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Appendix 2 14:50 Thursday, December 14, 2006 2001

Phenylephrine vs. Placebo
LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes

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

-0.55

-0.50

1 I I 1
-0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15

Pred

| I
-0.10 -0.05 0.00



Appendix 2 14:50 Thursday, December 14, 2006 2002
Phenylephrine vs. Placebo
LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 2003
Phenylephrine vs. Placebo
LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations (o}
Std Deviation 0.31740689 Variance 0.10074714
Skewness 0.36055333 Kurtosis 1.12732322
uncorrected SS 2.41793127 Corrected SS 2.41793127
Coeff variation . Std Error Mean 0.06348138

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.31741
Median  0.040347 Variance 0.10075
Mode . Range 1.43739
Interquartile Range 0.41549
Tests for Location: Mu0=0
Test -Statistic- = ----- p vValue------
Student's t t Pr > |t] 1,0000

Sign
Signed Rank S

Pr >= |M| 0.2295
Pr >= |§| 0.8244

=
@ W
o »n o



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

Patien

t Is Random

Study 7: Huntington Study No. 2

Time =

240 minutes

Checking Residuals for Study 7 at The Minutes Specified

Test

Shapiro-Wilk

The UNIVARIATE Procedure

Variab

Tests fo

--Sta

w

Kolmogorov-Smirnov D

Cramer-von Mises
Anderson-Darling

W-8q
A-8q

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

le: Resid

r Normality

tistic---  -----

0.936964 Pr
0.161907 Pr
0.120316 Pr
0.669116 Pr

(Definition 5)
Estimate

0.8697673
0.8697673
0.3871787
0.3083979
0.1169079
0.0403475
-0.2985818
-0.4030882
-0.5023436
-0.5676191
-0.5676191

0.1259
0.0892
0.0574
0.0750

14:50 Thursday, December 14, 2006 2004



Appendix 2 14:50 Thursday, December 14, 2006 2005
Phenylephrine vs. Placebo

LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- scce-------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.567619 7002 2 0.219392 7048 24
-0.502344 7036 20 0.251252 7050 25
-0.403088 7041 21 0.308398 7028 15
-0.384671 7008 5 0.387179 7042 22
-0.340899 7030 16 0.869767 7018 10
Stem Leaf # Boxplot Normal Probability Plot
87 1 0 0.9+ *
6 | +H+4+
4 | +Httd
2 22519 5 | | FrRpRR *
0 1244579122 10 koot | EEREEREANN
-0 54 2 | | ] Lt 2 s
-2 8430 4 R + | FREREER
-4 700 3 | -0.5+ RS
R T Y ) LR L L T S e e LT

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



Appendix 2 14:50 Thursday, December 14, 2006 2006
Phenylephrine vs. Placebo
LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.25214783 Variance 0.06357853
Skewness -0.4962006 Kurtosis -0.7477207
Uncorrected SS 1.52588466 Corrected SS 1.52588466
Coeff variation . Std Error Mean 0.05042957

Basic Statistical Measures

Location vVariability
Mean 0.000000 Std Deviation 0.25215
Median  0.050235 variance 0.06358
Mode . Range 0.89331
Interquartile Range 0.36498
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t Pr > |t} 1.0000

Sign
Signed Rank ]

Pr >= |[M| 0.4244
Pr >= |S| 0.8859

=
"N
”m ;o



Appendix 2 14:50 Thursday, December 14, 2006 2007
Phenylephrine vs. Placebo
LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.948425 Pr < W 0.2310
Kolmogorov-Smirnov D 0.124944 Pr > D >0.1500
Cramer-von Mises W-Sq 0.074139 Pr > W-8q 0.2405
Anderson-Darling A-Sq 0.446234 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3630898
99% 0.3630898
95% 0.3184992
90% 0.3010106
75% Q3 0.1839449
50% Median 0.0502349
25% Q1 -0.1810370
10% -0.3715863
5% -0.4205075
1% -0.5302153

0% Min -0.53021583



Appendix 2 14:50 Thursday, December 14, 2006 2008
Phenylephrine vs. Placebo

LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----c------ ~e-r-~------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.530215 7021 12 0.259150 7002 2
-0.420507 7018 10 0.278684 7008 5
-0.371586 7020 11 0.301011 7016 8
-0.347059 7048 24 0.318499 7028 15
-0.221259 7014 7 0.363090 7007 4
Stem Leaf # Boxplot Normal Probability Plot
3 026 3 | 0.35+ hh A *
2 068 3 | | *hpx
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Multiply Stem.Leaf by 10**-4 -2 -1 0 +1 +2



Appendix 2 14:50 Thursday, December 14, 2006 2009
Phenylephrine vs. Placebo

LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots



Appendix 2 14:50 Thursday, December 14, 2006 2010
Phenylephrine vs. Placebo

LN-Ratio (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 7: Huntington Study No. 2
Time = 240 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots



Appendix 2 14:50 Thursday, December 14, 2006 2011
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Orug Placebo
PATIENT 50 8004 8005 8009 8012 8020 8021

8025 8027 8034 8037 8041 8043
8049 B050 8058 8064 8067 8068
8076 8077 8082 8083 8094 8096
8097 8100 8106 8110 8113 8115
8122 8126 8130 8134 8138 8139
8147 8149 8153 8155 8165 8167
8170 8175 8179 8182 8187 8189
8194 8195

Dimensions

-

Covariance Parameters
Columns in X 4



Appendix 2 14:50 Thursday, December 14, 2006 2012
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

The Mixed Procedure

Dimensions
Columns in Z 0
Subjects 1
Max Obs Per Subject 50
Observations Used 50
Observations Not Used o]
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.05107

Fit Statistics

-2 Res Log Likelihood 3.0
AIC (smaller is better) 5.0
AICC (smaller is better) 5.1

BIC (smaller is better) 6.9



Appendix 2 14:50 Thursday, December 14, 2006 2013
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 47 0.00 0.9704
TREAT 1 47 3.04 0.0879

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.1378 0.04584 47 -3.01 0.0042 0.05 -0.2300 -0.04559
TREAT Placebo -0.02327 0.04584 47 -0.51 0.6141 0.05 -0.1155 0.06895

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1145 0.06572 47 -1.74 0.0879 0.05 -0.2467 0.01767



Appendix 2 14:50 Thursday, December 14, 2006 2014
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 2015
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 2016
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean (o} Sum Observations 0
Std Deviation 0.16730289 vVariance 0.02799026
Skewness -1,1215715 Kurtosis 1.4710227
Uncorrected SS 0.67176613 Corrected SS 0.67176613
Coeff variation Std Error Mean 0.03346058

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.16730
Median  0.005959 Variance 0.02799
Mode . Range 0.67306
Interquartile Range 0.20271
Tests for Location: MuO=0

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

Student's t t 0 Pr > Jtj 1.0000

sign M 0.5 Pr >= |M| 1.0000

Signed Rank S 20.5 Pr >= |§]| 0.5916



Appendix 2 14:50 Thursday, December 14, 2006 2017
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p vValue------
Shapiro-wilk 0.915679 Pr < W 0.0409
Kolmogorov-Smirnov 0.112142 Pr > D >0.1500

q 0.070821 Pr
q 0.568169 Pr

W-Sq >0.2500
A-Sq  0.1312

VvV V. V A

w
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.21895844
99% 0.21895844
95% 0.21710993
90% 0.18791677
75% Q3 0.12941109
50% Median 0.00595945
25% Q1 -0.07330103
10% -0.18696095
5% -0.37327660
1% -0.45409814

0% Min -0.45409814



Appendix 2 14:50 Thursday, December 14, 2006 2018
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- ce«--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.454098 8139 18 0.147481 8076 10
-0.373277 8147 19 0.159559 8021 3
-0.186961 8170 22 0.187917 8025 4
-0.143556 8153 20 0.217110 8034 5
-0.109233 8083 11 0.218968 8122 16
Stem Leaf # Boxplot Normal Probability Plot
2 22 2 | 0.25+ La it &
1 034569 6 AERE R + | prkgx x
0 15778 5 L I . l ok kkkk
-0 8754221 7 T + | * xxxxan
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

14:50 Thursday, December 14, 2006 2019

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations ]
Std Deviation 0.26837451 Variance 0.07202488
Skewness -3.1388743 Kurtosis 12.9387319
Uncorrected SS 1.72859703 Corrected SS 1.72859703
Coeff Variation Std Error Mean 0.0536749

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.26837
Median  0.053659 Variance 0.07202
Mode Range 1.48501
Interquartile Range 0.12165
Tests for Location: Mu0=0

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

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

Sign M 3.5 Pr >= |M] 0.2295

Signed Rank S 57.5 Pr >= |§] 0.1240



Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2020

LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes

Checking Residuals for Study 8 at The Minutes Specified

Test

Shapiro-wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

--Statistic---  -----

w 0.665844 Pr
D 0.271629 Pr
W-Sq 0.471653 Pr
A-Sq 2.603258 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3702625
99% 0.3702625
95% 0.2795762
90% 0.1669582
75% Q3 0.0966644
50% Median 0.0536593
25% Q1 -0.0249811
10% -0.1215277
5% -0.3401098
1% -1.1147463

0% Min -1.1147463

<0.0001
<0.0100
<0.0050
<0.0050



Appendix 2 14:50 Thursday, December 14, 2006 2021
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -e---------Highest----------
Value PATIENT Obs Value PATIENT Obs
-1.114746 8082 11 0.115542 8167 21
-0.340110 8134 17 0.166502 8097 13
-0.121528 8155 20 0.,166958 8068 9
-0.108702 8195 25 0.279576 8020 3
-0.046222 8012 2 0.370263 8004 1
Stem Leaf # Boxplot Normal Probability Plot
2 87 2 0 0.3+ L *
0 23356778901277 14 +oot--+ | bbbl oot LA I
-0 2183220 7 +oeon- + | X ok KkpRkdpid
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Multiply Stem.Leaf by 10%**-1 -2 -1 0 +1 +2



Appendix 2 14:50 Thursday, December 14, 2006 2022
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Appendix 2 14:50 Thursday, December 14, 2006 2023
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 15 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots



Appendix 2 14:50 Thursday, December 14, 2006 2024
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 50 8004 8005 8009 8012 8020 8021

8025 8027 8034 8037 8041 8043
8049 8050 8058 8064 8067 8068
8076 8077 8082 8083 8094 8096
8097 8100 8106 8110 8113 8116
8122 8126 8130 8134 8138 8139
8147 8149 8153 8155 8165 8167
8170 8175 8179 8182 8187 8189
8194 8195

Dimensions

Covariance Parameters
Columns in X 4

-



Appendix 2 14:50 Thursday, December 14, 2006 2025
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes

The Mixed Procedure

Dimensions
Columns in Z 0
Subjects 1
Max Obs Per Subject 50
Observations Used 50
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.05260

Fit Statistics

-2 Res Log Likelihood

AIC (smaller is better)
AICC (smaller is better)
BIC (smaller is better)

[o- 2o T BN N
N Os N



Appendix 2 14:50 Thursday, December 14, 2006 2026
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 47 1.43 0.2373
TREAT 1 47 5.05 0.0293

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.2427 0.04652 47 -5.22 <.0001 0.05 -0.3363 -0.1491
TREAT Placebo -0.08280 0.04652 47 -1.99 0.0519 0.05 -0,1864 0.000782

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1499 0.06669 47 -2.25 0.0293 0.05 -0.2841 -0.01573



Appendix 2 14:50 Thursday, December 14, 2006 2027
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes

Plot of Resid*Pred. Legend: A = { obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 2028
Phenylephrine vs, Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2 14:50 Thursday, December 14, 2006 2029
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.23601874 Variance 0.05570484
Skewness -0.5734107 Kurtosis -0.6529847
Uncorrected SS 1.33691624 Corrected SS 1.33691624
Coeff variation . Std Error Mean 0.04720375

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.23602
Median 0.023622 Variance 0.08570
Mode . Range 0.78968
Interquartile Range 0.40463
Tests for Location: MuO=0

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

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

Sign M 1.5 Pr >= |M| 0.6900

Signed Rank S 11.6 Pr >= |§| 0.7639



Appendix 2 14:50 Thursday, December 14, 2006 2030
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.92084 Pr < W 0.0635
Kolmogorov-Smirnov D 0.145333 Pr > D >0.1500
Cramer-von Mises W-Sq 0.081771 Pr > W-Sq 0.1947
Anderson-Darling A-Sq 0.599669 Pr > A-Sq 0.1080

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2746374
99% 0.2746374
95% 0.2704217
90% 0.2657408
75% Q3 0.2356267
50% Median 0.0236224
25% Q1 -0.1690008
10% -0.3721828
5% -0.4029310
1% -0.5150468

0% Min -0.5150468
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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 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- ce-e-------Highest------c---
Value  PATIENT Obs Value  PATIENT Obs
-0.515047 8009 2 0.247938 8153 20
-0.402931 8043 6 0.256315 8025 4
-0.372183 8139 18 0.265741 8189 24
-0,279380 8179 23 0.270422 8106 14
-0.213706 8130 17 0.274637 8165 21
Stem Leaf # Boxplot Normal Probability Plot
2 24456777 8 LR + 0.25+ b b A *
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-0 762 3 | | | bl 4
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +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 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified
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The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean o] Sum Observations 0
Std Deviation 0.21747877 Variance 0.04729702
Skewness -0.8380894 Kurtosis 0.65501403
Uncorrected SS 1.1351284 Corrected SS 1.1351284
Coeff Variation Std Error Mean 0.04349575

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.21748
Median  0.049532 Variance 0.04730
Mode . Range 0.90786
Interquartile Range 0.26304

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

Sign M
Signed Rank S 1

0 Pro> |t 1.0000
.5 Pro>= M| 0.4244
5 Pro>= |S| 0.6099



Test --Statistic--- ..
Shapiro-Wilk w 0.945905 Pr
Kolmogorov-Smirnov D 0.17844 Pr

Cramer-von Mises
Anderson-Darling

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

Patient Is Random
Study 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure

Variable:

R

esid

Tests for Normality

W-8q 0.095286 Pr
A-Sq 0.521589 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qf
10%

5%

1%

0% Min

© 00 OoOOo

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

Estimate

.3487401
.3487401
.2649770
.2596259
. 1358422
0495321
1272011
2861041
4146323
56591172
5591172

0.2024
0.0393
0.1262
0.1741
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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 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----v-o-n-- se---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.559117 8167 21 0.153296 8096 12
-0.414632 8149 19 0.257274 8049 7
-0.286104 8041 6 0.259626 8068 9
-0.240754 8115 15 0.264977 8020 3
-0.198115 8134 17 0.348740 8027 4
Stem Leaf # Boxplot Normal Probability Plot
35 1 | 0.35+ Tttt *
2 666 3 | | Lol
1 01445 5 Heenn- + [ ok
0 025678 6 *oodoo¥ 0.05+ ekl
-0 500 3 [ | I *akiy
-1.73 2 +oaoe- + | Axpry
-2 940 3 | -0.25+ *hry
-3 | ] T
-4 1 1 | | +Hi+
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Multiply Stem.Leaf by 10**-1 -2 -1 ¢] +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 8: Bio-evaluation
Time = 30 minutes
Checking Residuals for Study 8 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 8: Bio-evaluation
Time = 60 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 50 8004 8005 8009 8012 8020 8021

8025 8027 8034 8037 8041 8043
8049 8050 8058 8064 8067 8068
8076 8077 8082 8083 8094 8096
8097 8100 8106 8110 8113 8115
8122 8126 8130 8134 8138 8139
8147 8149 8153 8155 8165 8167
8170 8175 8179 8182 8187 8189
8194 8195

Dimensions

Covariance Parameters 1
Columns in X 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 8: Bio-evaluation
Time = 60 minutes

The Mixed Procedure

Dimensions
Columns in Z 0
Subjects 1
Max Obs Per Subject 50
Observations Used 50
Observations Not Used [0}
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.06590

Fit Statistics

-2 Res Log Likelihood 15.0
AIC (smaller is better) 17.0
AICC (smaller is better) 17.1

BIC (smaller is better) 18.8
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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 8: Bio-evaluation
Time = 60 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 47 3.1 0.0844
TREAT 1 47 3.67 0.0616

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.3296 0.05207 47 -6.33 <.0001 0.05 -0.4344 -0.2249
TREAT Placebo -0.1867 0.05207 47 -3.59 0.0008 0.05 -0.2914 -0.08192

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1430 0.07465 47 -1.92 0.0616 0.05 -0.2931 0.007212



Resid
0.6

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 8: Bio-evaluation
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 8: Bio-evaluation
Time = 60 minutes

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

Resid
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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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

14:50 Thursday, December 14, 2006 204t

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations o]
Std Deviation 0.20806144 Variance 0.04328956
Skewness -0.728327 Kurtosis 0.01926159
Uncorrected S8 1.03894949 Corrected SS 1.03894949
Coeff variation Std Error Mean 0.04161229

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.20806
Median  0.024077 Variance 0.04329
Mode Range 0.76948
Interquartile Range 0.17006
Tests for Location: Mu0=0
Test -Statistic- @ ----- p value------
Student's t t Pr > |t| 1.0000
Sign M Pr >= [M| 0.6900
Signed Rank S Pr >= |8§| 0.7048
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Phenylephrine vs. Placebo
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LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
Study 8: Bio-evaluation
Time = 60 minutes

Checking Residuals for Study 8 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

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

W 0.941064  Pr
D 0.152762  Pr
W-Sq 0.078929  Pr
A-Sq 0.499876  Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3061618
99% 0.3061618
95% 0.2728770
90% 0.2449098
75% Q3 0.1134370
50% Median 0.0240768
25% Q1 -0.0566190
10% -0.3320399
5% -0.4189361
1% -0.4633149

0% Min -0.4633149

vV V.V A

0.1566
0.1349
0.2117
0.1987
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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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest----------- se--c------Highest----------
value PATIENT Obs Value  PATIENT Obs
-0.463315 8100 13 0.186976 8179 23
-0.418936 8009 2 0.241313 8034 5
-0.332040 8050 7 0.244910 8165 21
-0.270531 8139 18 0.272877 8189 24
-0.202381 8130 17 0.306162 8067 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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean o] Sum Observations 0
Std Deviation 0.29285902 Variance 0.0857664
Skewness -0.4976179 Kurtosis -1.0296091
Uncorrected SS 2.0583937 Corrected S$S 2.0583937
Coeff variation . Std Error Mean 0.0585718

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.29286
Median 0.030818 Variance 0.08577
Mode . Range 0.94481
Interquartile Range 0.49596

Tests for Location: Mu0=0
Test -Statistic- = ----- p value------
Student’s t t Pr > |t| 1.0000

o}
Sign 1.5 Pr >= [M| 0.6900
Signed Rank S 3.5 Pr >= |§| 0.9272
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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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.923253 Pr < W 0.0608
Kolmogorov-Smirnov D 0.147631 Pr > D >0.1500
Cramer-von Mises W-Sq 0.102378 Pr > W-Sq 0.0990
Anderson-Darling A-Sq 0.660213 Pr > A-Sq 0.0788

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4202098
99% 0.4202098
95% 0.3493807
90% 0,3099839
75% Q3 0.2394618
50% Median 0.0308182
25% Q1 -0.2564961
10% -0.4602067
5% -0.5070219
1% -0.5246019

0% Min -0.5246019
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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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -e=-+v.----Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.524602 8195 25 0.282610 8020 3
-0.507022 8167 21 0.305203 8082 11
-0.460207 8037 5 0.309984 8068 9
-0.429573 8004 1 0.349381 8077 10
-0.342242 8149 19 0.420210 8041 6
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 8: Bio-evaluation
Time = 60 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Appendix 2 14:50 Thursday, December 14, 2006 2048
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 120 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 50 8004 8005 8009 8012 8020 8021

8025 8027 8034 8037 8041 8043
8049 8050 8058 8064 8067 8068
8076 8077 8082 8083 8094 8096
8097 8100 8106 8110 8113 8115
8122 8126 8130 8134 8138 8139
8147 8149 8153 8155 8165 8167
8170 8175 8179 8182 8187 8189
8194 819§

Dimensions

-

Covariance Parameters
Columns in X 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 8: Bio-evaluation
Time = 120 minutes

The Mixed Procedure

Dimensions
Columns in Z 0
Subjects 1
Max Obs Per Subject 50
Observations Used 50
Observations Not Used 0
Total Observations 50

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.05702

Fit Statistics

-2 Res Log Likelihood 8.2
AIC (smaller is better) 10.2
AICC (smaller is better) 10.3

BIC (smaller is better) 12.0
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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 8: Bio-evaluation
Time = 120 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 47 2.14 0.1502
TREAT 1 47 12.50 0.0009

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -0.3223 0.04843 47 -6.66 <.0001 0.05 -0.4198 -0.2249
TREAT Placebo -0.07683 0.04843 47 -1.59 0.1194 0.05 -0.1743 0.02061

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2455 0.06944 47 -3.54 0.0009 0.05 -0.3852 -0.1058
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Appendix 2 14:50 Thursday, December 14, 2006 2051
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
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 8: Bio-evaluation
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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean (o} Sum Observations 0
Std Deviation 0.28764701 variance 0.0827408
Skewness -0.9738771 Kurtosis 1.06634556
Uncorrected S$ 1.98577919 Corrected SS 1.98577919
Coeff variation . Std Error Mean 0.0575294

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.28765
Median  0.058224 Variance 0.08274
Mode . Range 1.20085
Interquartile Range 0.17895

Tests for Location: Mu0=0

Test -Statistic-  ----- p value------
Student's t t ] Pr > |t} 1.0000
Sign M 4.5 Pr >= |M| 0.1078

Signed Rank S 31.5 Pr >= |S| 0.4078
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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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk W 0.912753 Pr < W 0.0351
Kolmogorov-Smirnov D 0.190396 Pr > D 0.0199
Cramer-von Mises W-Sq 0.16943 Pr > W-Sq 0.0126
Anderson-Darling A-Sq 0.877217 Pr > A-Sq 0.,0219

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4182318
99% 0.4182318
95% 0.3752561
90% 0.3488652
75% Q3 0.1250685
50% Median 0.0582239
25% 1 -0.0538839
10% -0.4511744
5% -0.4542669
1% -0.7826213

0% Min -0.7826213
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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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-------vn-- s----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0.782621 8094 12 0.276053 8021 3
-0.454267 8170 22 0.338135 8189 24
-0.451174 8025 4 0.348865 8179 23
-0.369429 8139 18 0.375256 8122 16
-0.315904 8083 11 0.418232 8113 15
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2

Phenylephrine vs. Placebo

LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

Study 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

14:50 Thursday, December 14, 2006 2056

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.1700606 Variance 0.02892061
Skewness -0.8607441 Kurtosis 2.05477538
Uncorrected SS 0.69409462 Corrected SS 0.69409462
Coeff variation Std Error Mean 0.03401212

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.17006
Median -0.02008 Variance 0.02892
Mode Range 0.82203
Interquartile Range 0.22987
Tests for Location: Mu0O=0

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

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

Sign M -0.5 Pr >= |M| 1.0000

Signed Rank S 8.5 Pr >= |§] 0.8244
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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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk 0.945229 Pr < W 0.1953
Kolmogorov-Smirnov 0.10643 Pr > D >0.1500

W-8q >0.2500
A-8q >0.2500

V V. V A

W
D
Cramer-von Mises W-Sq 0.042257 Pr
Anderson-Darling A-8q 0.364409 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3137211
99% 0.3137211
95% 0.1956044
90% 0.1836210
75% Q3 0.1407049
50% Median -0.0200768
25% Q1 -0.0891653
10% -0.1871176
5% -0.1976909
1% -0.5083096

0% Min -0.5083096
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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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------nenuen se--v------Highest---------.
Value  PATIENT Obs Value  PATIENT Obs
-0.508310 8195 25 0.164068 8082 11
-0.197691 8041 6 0.165811 8068 9
-0.187118 8110 14 0.183621 8058 8
-0.152321 8167 21 0.195604 8096 12
-0.131689 8187 24 0.313721 8138 18
Stem Leaf # Boxplot Normal Probability Plot
31 1 | 0.35+ Fr444
20 1 | | 4+t
1 144678 6 Fennen + [ ERpRRLE ® %
0 1378 4 |+ 0.05+ HREARY
-0 9544332 7 LERE * | bbbl
-1 9538 4 | J *ok o kpray
.20 1 ] -0.25+ b+
-3 | et
-4 | ++
-5 1 1 0 -0.55+ *
R L LR T S LR L R T LT, Ty Upupupty: DUpIRIY NP

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



Appendix 2 14:50 Thursday, December 14, 2006 2059
Phenylephrine vs. Placebo
LN-Ratio (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 8: Bio-evaluation
Time = 120 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK,ALL
Dependent Variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 1002 1007 1008 1011 1013 1016
1017 1018 1020 1026 1030 1031

1034 1035 1037

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

1038

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.007667

Fit Statistics

-2 Res Log Likelihood -11.6
AIC (smaller is better) -9.6
AICC (smaller is better) -9.3
BIC (smaller is better) -9.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 0.00 0.9554
PATIENT 15 14 0.73 0.7239

TREAT 1 14 11.27 0.0047
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -0.08930 0.02203 14 -4.05 0.0012 0.05 -0.1365 -0,04206
TREAT Placebo 0.01591 0.02203 14 0.72 0.4821 0.05 -0.03133 0.06315

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1052 0.03134 14 -3.36 0.0047 0.05 -0.1724 -0.03799
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

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

Resid
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A
0.1 ¢+ A
A
A
A A A A
A A A
A A A A
0.0 + A A
A A A A
A A A
A A A A
A
A
-0.1 ¢+ A
A
-0.2 +
| | | | | | | | | | | | % % |
-0.275 -0.250 -0.225 -0.200 -0.175 -0.150 -0.125 -0.100 -0.075 -0,050 -0.025 0.000 0.025 0.050 0.075
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

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

Resid
0.2 +
A
0.1 + A
A
A
B B
A B
D
0.0 + A A
D
B A
B B
A
A
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A
-0.2 ¢
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean [} Sum Observations 0
Std Deviation 0.05981744 Variance 0.00357813
Skewness -0.4570148 Kurtosis 0.17898343
Uncorrected $S 0.0536719 Corrected SS 0.0536719
Coeff Variation Std Error Mean 0.01495436

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.05982
Median  0.013008 Variance 0.00358
Mode Range 0.23341
Interquartile Range 0.08211
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 3 Pr >= |8| 0.8999
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Phenylephrine vs, Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk w 0.979486 Pr < W 0.9594
Kolmogorov-Smirnov D 0.12015 Pr > D >0.1500
Cramer-von Mises W-8q 0.031154 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.191171 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1024053
99% 0.1024053
95% 0.1024053
90% 0.0707001
75% Q3 0.0413120
50% Median 0.0130078
25% Q1 -0.,0408028
10% -0.0799550
5% -0.1310007
1% -0.1310007

0% Min -0.1310007



Appendix 2 14:50 Thursday, December 14, 2006 2067
Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----c-cn--- --e--------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1310007 1002 1 0.0408775 1020 9
-0.0799550 1013 5 0.0417465 1018 8
-0.0484055 1035 14 0.0560432 1031 12
-0.0479661 1034 13 0.0707001 1007 2
-0.0336394 1026 10 0.1024053 1011 4
Stem Leaf # Boxplot Normal Probability Plot
10 1 | 0.125+ +rbbbttt
0 67 2 | | FrEER b
0 122244 6 te-tot | bk Aeheh Aok ek o
-0 331 3 [ T + | *okpkpRpay
-0 855 3 | | x4
-1 3 1 | -0.125+++++++4%+
B ELE R TETET e LR R LR TR Ty e e TEE T T By

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 Fixed
Study 1: Elizabeth Study No. 2
Time = 15 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean (o} Sum Observations 0
Std Deviation 0.05981744 Variance 0.00357813
Skewness 0.45701479 Kurtosis 0.17898343
Uncorrected SS 0.0536719 Corrected SS 0.0536719
Coeff variation Std Error Mean 0.01495436

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.05982
Median -0.01301 Variance 0.00358
Mode Range 0.23341
Interquartile Range 0.08211
Tests for Location: Mu0=0

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

Student's t t Pr > |tj 1.0000

sign M Pr >= |M| 0.8036

Signed Rank S Pr >= |§] 0.8999



Appendix 2 14:50 Thursday, December 14, 2006 2069
Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.979486 Pr < W 0.9594
Kolmogorov-Smirnov 0.12015 Pr > D >0.1500

W-8q >0.2500
A-Sq >0.2500

V V. V A

w

D
Cramer-von Mises W-Sq 0.031154 Pr
Anderson-Darling A-Sq 0.,191171 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1310007
99% 0.1310007
95% 0.1310007
90% 0.0799550
75% Q3 0.0408028
50% Median -0.0130078
25% Q1 -0.0413120
10% -0.0707001
5% -0.1024053
1% -0.1024053

0% Min -0.1024053
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----vvr---- c-e--------Highest-----c-----
value  PATIENT Obs Value  PATIENT Obs
-0.1024083 1011 4 0.0336394 1026 10
-0.0707001 1007 2 0.0479661 1034 13
-0.0560432 1031 12 0.0484055 1035 14
-0.0417465 1018 8 0.0799550 1013 S5
-0.0408775 1020 9 0.1310007 1002 1
Stem Leaf # Boxplot Normal Probability Plot
13 1 | 0.125+ PR
0 558 3 i | +HEErEE4
0 133 3 +o-t--+ | FhhkphpRpR *
-0 442221 6 e * | KpRp gk ok
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10 1 | -0, 125+++++++4%4
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Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2



Appendix 2 14:50 Thursday, December 14, 2006 2071
Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Schematic Plots

-0.05
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 30 minutes

The Mixed Procedure

Model Information

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

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 1002 1007 1008 1011 1013 1016
1017 1018 1020 1026 1030 1031

1034 1035 1037

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

1038

20

32
32

32
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Phenylephrine vs, Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.02420

Fit Statistics

-2 Res Log Likelihood 4.5

AIC (smaller is better) 6.5

AICC (smaller is better) 6.8

BIC (smaller is better) 7.1

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F value Pr > F
BASELINE 1 14 0.14 0.7097
PATIENT 15 14 0.71 0.7432

TREAT 1 14 26.19 0.0002
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.2619 0.03913 14 -6.69 <.0001 0.05 -0.3459 -0.1780
TREAT Placebo 0.02296 0.03913 14 0.59 0.5666 0.05 -0.06096 0.1069

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2849 0.05567 14 -5.12 0.0002 0.05 -0.4043 -0.1655
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes

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

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

Resid
0.4 +
A
0.2 +
A
D A
c A
B A
0.0+ B B
A B
A c
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A
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A
-0.4 1
* =
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study t at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.10626662 Variance 0.01129259
Skewness -1.2976335 Kurtosis 1.27063917
Uncorrected SS 0.16938892 Corrected SS 0.16938892
Coeff variation . Std Error Mean 0.02656666

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.10627
Median  0.030985 Variance 0.01129
Mode . Range 0.37727
Interquartile Range 0.12755
Tests for Location: Mu0O=0
Test -Statistic- = ----- p value------
Student's t t 0 Pr > |[t| 1.0000
sign M 2 Pr >= |M] 0.4545

Signed Rank S 9 Pr >= |§] 0.6685
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.873488 Pr < w 0.0308
Kolmogorov-Smirnov D 0.18422 Pr > D >0.1500
Cramer-von Mises W-8q 0.119911 Pr > W-Sq  0.0553
Anderson-Darling A-8q 0.724937 Pr > A-8q 0.0473

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1117572
99% 0.1117572
95% 0.1117572
90% 0.0977439
75% Q3 0.0800298
50% Median 0.0309847
25% Q1 -0.0475209
10% -0.1664302
5% -0.2655089
1% -0.2655089

0% Min -0.2655089
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Phenylephrine vs, Placebo

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

Study t: Elizabeth Study No. 2

Time

30 minutes

Checking Residuals for Study 1 at The Minutes Specified

Value

2655089
1664302
1139255
0694885
0255532

- a2 NN R

The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

PATIENT

1002
1007
1017
1013
1031

Boxplot

----------- Highest-----------
Value  PATIENT Obs
0.0678834 1037 15
0.0921763 1020 9
0.0941269 1018 8
0.0977439 1030 11
0.1117572 1011 4
Normal Probability Plot
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| * k4
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.10626662 Variance 0.01129259
Skewness 1.29763347 Kurtosis 1.27063917
Uncorrected SS 0.16938892 Corrected SS 0.16938892
Coeff variation Std Error Mean 0.02656666

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.10627
Median -0.03098 Variance 0.01129
Mode . Range 0.37727
Interquartile Range 0.12755
Tests for Location: Mu0O=0

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

Student's t t Pr > |t 1.0000

Sign M Pr >= |M]  0.4545

Signed Rank S Pr >= |S{ 0.6685
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-wilk w 0.873488 Pr < W 0.0308
Kolmogorov-Smirnov D 0.18422 Pr > D >0.1500
Cramer-von Mises W-Sq 0.119911 Pr > W-Sq 0.0553
Anderson-Darling A-8q 0.724937 Pr > A-Sq 0.0473

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2655089
99% 0.2655089
95% 0.2655089
90% 0.1664302
75% Q3 0.0475209
50% Median -0.0309847
25% Q1 -0.0800298
10% -0.0977439
5% -0.1117572
1% -0.1117572

0% Min -0.1117572
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest-----en-n-- se---------Highest----«------
Value  PATIENT Obs Value  PATIENT Obs
-0.1117572 1011 4 0.0255532 1031 12
-0.0977439 1030 11 0.0694885 1013 5
-0.0941269 1018 8 0.1139255 1017 7
-0.0921763 1020 9 0.1664302 1007 2
-0.0678834 1037 15 0.2655089 1002 1
Stem Leaf # Boxplot Normal Probability Plot
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2 j 4+t
17 1 | | * 4+t
11 1 ] | * ittt
07 1 LR + 0.075+ FHr+
0 03 2 |+ | { T *
.o 420 3 L * ' 4% Kk
-0 99765 5 LR + | *okppagr ok
-1.10 2 | -0.125+ o bt
T L e Iy e S

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



Appendix 2 14:50 Thursday, December 14, 2006 2083
Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

-0.1

-0.2

-0.3

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 45 minutes

The Mixed Procedure

Model Information

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

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 1002 1007 1008 1011 1013 1016
1017 1018 1020 1026 1030 1031

1034 1035 1037

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

1038

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01314

Fit Statistics

-2 Res Log Likelihood -4.1
AIC (smaller is better) -2.1
AICC (smaller is better) -1.7
BIC (smaller is better) -1.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 0.47 0.5058
PATIENT 15 14 1.214 0.3625

TREAT 1 14 180.92 <.0001



Appendix 2 14:50 Thursday, December 14, 2006 2086
Phenylephrine vs, Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -0.5148 0.02883 14 -17.85 <.0001 0.05 -0.5766 -0.4529
TREAT Placebo 0.03704 0.02883 14 1.28 0.2198 0.05 -0.02480 0.,09888

Differences of Least Squares Means

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

TREAT Drug Placebo -0.5518 0.04102 14 -13.45 <.0001 0.05 -0.6398 -0.4638
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

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

Resid
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-0.05 + A A

-0.10 + A A

-0.15 ¢+
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

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

Resid
0.15 ¢+
A
A
0.10 1 B
A B
A
A A
0.05 + A A
A A
A
A
0.00 ¢+
A
A
A A
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A
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A
A
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} %
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.07830611 variance 0.00613185
Skewness 0.22050633 Kurtosis -1.4638983
Uncorrected SS 0.09197771 Corrected SS 0.09197771
Coeff Variation . Std Error Mean 0.01957653

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.07831
Median -0.02084 Variance 0.00613
Mode . Range 0.22231
Interquartile Range 0.13857
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |tj 1.0000

sign M -1 Pr >= |M| 0.8036

Signed Rank S 0 Pr >= |§] 1.0000



Appendix 2 14:50 Thursday, December 14, 2006 2090
Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.915522 Pr < W 0.1429
Kolmogorov-Smirnov D 0.147323 Pr>D >0,1500
Cramer-von Mises W-8Sq 0.074839 Pr > W-Sq 0.2313
Anderson-Darling A-Sq 0.466252 Pr > A-Sq  0.2256

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1212668
99% 0.1212668
95% 0.1212668
90% 0.1178931
75% Q3 0.0694192
50% Median -0.0208424
25% Q1 -0.0691540
10% -0.0968280
5% -0.1010428
1% -0.1010428

0% Min -0.1010428
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest«------e--- -e---------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1010428 1008 3 0.0657738 1011 4
-0.0968280 1026 10 0.,0730645 1038 16
-0.0898831 1035 14 0.0886772 1013 5
-0.0819917 1034 13 0.1178931 1037 15
-0.0563163 1020 9 0.1212668 1018 8
Stem Leaf # Boxplot Normal Probability Plot
122 2 | 0.125+ Hbbbbrd
0 5779 4 [ U + l * kpkpRpd
03 1 I+ | +Hr
-0 331 3 *oo... * | FARpRE K
-0 9865 4 teeonn + | Kk g Rk
-1 00 2 | -0.125+ +rbtdtt
[ TR 3 L T T s T e

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
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LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 45 minutes

Checking Residuals for Study 1 at The Minutes Specified

N

Mean

Std Deviation
Skewness
Uncorrected S8
Coeff Variation

The UNIVARIATE Procedure

Variable: Resid
Moments
16 Sum Weights
o] Sum Observations
0.07830611 variance
-0,2205063 Kurtosis
0.09197771 Corrected SS

std Error Mean

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation
Median  0.020842 variance
Mode Range
Interquartile Range
Tests for Location: MuO=0
Test -Statistic- = ----- p Value
Student's t t Pr > |t]
Sign M Pr >= |M|
Signed Rank S Pr >= |§]

16

0
0.00613185
-1.4638983
0.08197771
0.01957653

.07831
.00613
.22231
.13857

o O OO0

1.0000
0.8036
1.0000
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 45 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid

Tests for Normality

Test --Statistic---
Shapiro-Wilk W 0.915522
Kolmogorov-Smirnov D 0.147323

Cramer-von Mises
Anderson-Darling

W-Sq 0.074839
A-Sq 0.466252

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1010428
99% 0.1010428
95% 0.1010428
90% 0.0968280
75% Q3 0.0691540
50% Median 0.0208424
25% M1 -0.0694192
10% -0.1178931
5% -0.1212668
1% -0.1212668

0% Min -0.1212668

VvV V.V A

p value------
W 0.1429
D >0,1500
W-S 0.2313
A-S 0.2256
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest-«-v------- -----------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1212668 1018 8 0.0563163 1020 9
-0.1178931 1037 15 0.0819917 1034 13
-0.0886772 1013 5 0.0898831 1035 14
-0.0730645 1038 16 0.0968280 1026 10
-0.0657738 1011 4 0.1010428 1008 3
Stem Leaf # Boxplot Normal Probability Plot
1 00 2 ] 0.125+ +Hbbdrt
0 5689 4 [ + | gk kg gk
0 133 3 L e | Spk kg
-03 1 ! | | bt
-0 9775 4 +----- + | FERFRER *
-1 22 2 | -0.125+ FEbR
T L T E e Y TS g

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



Checking Residuals for Study 1 at The Minutes Specified

0.05

-0.05

-0.15

TREAT

Appendix 2
Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
45 minutes

Time =

The UNIVARIATE Procedure
Variable:

Resid

Schematic Plots

.-t LT +
I | |
I | |
I I |
| *_ .. *
I I !
+ [+
! I |
e I |
I I |
I [ I
| I |
.-+ L TR +
I !
| !
!
I
Feceeeaaas L L E e
Drug Placebo
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK, ALL
Dependent variable LNCHANGE
Covariance Structure Diagonal
Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method Residual

Class

TREAT
PATIENT

Model-Based

Class Level Information

Levels Values

2 Drug Placebo

16 1002 1007 1008 101t 1013 1016
1017 1018 1020 1026 1030 103t

1034 1035 1037

Dimensions

Covariance Parameters
Columns in X

Columns in Z

Subjects

Max Obs Per Subject
Observations Used
Observations Not Used
Total Observations

1038

20

32
32

32
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.03782

Fit Statistics

-2 Res Log Likelihood 10.7
AIC (smaller is better) 12.7
AICC (smaller is better) 13.1
BIC (smaller is better) 13.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 1.92 0,1880
PATIENT 15 14 0,87 0.6088

TREAT 1 14 60.65 <.0001
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -0.5323 0.04892 14 -10.88 <,0001 0.05 -0.6373 -0.4274
TREAT Placebo 0.009656 0.04892 14 0.20 0.8463 0.05 -0.09526 0.1146

Differences of Least Squares Means

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

TREAT Drug Placebo -0.5420 0.06960 14 -7.79 <,0001 0.05 -0.6913 -0.3927
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Phenylephrine vs. Placebo

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

Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

-0.6

-0.5 -0.4 -0.3 -0.2 -0.1 0.0 0.1 0.2 0.3

Pred
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

Resid
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