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Phenylephrine vs. Placebo
Change From Baselirie NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Peint, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 45 minutes

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

Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations o]
Std Deviation 1.18284556 Variance 1.39912362
Skewness -1.4281225 Kurtosis 1.42186073
Uncorrected SS 12.5921125 Corrected §S 12.5921125
Coeff Variation Std Error Mean 0.37404861

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.18285
Median  0.494560 Variance 1.39912
Mode . Range 3.78690
Interquartile Range 1.38280
Tests for Location: Mu0=0

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

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

Sign M 2 Pr >= |M| 0.3438

Signed Rank s 2.5 Pr >= [§]  0.8457
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Phenylephrine vs. Placebo ,
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by -8tudy and Fime Point, ‘Adjusting- for ‘Baseline NAR

’ Patient Is Random

Study 2: Elizabeth Study No. 5§ : =~
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk W 0.823363 Pr < W 0.0278
Kolmogorov-Smirnov D 0.321584 Pr > D <0.0100
Cramer-von Mises W-Sq 0.160789 Pr > W-8q 0.0146
Anderson-Darling A-Sg 0.841064 Pr > A-8Sq 0.0204

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.19066
99% 1.19066
95% 1.19066
90% 1.03011
75% Q3 0.62256
50% Median 0.49456
25% Q1 -0.76024
10% -1.94914
5% -2.59624
1% -2.59624

0% Min -2.59624
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Phenylephrine vs. Placebo

Change Frofi Baseline NAR (Nasal ALrflow Resistance) i

Performing Analysis of Covariance by Study and Time-Point, Adjusting for Baséline NAR
Patient Is Random

Study 2: Elizabeth Study No. 5§
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- ---«------Highest----------
Value  PATIENT Obs value  PATIENT Obs
-2.59624 2001 1 0.56096 2007 3
-1.30204 2005 2 0.62036 2014 5
-0.76024 2021 8 0.62256 2012 4
0.36626 2020 7 0.86956 2023 9
0.42816 2024 10 1.19066 2018 6
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
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Change From Bagseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 2: Elizabeth Study No. §
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes

The UNIVARIATE Procedure
variable: Resid

Moments
N 10 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.40383987 Variance
Skewness 0.78494375 Kurtosis
Uncorrected SS 1.46777973 Corrected SS

Coeff Variation

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation
Median -0.12861 variance
Mode . Range

Interquartile Range

Tests for Location: Mu0O=0

Test -Statistic- = ----- p Value
Student's t t 0 Pr > [t]
Sign M -1 Pr >= |M|

Signed Rank S -2.5 Pr >= |§|

Specified
10
0
0.16308664
0.45100658
1.46777973
0.12770538
0.40384
0.16309
1.38310
0.41130
1.0000
0.7539
0.8457

—_—————
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Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance- by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
e: Resid

Variabl

Tests for Normality

--Statistic---

w

Kolmogorov-Smirnov D

Cramer-von Mises
Anderson-Darling

W-8q
A-8q

0.945671

0.21688
0.054433
0.308206

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

.80494
.80494
.80494
.62659
,21084
.12861
.20046
.47966
.54816
.54816
.54816

--p value------
< W 0.6177
>D >0.1500

> W-8q >0.2500
> A-8q  >0.2500
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Phenylephrine vs. Placebo

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

Stem Leaf

Study

Checking Residuals for Study 2 at The Minutes Specified

Th

Patient Is Random
2: Elizabeth Study No. 5
Time = 45 minutes

e UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--v--u-nn- ee--c--.--.Highest------u--n-
Value  PATIENT Obs Value PATIENT Obs
-0.54816 2024 10 -0.1200602 2018 6
-0.41116 2001 1 0.0998404 2012 4
-0.20046 2023 9 0.2108398 2007 3
-0.14686 2020 7 0.4482398 2005 2
-0.13716 2014 5 0.8049399 2021 8
# Boxplot Normal Probability Plot
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Phenylephrine vs., Placebo . : E
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance hy Study.and Time-Peint; Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 45 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo )
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by $tudy and Time Point; Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

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 10 2001 2005 2007 2012 2014 2018

2020 2021 2023 2024

Dimensions
Covariance Parameters 2
columns in X 4
Columns in Z 10
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance .by Study -and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 50.59921779
1 1 50.59921779 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.7302

Fit Statistics

-2 Res Log Likelihood 50.6
AIC (smaller is better) 52.6
AICC (smaller is better) 52.9

BIC (smaller is better) 52.9
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point; -Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes ‘

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 17 1.46 0.2442
TREAT 1 17 98.56 <.0001

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -3.7567 0.2712 17 -13.85 <, 0001 0.05 -4,3290 -3.1844
TREAT Placebo 0.06600 0.2712 17 0.24 0.8107 0.05 -0.5063 0.6383

Differences of Least Squares Means

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

TREAT Drug Placebo -3.8227 0.3851 17 -9.93 <.0001 0.05 -4.,6351 -3.0103
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by-Study -and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study-and Time-Peint, Adjusting for Buselins NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes

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

Patient Is Random
Study 2: Elizabeth Study No. 5
) Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 1.01931524 Variance 1.03900355
Skewness -0.1727001 Kurtosis -1.5113056
Uncorrected SS 9.35103194 Corrected S8 9.35103194
Coeff variation . Std Error Mean 0.32233578

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.01932
Median  0.247404 variance 1.03900
Mode . Range 2.83168
Interquartile Range 1.88276

Tests for Location: MuO=0

Test -Statistic-  ----- p Value------
Student's t t 0 Pr > |t} 1.0000
Sign M 1 Pr >= |M|  0.7539

Signed Rank S 0.5 Pr >= |8§]| 1.0000
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Phenylephrine vs., Placebo
‘Change From Baseline NAR (Nasal Airflow Resistance)
. Performing Analysis.of Covariance.by-Study and Time -Peint; Adjusting for-Baseline NAR™ "~

Patient

Is Random

Study 2: Elizabeth Study No. §

Time =

60 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for

--Stat

q

W
D
W-
A-Sq

S
S

e: Resid
Normality
istic---
0.929191
0.153856

0.047635
0.304926

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

, 363383
,363383
. 363383

.809304

. 247404
-1.073457
-1.321836
-1.468297
-1.468297
-1.468297

1
9
1
1.278404
0
0

--p valve------
< W 0.4400
> D >0.1500

> W-8q >0.2500
> A-8q >0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance-by Study and-Fime-Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----------- cev--------Highest----------
Value PATIENT Obs Value PATIENT Obs
-1.4682965 2005 2 0.397344 2023 9
-1.1753754 2001 1 0.450384 2018 6
-1.0734566 2012 4 0.809304 2007 3
-0.5941759 2021 8 1.193424 2020 7
0.0974645 2014 5 1,363383 2024 10
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing. Analysis..of. Covariance-by Study-and Time Point; Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.58328202 Variance 0.34021791
Skewness 0.38638664 Kurtosis -1.554284
Uncorrected SS 3.06196119 Corrected SS 3.06196119
Coeff Variation . Std Error Mean 0.18444997

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.58328
Median -0.12888 variance 0.34022
Mode . Range 1.67708
Interquartile Range 1.20048

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

Sign
8igned Rank S 0

-+

o Pr>|t]  1.0000
0 Pro>= M| . 1.0000
.5  Pr >= S| 1.0000

=
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Patient Is Random
Study 2: Elizabeth Study No. 5
60 minutes
Checking Residuals for Study 2 at The Minutes Specified

Time =

The UNIVARIATE Procedure
e: Resid

Test

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

variabl

Tests for Normality

--Statistic---

w
D

W-8q
A-Sq

0.901738 Pr
0.190885 Pr
0.063234 - Pr
0.417622 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

o O o o

.870157
870157
.870157
.786756

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

668316
128884
632164
635804
706923
706923
706923

vV V. V A

w
D
W-8q
A-Sq

0.2289
>0.1500
>0,2500
>0.2500
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Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

Perfarming Analysis .of Covariance-by Study -and Time Point; Adjusting for Baseliné NAR

Patient Is Random
Study 2: Elizabeth Study No. §
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----v----- se-ev------Highest--v-ve-eens
Value  PATIENT Obs Value  PATIENT Obs
-0.706923 2005 2 0.0329165 2007 3
-0.564684 2024 10 0.1925151 2012 4
-0.532164 2020 7 0.6683185 2014 5
-0.372804 2023 9 0.,7033562 2021 8
-0.290684 2001 1 0.8701566 2018 6
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance -by -Study-and-Time Point, Adjusting for Baseline NAR

Patient Is Random

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point;-Adjusting for Baselifie NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

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 10 2001 2005 2007 2012 2014 2018

2020 2021 2023 2024

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 10
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and-Time Point, Adjusting-for Baseline NAR "
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 90 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 47.85301942
1 1 47.85301942 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.6213

Fit Statistics

-2 Res Log Likelihood 47.9
AIC (smaller is better) 49,9
AICC (smaller is better) 50.1

BIC (smaller is better) 50.2
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Appendix 2
Phenylephrine vs, Placebo
Change ‘From Baseline NAR (Nasal Airflow Resistance)
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__Performing Analysis of Govariance-by Study-and-Time Point; Adjusting Ffor Baseline NAR

Patient Is-Random
Study 2: Elizabeth Study No, §
Time = 90 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 17 0.16 0.6954
TREAT 1 17 66.85 <,0001
Least Squares Means
Standard
TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
Drug -2.8384 0.2502 17 -11.34 <,0001 0.05 -3.3663 -2.3105
Placebo 0.06552 0.2502 17 0.26 0.7966 0.08 -0.4624 0.5934
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
Placebo -2.9039 0.3552 17 -8.18 <.0001 0.05 -3.6633 -2.1546




Appendix 2 14:50 Thursday, December 14, 2006 124
Phenylephrine vs. Placebo N .
Change From Baseline NAR (Nasal Airflow Resistance) ] e
Performing Analysis of Covariance by -Study-and Time Point, Adjusting for Bassline NAR .
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 90 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
_Performing Analysis of.Covariance -by Study and-Time Point, Adjusting for Baséline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 90 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of. Covariance-by-$tudy-and Time Point;-Adjusting for Baselifid NAR

Patient Is- Random
Study 2: Elizabeth Study No. §

Time =

90 minutes

14:50 Thursday,

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

variable: Resid
Moments
N 10 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.98054623 Variance
Skewness -0.2258844 Kurtosis

Uncorrected SS 8.65323826
Coeff Variation

Corrected S8
Std Error Mean

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation
Median  0.081056 Variance
Mode . Range
Interquartile Range
Tests for Location: Mu0=0
Test -Statistic- = ----- p Value
Student's t t 0 Pr > |t
Sign M ] Pr >= |M|
Signed Rank S 0.5 Pr >= |8] -

10

0
0.96147092
-0.7164035
8.65323826
0.31007595

98055
86147
.06811
.40535

- W O O

1.0000
1.0000

1.0000

1‘.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covarianee-by-Study and Time Point, Adjusting for Baseline NAR ™~

Patient

Is Random

Study 2: Elizabeth Study No. §

Tine =

90 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Test

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

Tests for Normality

--Stat

w
D
W-Sq
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

istic---  -----
0.978207 Pr
0.091252 Pr
0.016487 Pr
0.128717 Pr

(Definition 5)
Estimate

1.409787
1.409787
1.409787
1.293597
0.610353
0.081056
-0.794999
-1.,363551
-1.658323
-1.658323
-1,658323

VvV V. V A

W
D
W-8q
A-Sq

0.9549
>0.1500
>0.2500
>0,2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by 8$tudy and Time Point;-~Adjusting for Baselins NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--«vo--v-n- se---------Highest---------.
Value  PATIENT Obs Value  PATIENT Obs
-1.6583232 2018 6 0.208463 2023 9
-1.0687790 2012 4 0.483573 2024 10
-0,7949990 2014 5 0.610353 2007 3
-0.3211307 2005 2 1.177408 2021 8
-0.0463507 2001 1 1.409787 2020 7
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo )
Change From®Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR'
Patient Is Random
Study 2: Elizabeth Study No. 5
- Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.46045005 Variance 0.21201425
Skewness 0.62142711 Kurtosis 0.32622078
Uncorrected S8 1.90812827 Corrected S8 1.90812827
Coeff Variation . Std Error Mean 0.14560709

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0,46045
Median  0.008668 Variance 0.21201
Mode . Range 1.50405
Interquartile Range 0.41100
Tests for Location: Mu0=0

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

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

Sign M 0 Pr >= |M|  1.0000

Signed Rank 8 -1.6  Pro>= [S] 0.9219
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Phenylephrine vs. Placebo
Change From ‘Baseline NAR (Nasal Airflow Resistance)
Performlng Analysis of Covariance-by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. &
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk 0.950258 Pr < W 0.6716
Kolmogorov-Smirnov 0.190324 Pr > D >0,1500

W-Sq >0.2500
A-Sq >0.2500

Vv V V. A

w
D
Cramer-von Mises W-Sq 0.038557 Pr
Anderson-Darling A-8q 0.252296 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.89643734
99% 0.89643734
95% 0.89643734
90% 0.70905818
75% Q3 0.12822315
50% Median 0.00866816
25% Q1 -0.28277685
10% -0.58219725
5% -0.60761766
1% -0.60761766

0% Min -0.60761766
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Phenylephrine vs. Placebo i
Change From Baseline NAR (Nasal Airflow Resistance)
Perfarming Analysis of Covariance by Study and Time-Point; Adjusting for Baseéline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest-«--------- -e---------Highest-----------
Value  PATIENT Obs vValue  PATIENT obs
-0.6076177 2020 7 0.0579815 2012 4
-0.5567768 2024 10 0.0917065 2007 3
-0.2827768 2014 5 0.1282232 2001 1
-0.2082110 2023 9 0.5216790 2018 6
-0.0406452 2005 2 0.8964373 2021 8
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point;-Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance) i
Performing Analysis of Covarianee by -Study and Time -Point; Adjusting for Baseline NAK ' e '
Patient Is Random . -
Study 2! Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified
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The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)
Performing.Analysis of Covarianoe-by-Study and Time Point, Adjusting for Baseline NAR =~
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

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 lLevel Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 2
Columns in X 4
Columns in Z 10
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis -of Covariance by Study and Time Point, Adjusting for Baseline NAR™
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 120 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 46.85485322
1 2 46.49161256 0.00000013
2 1 46.49161156 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.1269
Residual 0.4612

Fit Statistics

-2 Res Log Likelihood 46.5
AIC (smaller is better) 50.5
AICC (smaller is better) 51.3

BIC (smaller is better) 51.1
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance -by-Study and Time Point, Adjusting for Baseline 'NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 120 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 17 0.26 0.6200
TREAT 1 8.18 46,24 0.0001

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -2.1201 0.2437 16.2 -8,70 <,0001 0.05 -2.6362 -1.603¢9
TREAT Placebo -0.02945 0.2437 16.2 -0.12 0.9053 0.05 -0.5456 0.4867

Differences of Least Squares Means

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

TREAT Drug Placebo -2.0906 0.3074 8.18 -6.80 0.0001 0.05 -2.7968 -1.3844



Resid

Appendix 2

Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
_Performing.-Analysis of Govariance by Study and Time-Point, Adjusting for Baseline NAR
) Patient Is Random
Study 2: Elizabeth Study No. §
Time = 120 minutes

Plot of Resid*Pred.

Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting Tor Bas&lirie NAR
Patient Is Random
Study 2: .Elizabeth Study No: §
Tine = 120 minutes

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

X 2
vs, Placebo
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Change From Baseline NAR (Nasal Airflow Resistance)

..Performing Analysis of-Gevariance by Study and Time Point; Adjusting For Baseliié NAR

Patient Is
Study 2: Elizabet
Time = 120

Random
h Study No. 5
minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE

Variable:
Momen
N 10
Mean 0
Std Deviation 0,78753725
Skewness 0.38581796
Uncorrected SS 5.58193432

Coeff Variation

Basic Statistic

Location
Mean 0.00000 Std Dev
Median -0.13302 varianc
Mode . Range
Interqu
Tests for Locat
Test -Statistic-

Student's t t
Sign
Signed Rank S o]

=

0
0
.5

Procedure
Resid

ts

Sum Weights

Sum Observations
Variance
Kurtosis
Corrected SS

Std Error Mean
al Measures

variability

iation
e

artile Range

ion: Mu0=0

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

10

0
0.62021492
-0.1041808
5.58193432
0.24904115

78754
.62021
.67146
.14835

= N O O

1.0000
1.0000
1.0000
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
.Performing.Analysis of -Covarianee by Study and Time Point; Adjusting for Bageline NAR

Patient Is Random

Study 2: Elizabeth Study No. §

Time = 120 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable: Resid
Tests for Normality
--Statistic---
0.974412
0.153969

w
D
W-Sq 0.035241
A-Sq 0.205642

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.422447
99% 1.422447
95% 1.422447
90% 1.135814
75% Q3 0.640698
50% Median -0,133022
25% Q1 -0.507647
10% -0.941114
5% -1.249014
1% -1.249014

0% Min -1.249014

vV V V A

D
W-8q
A-8q

0.9285
>0.1500
>0.2500
>0,2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

...Performing Analysis of-Covarianee-by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------uc-nn -----------Highest-----------
Value  PATIENT Obs value  PATIENT Obs
-1.249014 2001 1 0.0150500 2024 10
-0.633213 2018 6 0.0910704 2020 7
-0.507647 2012 4 0.6406985 2023 9
-0.347478 2005 2 0.8491807 2021 8
-0.281093 2014 5 1.4224469 2007 3
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

. Performing Analysis-.of Covapiance by Study and Time-Point, Adjusting for Baseliné NAR
Patient Is Random

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

14:50 Thursday, December 14, 2006 142

The UNIVARIATE Procedure
variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
8td Deviation 0.31048164 Variance 0.09639885
Skewness -0.1338328 Kurtosis -0.7762876
Uncorrected S8 0.86758963 Corrected SS 0.86758963
Coeff Variation Std Error Mean 0.09818291

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.31048
Median  0.019041 Variance 0.09640
Mode Range 0.94700
Interquartile Range 0.44542
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 0 Pr >= |M|  1.0000

Signed Rank ] 0.5 Pr >= |§] 1.0000
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Phenylephrine vs. Placebo ‘ e , ‘ ik
Change From Baseline NAR (Nasal Airflow Resistance) o
..Performing Analysis of.Covariance-by Study and-Time -Point, Adjustimg Tor Baseline NAR™
Patient Is Random : foh
Study 2: Elizabeth Study No. 5 -
Time = 120 minutes N

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic.--  ----- p value------
Shapiro-Wilk 0.966478 Pr < w 0.8564
Kolmogorov-Smirnov 0.116854 Pr>D >0.1500

q 0.021076  Pr

s W-Sq >0.2500
8q 0.167024 ©  Pr

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

Anderson-Darling

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4877742
99% 0.4877742
95% 0,4877742
90% 0.4051778
75% Q3 0.2047351
50% Median 0.0190414
25% Q1 -0.2406878
10% -0.4444994
5% -0.4592258
1% -0.4592258

0% Min -0.4592258
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Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

—.....parforming. Analysis -of GCevariance by Study and-Time Point, Adjusting for Baseline NAR

Patient Is Random

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

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----------- -ess-------Highest-----cv--u-
Value PATIENT Obs Value PATIENT Obs
-0,4592258 2007 3 0.0380914 2014 5
-0.4297731 2023 9 0.1518100 2012 4
-0.2406878 2024 10 0.2047351 2020 7
«0.0752969 2001 1 0.3225814 2018 6
-0.0000086 2005 2 0.4877742 2021 8
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo . i
Change From Baseline NAR (Nasal Airflow Resistance) :
__Performing Analysis.of..Covariance by Study and-Time-Point, Adjusting-for-Baseline NAR"
Patient Is Random . =
Study 2: Elizabeth Study No. 5 . L
Time = 120 minutes '
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs, Placebo
Change From Baseline NAR {(Nasal Airflow Resistance)
_Performing Analysis.of .Covariance by Study-and-Fime Point, Adjustingfor Bageline NAR
Patient Is. Random
Study 2: Elizabeth Study No. §
Time = 180 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method

Prasad-Rao-Jeske-
Kackar-Harville
Kenward-Roger

Class Level Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 2
columns in X 4
Columns in Z 10
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used o]

Total Observations 20
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Phenylephrine vs. Placebo ]
Change From Baseline NAR (Nasal Airflow Resistance) o n
__Performing Analysis of.Covariange by-Study and -Time-Peint, Adjusting-for-Bagelins NAR ~ =77 o o ‘
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 34,77295840
1 2 34.75356212 0.00000001

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.01365
Residual 0.2743

Fit Statistics

-2 Res Log Likelihood 34.8
AIC (smaller is better) 38.8
AICC (smaller is bhetter) 39.6

BIC (smaller is better) 39.4
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Phenylephrine vs. Placebo : R
Change From Baseline NAR (Nasal Airflow Resistance) i I
_.Performing Analysis-ef Covariance by Study and- Time—Point, Adjusting for Baseling NAR ™~~~ B
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 180 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 16.4 6.40 0.0220
TREAT 1 8.81 24,40 0.0009

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -1.0961 0.1705 16.9 -6.43 <,0001 0.05 -1.4559 -0.7363
TREAT Placebo 0.07229 0.1708 16.9 0.42 0.6769 0.05 -0.2875 0.4321

Differences of Least Squares Means

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

TREAT Drug Placebo -1.1684 0.2365 8.81 -4.94 0.0009 0.05 -1.7053 -0.6315
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Appendix 2
Phenylephrine vs. Placebo.
Change From Baseline NAR (Nasal Airflow Resistance)
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Performing.Analysis.of.Covariance by Study-and Time Point, Adjusting for-Baseline NAR™ =~

Patient Is Random
Study 2: Elizabeth Study No. &
Time = 180 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo .
Change From Baseline NAR (Nasal Airflow Resistance)
.. Performing Analysis.of -Covariance-by Study-and-Time Point, Adjusting Tor Bagéline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 180 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing. Analysis of .Covariance by-Study-and-Time Point, Adjusting Tor Bassline NAR =
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.60992742 Variance 0.37201146
Skewness 0.44327782 Kurtosis -1.1697636
Uncorrected $S 3.34810316 Corrected SS 3.34810316
Coeff Variation . Std Error Mean 0.19287599

Basic Statistical Measures

Location Variability
Mean 0.00000 std Deviation 0.60993
Median -0.14059 Variance 0.37201
Mode . Range 1.77459
Interquartile Range 1.04371
Tests for Location: MuO=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 0 Pr >= |M| 1.0000

Signed Rank S -0.5 Pr >= |§] 1.0000
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Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

e . . Performing.Analysis-of-Covarianee by-Study-and-Time -Point, Adjusting for Baseline NAR ~

Patient Is Random

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.920606 Pr < W 0.3620
Kolmogorov-Smirnov D 0.187316 Pr > D >0.,1500
Cramer-von Mises W-Sq 0.060136 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.364346 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.057189
99% 1.057189
95% 1.057189
90% 0.832255
75% Q3 0.474148
50% Median -0.140591
25% Q1 -0.569561
10% -0.664084
5% -0,717402
1% -0.717402

0% Min -0.717402
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
_..Performing.Analysis..of Covariance-by-Study-and-Time Point;-Adjusting for Baseline NAR
Patient Is Random

Study 2: Elizabeth Study No. 5 B R ek

' Time = 180 ‘minutes ‘ ' ‘

Checking Residuals for Study 2 at The Minutes Specified

14:50 Thursday, December 14, 2006 163

kil

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest-«---uvn-n- -e«--------Highest-«--------
Value  PATIENT Obs Value  PATIENT Obs
-0.717402 2012 4 0.016619 2020 7
-0.610766 2014 s 0.429349 2023 9
-0.569561 2018 6 0.474148 2001 1
-0.389097 2024 10 0.607322 2021 8
-0.297802 2005 2 1.057189 2007 3
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo . .

Change From Baseline NAR (Nasal Airflow Resistance)
Performing-Analysis.-of. Covariance-by--Study-and Time Point, -Adjusting Tor Baselife NAR
Patient Is Random

Study 2: Elizabeth Study No. & ) : . . : o
Time # 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: ‘Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.35066154 Variance 0.12296352
Skewness 0.58613593 Kurtosis -0,3800503
Uncorrected SS 1.10667164 Corrected SS 1.10667164
Coeff Variation std Error Mean 0.11088892

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.35066
Median -0.01675 Variance 0.12296
Mode Range 1.05905
Interquartile Range 0.33688
Tests for Location: Mu0=0

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

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

Sign M 0 Pr >= M| 1.0000

Signed Rank S -2.5 Pr >= |S]  0.8457
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Phenylephrine vs. Placebo
Change From Baseline NAR {Nasal Airflow Resistance)

e - . Perfocming. Analysis - of Covarianee—by-Study-and-Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Tiné = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality
Test --Statistic---  ----- p value------
Shapiro-Wilk 0.929589 Pr W 0.4439
Kolmogorov-Smirnov 0.19943 Pr>0D >0.1500

w <

D >
Cramer-von Mises W-8q 0.047696 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.323223 Pr > A-Sq =>0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.5916888
99% 0.5916888
95% 0.5916888
90% 0.5611193
75% Q3 0.0893562
50% Median -0.0167482
25% Q1 -0.2475284
10% -0.4219014
5% -0.4673576
1% -0,4673576

0% Min -0.4673576
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing--Analysis of Covarisnee-by-8tudy-and Time Point; AdjUSTInG Tor Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--r---avn-vn -----------Highest----«------
Value PATIENT Obs Value PATIENT Obs
-0.4673576 2005 2 0.0590661 2020 7
-0,3764451 2018 6 0.0788520 2024 10
-0.2475284 2007 3 0.0893562 2014 5
-0.1656193 2023 9 0.5305498 2012 4
-0.0925625 2001 1 0.5916888 2021 8
Stem Leaf # Boxplot Normal Probability Plot
4 39 2 | 0.5+ *obd et
2 ! | bttt
0 689 3 te-toot | HRphp K
_0 79 2 * L. * I g
-2 85 2 E S + | FRpR
-4 7 1 -0.5+ +H*++4
B T T P E T S e

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

>

Performing. Analysis of Govariance-by-Study-and Time-Point,Adjusting for Baséline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time # 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
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Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2

Phenylephrine vs. Placebo

Patient Is Random

Study 2: Elizabeth Study No. 5

Time = 240 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure

Estimation Method REML
Residual variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method

Class

TREAT
PATIENT

Prasad-Rao-Jeske-

Kackar-Harville

Kenward-Roger

Class Level Information

Levels Values

2 Drug Placebo
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IR

Variance Components

10 2001 2006 2007 2012 2014 2018

2020 2021 2023

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

2024
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Phenylephrine vs. Placebo ;
Change From Baseline NAR (Nasal Airflow Resistance)
..Performing--Analysis of--Covariance by -Study and Time Point, Adjusting Tor Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. &
Time = 240 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 44.33124732
1 1 44,33124732 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.5050

Fit Statistics

-2 Res Log Likelihood 44.3
AIC (smaller is better) 46.3
AICC (smaller is better) 46.6

BIC (smaller is better) 46.6

R
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Phenylephrine vs. Placebo S i
Change From Baseline NAR (Nasal Airflow Resistance)
U .. _Performing-Analysis of -Govariance by Study and-Time Polnt, Adjusting For Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. § . o
Time = 240 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 17 0.01 0.9227
TREAT 1 17 1.38 0.2559
Least Squares Means
Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.3738 0.2256 17 -1.66 0.1188 0.05 -0.8498 0.1021
TREAT Placebo 0.002634 0.2256 17 0.01 0.9908 0.05 -0,4733 0.4786
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -0.3765 0.3202 17 -1.18 0.2559 0.05 -1.0521 0.2992
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
_Perfarming-Analysie -of-Govariance by -Study and-Time-Puint; Adjusting for Baseline NAR™

Patient Is Random
Study 2: Elizabeth Study No. §
Time = 240 minutes

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

Resid L
3 1
A
21L
WL
A
AA A A
A A A
o+ A
A AB
B A
A
-1 4 A A
i
| ) |- | | s | ] | |
I ! | I I [ | I N
-0.40 -0.35 ~0.30 -0.25 -0.20 -0.15 -0.10 -0.05 0.00 0.05

Pred
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Phenylephrine vs. Placebo i
Change From Baseline NAR (Nasal Airflow Resistance) ]
... Performing.Analysis-of-Govariance by Study-and-Time-Point, Adjusting For Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 240 minutes

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

Resid
3 4
A
2+
1+
A
D
c
ol a
A [
B A
A
14 A A
| |
I I
Drug Placebo

TREAT
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Phenylephrine vs. Placebo .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing. Analysis-of-Covariance-by-Study—and-Fime—Point; Adjusting for Bageline NAR

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

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
8td Deviation 0.85779984 Variance 0.73582057
Skewness 1.80702607 Kurtosis 4.84760584
Uncorrected SS 6.62238514 Corrected SS 6.62238514
Coeff Variation . 8td Error Mean 0.27126013

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.85780
mMedian  -0.10212 Variance 0.73582
Mode . Range 3.18598
Interquartile Range 0.44085
Tests for Location: Mu0=0

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

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

sign M 0 Pr >= |M]  1,0000

Signed Rank S -7.5 Pr >= |S§]  0.4922
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; Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Patient Is Random

Study 2: Elizabeth Study No. 5

Time = 240 minutes

14:50 Thursday, December 14, 2006 164

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable: Resid
Tests for Normality
--Statistic---
0,808805
0.30139

w
D

W-Sq 0,138566
A-Sq 0.816587

PP
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 2,145944
99% 2.145944
95% 2.145944
90% 1.180090
75% Q3 0.142983
50% Median -0.102117
25% Q1 -0,297861
10% -0.915885
5% -1.040032
1% -1.040032

0% Min -1,040032

vV V. V A

0.0185
0.0107
0.0278
0.0229

R Performing-Analysis—-of-Covariance by -Study-and-Time Point; Adjusting Tor Baseline NAR
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Phenylephrine vs. Placebo . .

Change From Baseline NAR (Nasal Airflow Resistance) . o
o._Performing-Analysis-of -Govariance-by-Study—and-Time -Point, Agjusting Tor Baseline NAR ‘

Patient Is Random
Study 2: Elizabeth Study No. 5§ . . ax

Time = 240 minutes i
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-=---e-na-n- --se--v----Highest---e-vu----
Value  PATIENT Obs Value  PATIENT Obs
-1.040032 2014 5 0.0264803 2018 6
-0.791739 2012 4 0.1220658 2021 8
-0.297861 2023 9 0.1429925 2007 3
-0,291373 2020 7 0.2142368 2005 2
-0.230714 2024 10 2.1459437 2001 1
Stem Leaf # Boxplot Normal Probability Plot
21 1 * 2,25+ d ++
1 | +Htt
q | +H+t4+
0 | +4tt++
0 0112 4 ot t | ER S
-0 332 3 [ * | K gk
-0 8 1 | | +R bt
<10 1 0 -1.25+ ¥ 4t++
B R L T e LT L T e e

-2 -1 0 +1 +2
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Phenylephrine

vs., Placebo
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Change From Baseline NAR (Nasal Airflow Resistance)

Patient Is Random
Study 2: Elizabeth Study No. 5

Time = 240

minutes

i Performing. Analysis--of -Govarianee-by--Study—and-TimePoint; Adjusting Tor Baseline NAR

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.46700147 Variance
Skewness -1.0712995 Kurtosis
Uncorrected S8 1.96281333 Corrected SS

Coeff Vvariation

Std Error Mean

Basic Statistical Measures

Location

Mean 0.000000 Std Dev

Median  0.078500 Varianc
Mode . Range

Interqu

Tests for Locat

Test -Statistic-

Student's t t 0

Sign M o]

Signed Rank S 5.5

variability

iation
e

artile Range

ion: Mu0=0

Pr > |t|
Pr >= |M|

10

0
0.21809037
1.28477523
1.96281333
0.14767883

0.46700
0.21809
1.55027
0.61873

1.0000
1.0000

Pr >= |§| 0.6250

i
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Phenylephrine vs. Placebo : U

Change From Baseline NAR (Nasal Airflow Resistance)
Performing-Analysis-ef Govariance-by-Study-and-Time Point;AdJjuUsting Tor Baseline NAR

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

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic---  ----- p value------
Shapiro-Wilk 0.893503 Pr
Kolmogorov-Smirnov 0.205313 Pr

w

D
Cramer-von Mises W-8q 0.06719 Pr
Anderson-Darling A-Sq 0.455026 Pr

W 0.1856
D >0,1500
W-Sq >0.2500
A-Sq 0.2177

V V V A

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.5327197
99% 0.5327197
95% 0.5327197
90% 0.4717807
75% Q3 0.3957197
50% Median 0.0784999
25% Qt -0,2230123
10% -0.6534147
5% -1.0175490
1% -1.0175490

0% Min -1.0175490
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Phenylephrine vs. Placebo } :
Change From Baseline NAR (Nasal Airflow Resistance)

______Performing Analysis of Covariance-by-8tudy—-and-Time—Pointy—Adjusting for Baseline NAR

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--=---c---- -----------Highest----------
value PATIENT Obs value PATIENT Obs
-1.,0175480 2005 2 0.252061 2021 8
-0.2892803 2001 1 0.253085 2023 9
-0.2230123 2020 7 0.395720 2024 10
-0.2195245 2007 3 0.410842 2012 4
-0.0950612 2018 6 0.532720 2014 5
Stem Leaf # Boxplot Normal Probability Plot
4 013 3 LT + 0.5+ LT
2 55 2 I [ | * o g
0 LR | 4+
-0 0 1 | | | +H*
-2 922 3 Hooo-e + -0.3+ *oprpw
-4 | | ++++
-6 | | it
-8 | | +HEE
-10 2 1 } ST e+t *
R T TP B L LT T T e TR T

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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__._Performing Analysis-of-Covariance—by-Study-and-TimePoint;Adjusting for Baséline NAR
' Patient Is Random
Study 2: Elizabeth Study No. §
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo ; , SRR

Change From Baseline NAR (Nasal Airflow Resistance)

.. Performing Analysis of Covariance-by-Study-and—Fime—Point,—Adjusting for BassIine NAR

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

The UNIVARIATE Procedure
vVariable: Resid

Schematic Plots



Appendix 2 14:50 Thursday, December 14, 2006 171
Phenylephrine vs, Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Analysis--ef-Covariance—byStudy and—TimePoint; Adjusting Tor Baseline NAR

Patient Is Random
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

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

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

16 3001 3003 3005 3008 3009 3015
3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

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

Observations Not Used 0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

e Parfarming Analysis-of-Covarianee-by—Study -and-Time-Point,Adjusting Tor Baseline NAR

Patient Is Random
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like criterion
0 1 138.86327640
1 1 138.86327640 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 4.4268

Fit Statistics

-2 Res Log Likelihood 138.9
AIC (smaller is better) 140.9
AICC (smaller is better) 141,0

BIC (smaller is better) 141.6
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Phenylephrine vs. Placebo o -
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of -Covariance -by-Study—and-TimePoimt; Atjusting Tor Baseline NAR

Patient Is Random
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 11.07 0.0024
TREAT 1 29 0.05 0.8188

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -1.3439 0.5271 29 -2.55 0.0163 0.05 -2.4220 -0.2658
TREAT Placebo -1.1712 0.5271 29 -2.,22 0.0343 0.05 -2.2493 -0.09310

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1727 0.7471 29 -0.23 0.8188 0.05 -1,7006 1.3553
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Phenylephrine vs. Placebo L Ed
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis.of Covariance—by-Study—and-TimePoint;—Adjusting tor-Bageline NAR
Patient Is Random . e
Study 3: Cintest Study No. 1 ) ) G
Time = 15 minutes -

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

Resid

6 1

-5.0 -4.5 -4,

Pred
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Analysis—of-tovartance by Studyamd Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 15 minutes
Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc,
Resid J
4+ A
B
2+ A A
C
A B
B
D
o+ C
B
A A
A B
24 A
A
A
-4 T
A
A
-6 +
|
x E
Drug Placebo

TREAT
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

o N Performing-Analysis-of-Covariance-by-Study-and-Time-Point, AdjUStiAg Tor Baselihe NAR
Patient Is Random
Study 3: Cintest Study No, 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 1.71961214 Variance 2,9570659
Skewness -1.8622534 Kurtosis 4.81272162
Uncorrected SS 44.3559885 Corrected SS 44 ,3559885
Coeff Variation . Std Error Mean 0.42990303

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.71961
‘Median  0.220145 Variance 2.,95707
Mode . Range 7.18127
Interquartile Range 1.63134
Tests for Location; Mu0=0

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

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

Sign M 4 Pr >= |M| 0.0768

Signed Rank s 20 Pr >= |§| 0.3225

e
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis-of Covariance—by—Stutdy-and-TimePoimt; AUJUSTING Tor Baseéline NAR
Patient Is Random ) " T
Study 3: Cintest Study No. 1

Time = 15 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 0.828889 Pr < W 0.0068
Kolmogorov-Smirnov D 0.255596 Pr > D <0.0100
Cramer-von Mises W-Sq 0.146407 Pr > W-8q 0.0235
Anderson-Darling A-Sq 0.901164 Pr > A-Sq 0.0177

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.036850
99% 2.036850
95% 2.036850
90% 1.550239
75% Q3 1.276710
50% Median 0.220145
25% Q1 -0.354631
10% -1,806783
5% -5.144423
1% -5.144423

0% Min -5,144423
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Phenylephrine vs. Placebo )
Change From Baseline NAR (Nasal Airflow Resistance)

,,,,, Performing Analysis--of-Gevarianee—by-Study—and-Time Point; AdjUSTIAg Tor Baseline NAR
Patient Is Random g
Study 3: Cintest Study No, 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest---------u- c-v-------Highest--c-v-----
Value PATIENT Obs Value PATIENT Obs
-5.1444229 3003 2 1.12169 3023 8
-1.8067832 3032 10 1.43173 3044 14
-1,25621079 3026 9 1.51469 3048 16
-0.7333840 3039 12 1.55024 3036 11
0.0241226 3041 13 2.03685 3018 7
Stem Leaf # Boxplot Normal Probability Plot
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Change From Baseline NAR (Nasal Airflow Re51stance)
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Patient Is Random
Study 3: Cintest Study No. t

Time =

15

minutes

e —PREEOPMERG-ARB LY Sis--0f -Covariante by Study amd-Time Point, Adjusting Tor Baseline NAR

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights
Mean 0 Sum Observations
Std Deviation 2.36673586 Variance
Skewness -0.4475568 Kurtosis
Uncorrected SS 84.0215792 Corrected 88

Coeff Variation

Std Error Mean

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation
Median  0.296771 variance
Mode . Range
Interquartile Range
Tests for Location: MuO=0
Test -Statistic-  ----- p Value
Student's t t [¢] Pr > |t
Sign M 0 Pr >= |M|
Signed Rank S 2 Pr >= |§]

16

0
5.,60143862
-0,1696377
84.0215792
0.59168396

.36674
60144
.82105
.02506

w o o

1.0000
1.0000
0.9399
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Performi RG-Ana

© Study 3: Cintest Study No. 1

Patient Is Random

Time = 15 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

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

0.9738
0.147208

W
D
W-Sq 0.035451
A-Sq 0.217974

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.936311
99% 3.936311
95% 3.936311
90% 2.578058
75% Q3 1.697303
50% Median 0.296771
25% Q1 -1.,327752
10% -3.447530
5% -4.884737
1% -4,884737

0% Min -4,884737

vV V. V A

D
W-8q
A-8q

0.8958
>0,1500
>0,2500
>0,2500

lysis--of-Covariance—byStudy-and-Time Point; Adjusting Tor Baseline NAR
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_ Phenylephrine vs. Placebo : : i
Change From Baseline NAR (Nasal Airflow Resistance)

e POFfOPNiNG -ARalysis-of--Govariance by Study andTime Poift, Adjusting for Baseline NAR
Patient Is .Random
Study 3: Cintest Study No. 1 R e st
' Time = 15 minutes :
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- ----------Highest-«--------
Value PATIENT Obs Value PATIENT Obs
-4.88474 3008 4 1.27077 3036 11
-3.44753 3018 7 2.12384 3005 3
-2.74717 3044 14 2.35757 3026 9
-1.34844 3048 15 2.57806 3032 10
-1.30707 3041 13 3.93631 3039 12
Stem Leaf # Boxplot Normal Probability Plot
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103 2 toeen- + | *tkgt
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Analysis—of-Covariance by Study—and-TimePuint; “Ad{ oF Bagseline NAR

Patient Is Random
Study 3: Cintest Study No, 1
) Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs, Placebo :

Change From Baseline NAR (Nasal Airflow Re51stance)
Parforming Analysis—ef-Covariance—by-Studyand—Time Point; Adjusting Tor Baseline NAR

Patient Is Random
Study 3: Cintest Study No. t
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

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

TREAT
PATIENT

Class Level Information
Levels Values

2 Drug Placebo

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 . : e :
Change From Baseline NAR (Nasal Airflow Resistance)

Rerforming -Analyste—of-Covariance by Study amd Time Point, Adjusting for Baseline NAR
Patient Is.Random .
Study 3: Cintest Study No. 1

Time =30 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
] 1 157.78435659
1 1 157.78435659 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 8.5006

Fit Statistics

-2 Res Log Likelihood 157.8
AIC (smaller is better) 159.8
AICC (smaller is better) 159.9

BIC (smaller is better) 160.6
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Phenylephrine vs. Placebo : i
Change From Baseline NAR (Nasal Airflow Resistance)

- Rerforming-Analysis—of-Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. {
Time = 30 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 15.18 0.0005
TREAT 1 29 4.69 0.0388

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT brug -3.0601 0.7305 29 -4.19 0.0002 0.05 -4.5540 -1.5661
TREAT Placebo -0.8191 0.7305 29 -1.12 0.2713 0.05 -2.3131 0.6749

Differences of Least Squares Means

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

TREAT Drug Placebo -2.2410 1.0353 29 -2.16 0.0388 0.05 -4.3583 -0,1236

g i
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o Phenylephrine vs, Placeho
Change From Baseline NAR (Nasal Airflow Resistance)

i PR PEQPRERG - ARBTY S Te-0f-Covariance by -Study dnd - Time Point, Adjusting for Baseline NAR

Patient Is. Random
Study 3: Cintest Study No. 1
Time = 30 minutes

Plot of Resid*Pred. Legend: A =1 obs, B = 2 obs, etc.
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Phenylephrine vs, Placebo e . SRR
Change From Baseline NAR (Nasal Airflow Resistance)
ig—of-Govariance by Study armd—Time Point, Adjusting for Baseliné NAR
Patient Is Random ’ =
Study 3: Cintest Study No. 1 o
Time = 30 minutes '

Porformin

@
>
®
b4

Nt
@
it

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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) Phenylephrine vs. Placebo . . s
Change From Baseline NAR (Nasal Airflow Resistance)
An

- performing-Analysis—ef-Covariance by Stuty and Time Point, Adjusting Tor Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 30 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 2.69992547 variance 7 .28959753
Skewness -1.0677667 Kurtosis 0.94715679
Uncorrected SS 109.343963 Corrected S5 109.343963
Coeff Variation Std Error Mean 0.67498137

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 2.69993
Median  0.486487 Variance 7.28960
Mode Range 10.01317
Interquartile Range 2.72147
Tests for Location: Mu0=0

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

Student's t t Pr > |t 1,0000

Sign M Pr >= |M|  0.2101

Signed Rank S Pr >= |§]| 0.5966
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Phenylephrine vs. Placebo . . . [ ‘qu
Change From Baseline NAR ‘(Nasal Airflow Resistance)
,,,,, e ROPEOPMING-ARBLY 8 i8-0f-Covariance—byStudy-and-TimePoint, Adiusting Tor Baseline NAR

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk W 0.9077 Pr < W 0.1069
Kolmogorov-Smirnov D 0.21165 Pr > D 0.0536
Cramer-von Mises W-8qg 0.113196 Pr > W-8q 0.0711
Anderson-Darling A-Sq 0.618309 Pr > A-8q '0.0910

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.525233
99% 3.525233
95% 3.525233
90% 3.176294
75% Q3 1.822512
50% Median 0.486487
25% Q1 -0.898963
10% -3.851731
5% -6.487934
1% -6.487934

0% Min -6,487934
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‘ Phenylephrine vs. Placebo - ‘
Change From Baseline NAR (Nasal Airflow Resistance)

o POPEQOPMiAG-ARRLYy S ie-of -Covariance by Study and - Time POINt, ADJUSTIAG Tor Baseline NA

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----a-vvu-- -+--------Highest--«--vv----
Value  PATIENT Obs value  PATIENT Obs
-6.487934 3005 3 1.48102 3009 5
-3.851731 3001 1 2.16400 3018 7
-3.602861 3003 2 2,40563 3036 11
-1.501472 3032 10 3.17629 3023 8
-0.296453 3026 9 3.52523 3044 14
Stem Leaf # Boxplot Normal Probability Plot
2 2425 4 | 3+ bk S L
0 2346605 7 +ooto-t | FokkpRkpRpRG
-0 53 2 LI + | Rkt
-2 96 2 | | LAR AR S
-4 | bttt
-6 5 1 0 STttt *
e e e T L L L T e e LR

3
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Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Anelysis-of-Covartance-by Study amd-Time Point, Adjusting Tor Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 3.02403693 Variance 9.14479937
Skewness 1.44774434 Kurtosis 3.04385811
Uncorrected S8 137.171991 Corrected 88 137.171991
Coeff variation Std Error Mean 0.75600923

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 3.02404
Median  -0.50447 Variance 9.14480
Mode . Range 12,25543
Interquartile Range 3.93819

Tests for Location: MuO=0

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

Signed Rank ] -10 Pr >= |§| 0.6322



Study 3: Cintest Study No. 1

Appendix 2
Phenylephrine vs. Placebo
Change Frofi Baseline NAR (Nasal Airflow Resistance)

Patient Is Random

Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Resid

Test

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

Variable:

Tests for Normality

--Statistic---
W 0.886656 Pr
D 0,14249 Pr

W-Sq 0.067644  Pr
A-Sq 0.53039  Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

8
8
8.
2
1
-0.
-2,
-2
-3.
-3.
-3,

.465770
465770

465770

. 799785
.560606

504466
377589

830857

789663
789663 .
789663

D
W-8q
A-Sq
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0.0493
>0,1500
>0.2500

0.15812

e R EOPRIRGARBTYSis—0f-Covariance by -Studyand-Time PUImMt; AdjUSTing Tor Baseline NAR
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Phenylephrine vs. Placebo . : .
Change From Baseline NAR (Nasal Airflow Resistance)

Parforming-Analysis—ef-Govarianee by -Study-and-Time—Point; Adjusting Tor Baseliné NAR
Patient Is Random ; o e
Study 3: Cintest Study No. 1 e
Time = 30 minutes : i :
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- sess-ew-n--Highest--c-ove---
Value  PATIENT Obs Value PATIENT Obs
-3.78966 3041 13 0.825065 3032 10
-2.83086 3018 7 2.296147 3001 1
-2.73267 3048 16 2.465019 3005 3
-2.67680 3046 15 2.799785 3039 12
-2.07837 3008 4 8.465770 3026 9
Stem Leaf # Boxplot Normal Probability Plot
8 5 1 0 9+ *
6 | 4+
4 | bt
2 358 3 3+ FRpR b
0 168 3 +o-te-+ | IR
-0 7874 4 *eoooo * | FpRkpRR ok
-2 88771 5 +toenen + -3+ * EE T L FY Y
B N L TR [N TR TTRE TSI WP RN TETIT PR SRRy R

-2 -1 0 +1 +2
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‘ Phenylephrine vs. Placebo . i
Change From Baseline NAR (Nasal Airflow Resistance)

"Z

ralysis-ef-Govariance by StudyundTime Point, Adjusting for Baseline NAR
Patient Is Random =
Study 3: Cintest Study No. 1 —
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

2.5

o —— e ———  — — — o ———— } — — — 4 —— — 4 —— — &
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Phenylephrine vs. Placebo -
Change From Baseline NAR (Nasal Airflow Resistance)

performin is—af-Govariance by Study—and-Time Point; AdJUSTIRG Tor Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 30 minutes

Checking Residuals for Study 3 at The Minutes Specified

o
[+ ]
He

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

TREAT Drug Placebo
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Phenylephrine vs. Placebo ,
Change From Baseline NAR (Nasal Airflow Resistance)

erforming-Anatysis—of-Covariance by $tUTdy and Tifie POIAt, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

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-Rroger

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 ) oo
Change From Baseline NAR (Nasal Airflow Resistance)
—Porforming-Analysis of Covariance-by Study—and Time Poimt; AUTUSTING Tor Baseline NAR

Patient Is Random .
Study 3: Cintest Study No. 1 i
Time = 45 minutes '

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 170.38210844
1 1 170.38210844 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 13.1252

Fit Statistics

-2 Res Log Likelihood 170.4
AIC (smaller is better) 172.4
AICC (smaller is better) 172.5

BIC (smaller is better) 173.2
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Change From Baseline NAR (Nasal Airflow Resistance)
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Performin is-ef-Govariance—by-Study and-Time Poimt;Adjusting Tor Baséline NAR
Patient Is Random
Study 3: Cintest Study No. 1

Time = 45 minutes

<]
hA

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 5.45 0.0266
TREAT 1 29 2.18 0.1506
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -3.4751 0.9077 29 -3.83 0.0006 0.05 -5,3315 -1.6187
TREAT Placebo -1.5760 0.9077 29 -1.74 0.0931 0.05 -3.4324 0.2804
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -1,8991 1.2864 29 -1.48 0.1506 0.05 -4.5301 0.7319
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Changé'Fhom Baseline NAR (Nasal Airflow Resistance)
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Plot of Resid*Pred.

Patient Is Random
Study 3: Cintest Study No. 1
Time = 45 minutes

Legend: A = 1 obs, B = 2 obs, etc.

Pepforming-Analysis—of-Covartance by Study and Timg Point, Adjusting for Baseline NAR

Resid
10 + A
5 +
A
A A
A
A A AA
A A A
o+ A AA
A
A A A
A A
A A
A A
.5 4
| A
-10 i
I | | | [ { ! 1 { |
i i i i i i i T i i
-8 -7 -6 -5 -4 -3 -2 1 0 1
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Phenylephrine vs. Placebo = - feed
Change From Baseline NAR (Nasal Airflow Resistance)
- - —Performing-Anatysts—of-Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 3: Cintest Study No. 1
Time = 45 minutes

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