. VA

D
W-Sq
A-Sq

0.5557
>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 Random

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------c---- ce---------Highest-----------
value PATIENT Obs Value  PATIENT Obs
-0.306239 4032 11 0.0810587 4024 7
-0.263693 4034 12 0.1134915 4010 4
-0.219876 4003 2 0.2069627 4007 3
-0.207426 4030 10 0.3313239 4044 15
-0.174944 4026 8 0.4879269 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

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

Patient Is Random

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

|
0.6 +
|
| |
I {
0.4 + [
I I
J I
i I
0.2 + | |
I I |
| L + L +
| BRRREE * i I
0+ | + | LR I 4
[ I I I |
| LEREEE + | ]
I | | I
-0.2 + ] +eevea +
| I I
I |
I
-0.4 +
............ Fevmcncnccnrtocrcncaanan

TREAT Drug Placebo



Appendix 2 14:50 Thursday, December 14, 2006 1682
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable LNCHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

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

Observations Not Used 0
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 2.09088725
1 1 2.09088725 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.03857

Fit Statistics

-2 Res Log Likelihood
AIC (smaller is better)
AICC (smaller is better)
BIC (smaller is better)

B TR N V]
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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 Random
Study 4: Cintest Study No. 2
Time = 90 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 27 0.16 0.6920
TREAT 1 27 0.07 0.7891

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.1709 0.05076 27 -3.37 0.0023 0.05 -0.2751 -0.06675
TREAT Placebo -0.1803 0.05076 27 -3.75 0.0009 0.05 -0.2945 -0.08616

Differences of Least Squares Means

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

TREAT Drug Placebo 0.01942 0.07187 27 0.27 0.7891 0.05 -0.1281 0.1669
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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 Random
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
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations [}
Std Deviation 0.15073349 vVariance 0.02272058
Skewness -0.6308999 Kurtosis -0.6209057
Uncorrected SS 0.31808818 Corrected SS 0.31808818
Coeff variation . Std Error Mean 0.03891922

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.15073
Median  0.028184 Variance 0.02272
Mode . Range 0.47641
Interquartile Range 0.22377
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 >= 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 Random
Study 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.919727 Pr < W 0.1908
Kolmogorov-Smirnov 0.158412 Pr > D >0.1500

q 0.063612 Pr > W-8q >0.2500

]
D
Cramer-von Mises W-
A-S8q 0.430888 Pr > A-Sq >0.2500

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1745906
99% 0.1745906
95% 0.1745906
90% 0.1630580
75% Q3 0.1370306
50% Median 0.0281841
25% Q1 -0.0867378
10% -0.2288045
5% -0.3018225
1% -0.3018225

0% Min -0.3018225
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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 Random

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----cc-c--- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.3018225 4026 8 0.131708 4007
-0.2288045 4039 14 0.137031 4032 11
-0.1626406 4001 1 0.149791 4017
-0.0867378 4037 13 0.163058 4003 2
-0.0867143 4024 7 0.174591 4030 10
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 Random
Study 4: Cintest Study No. 2
Time = 90 minutes
Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.22728022 vVariance 0.0516563
Skewness 1.06901883 Kurtosis 1.40778493
Uncorrected SS 0.7231882 Corrected SS 0.7231882
Coeff variation . Std Error Mean 0.0586835

Basic Statistical Measures

Location vVariability
Mean 0.00000 Std Deviation 0.22728
Median -0.02766 Variance 0.05166
Mode . Range 0.85951
Interquartile Range 0.36727

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 -7 Pr >= {S§} 0.7197
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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

Study 4: Cintest Study No. 2

Patient

Time =

Is Random

90 minutes

Checking Residuals for Study 4 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

vVariabl
Tests for

--Stat

q

w
D
W-8
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qf
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -----
0.917728 Pr
0.122517 Pr
0.0498061 Pr
0.395794 Pr

(Definition 5)
Estimate

0.572072
0.572072
0.572072
0.210701
0.181193
-0.027662
-0.186080
-0.231014
-0.287433
-0.287433
-0.287433

VvV V. V A

W-Sq
A-Sq

0.1778
>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 Random

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----------- se=--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.287433 4003 2 0.101210 4027 9
-0.231014 4030 10 0.181193 4044 15
-0.203326 4026 8 0.197689 4024 7
-0.186080 4032 11 0.210701 4010 4
-0.182640 4034 12 0.572072 4037 13
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

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

Patient Is Random

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

|
0.6 +
I I
I I
I I
0.4 + |
I |
| I
| I
0.2 + Focae +
| beeeeet |
{ I [ I !
l Fonees * | !
0+ [+ | I+ ]
I I I Femoe- *
I tooes + [ I
| I I I
-0.2 + | [ — +
I I I
! I I
!
-0.4 +
............ T

TREAT Drug Placebo



Appendix 2 14:50 Thursday, December 14, 2006 1694
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable LNCHANGE

Covariance Structure variance Components

Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

4024 4026 4027 4030 4032 4034
4037 4039 4044

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

Observations Not Used (0]
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure
Dimensions

Total Observations 30

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 16.26511559
1 1 16.26511559 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT o}
Residual 0.06519

Fit Statistics

-2 Res Log Likelihood 16.3
AIC (smaller is better) 18.3
AICC (smaller is better) 18.4

BIC (smaller is better) 19.0
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 120 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 27 0.00 0.9975
TREAT 1 27 0.44 0.5144

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.2343 0.06600 27 -3.565 0.0014 0.05 -0.3698 -0.09893
TREAT Placebo -0.2961 0.06600 27 -4.49 0.0001 0.05 -0.4315 -0.1607

Differences of Least Squares Means

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

TREAT Drug Placebo 0.06174 0.09345 27 0.66 0.5144 0.05 -0.1300 0.2535
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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 Random
Study 4: Cintest Study No. 2
Time = 120 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 4: Cintest Study No. 2
Time = 120 minutes

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

The UNIVARIATE Procedure
variable: Resid

Moments
N 15 Sum Weights 15
Mean 0 Sum Observations 0
Std Deviation 0.17054029 Variance 0.02908399
Skewness 0.22401262 Kurtosis -1.0174931
Uncorrected SS 0.40717587 Corrected SS 0.40717587
Coeff variation . Std Error Mean 0.04403331

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.17054
Median -0.03990 Variance 0.02908
Mode . Range 0.54584
Interquartile Range 0.29143
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

14:50 Thursday, December 14, 2006 1700

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

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

Kolmogorov-Smirnov D

Cramer-von Mises
Anderson-Darling

Tests for Normality
--Statistic---
W 0.958711 Pr
0.125829 Pr
W-8q 0.032949 Pr
A-8q 0.224255 Pr
Quantiles (Definition 5)
Quantile Estimate
100% Max 0.3022108
99% 0.3022108
95% 0.3022108
90% 0.2439789
75% Q3 0.1399477
50% Median -0.0399014
25% Q1 -0.1514817
10% -0.2117760
5% -0,2436328
1% -0.2436328
0% Min -0.2436328

w
D
W-Sq
A-Sq

0.6700
>0.1500
>0.2500
>0.2500
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