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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

Checking Residuals for Study 1 at The Minutes Specified
---------------------------------------------------------------------- L N T T B R R R R L

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o]
Std Deviation 0.13284801 Variance 0.01764859
Skewness 0.73857383 Kurtosis -0.3159042
Uncorrected SS 0.26472891 Corrected SS 0.26472891
Coeff variation Std Error Mean 0.033212

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.13285
Median -0.03384 variance 0.01765
Mode . Range 0.46826
Interquartile Range 0.21752

Tests for Location: Mu0=0

Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t 1.0000
Sign M -2 Pr >= |M] 0.4545

Signed Rank S -4 Pr >= IS}  0.8603
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Phenylephrine vs, Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 60 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 0.93106 Pr < W 0.2534
Kolmogorov-Smirnov D 0.154373 Pr > D >0.1500
Cramer-von Mises W-Sq 0.087509 Pr > W-Sq 0.1544
Anderson-Darling A-8q 0.489535 Pr > A-8q 0.1986

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.2793533
99% 0.2793533
95% 0.2793533
90% 0.2065436
75% Q3 0.1098397
50% Median -0.0338359
25% Q1 -0.1076770
10% -0.1241306
5% -0.1883039
1% -0.1889039

0% Min -0.1889039
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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
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-«----n---- “ce--------Highest-----cnaun-n
Value  PATIENT Obs Value  PATIENT Obs
-0.188904 1002 1 0.0983519 1011 4
-0.124131 1007 2 0.1213275 1016 6
-0.111842 1035 14 0.1405270 1031 12
-0.111346 1013 5 0.2065436 1038 16
-0.104008 1008 3 0.2793533 1030 11
Stem Leaf # Boxplot Normal Probability Plot
218 2 J 0.25+ ¥ prrrbd
1 024 3 IR + | Kkttt
02 1 |+ 0.05+ iast AL A
-0 87431 5 ¥eeonn * | PR pRE Ak
-1 92110 5 +een-- + -0.15+ * ppkppR Rk
P L EL TERTT ppay L R R e Lk TITIST JUpp PR SRpRp &

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 = 60 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 0.13284801 Variance 0.01764859
Skewness -0.7385738 Kurtosis -0.3159042
Uncorrected SS 0.26472891 Corrected SS 0.26472891
Coeff Vvariation . Std Error Mean 0.033212

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.13285
Median 0.033836 Variance 0.01765
Mode . Range 0.46826
Interquartile Range 0.21752
Tests for Location: Mu0=0

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

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

Sign M 2 Pr >= [M| 0.4545

Signed Rank S 4 Pr >= |§] 0.8603
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 60 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 0.93106 Pr < W 0.2534
Kolmogorov-Smirnov D 0.154373 Pr > D >0.1500
Cramer-von Mises W-Sq 0.087509 Pr > W-Sq 0.1544
Anderson-Darling A-Sq 0.489535 Pr > A-Sq 0.1986

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1889039
99% 0.1889039
95% 0.1889039
90% 0.1241306
75% Q3 0.1076770
50% Median 0.0338359
25% Q1 -0.1098397
10% -0.2065436
5% -0,2793533
1% -0.2793533

0% Min -0.2793533
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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 = 60 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- se-«.v-.---Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-0,2793533 1030 11 0.104008 1008 3
-0.2065436 1038 16 0.111346 1013 5
-0.1405270 1031 12 0.111842 1035 14
-0.1213275 1016 6 0.124131 1007 2
-0.0983519 1011 4 0.188904 1002 1
Stem Leaf # Boxplot Normal Probability Plot
1 01129 5 L SR + 0.15+ *okpkppRpy
0 13478 5 LR | AL AR S LT 2
-0 2 1 | | -0.05+ HEErb
-1 420 3 teoennn + | FHttdrr
-2 81 2 | -0.25+  +++ired o+
R TETES TR R LR CET T TI I I Ry Sy e e

Multiply Stem.Leaf by 10%*-1 -2 - 0 +1 +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 60 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

0.2

-0.1

-0.2

-0.3

TREAT Drug Placebo



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

Time = 90 minutes

The Mixed Procedure

Model Information

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

14:50 Thursday, December 14, 2006 2108
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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 = 90 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.06507

Fit Statistics

-2 Res Log Likelihood 18.3
AIC (smaller is better) 20.3
AICC (smaller is better) 20.7
BIC (smaller is better) 21.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 1.15 0.3015
PATIENT 15 14 0.40 0.9547

TREAT 1 14 24.40 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 = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -0.4411 0.06416 14 -6.87 <.0001 0.05 -0.5787 -0.3035
TREAT Placebo 0.009827 0.06416 14 0.15 0.8805 0.05 -0.1278 0.1474

Differences of Least Squares Means

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

TREAT Drug Placebo -0.4509 0.09129 14 -4,94 0.0002 0.05 -0.6467 -0.2551
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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 = 90 minutes

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

Resid
0.4 +

0.2 + A A

0.0 + A A

-0.2 + A A

-0.4 +

-0.8 -0.7 -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 = 90 minutes

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

Resid
0.4 +
A
A
A
0.2+ B
A
A D
Cc
A
0.0+ A A
A
C
D A
A
-0.2 4 B
A
A
A
-0.4 +
] |
I T
Drug Placebo

TREAT



Appendix 2

Phenylephrine vs, Placebo

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

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

Study 1: Elizabeth Study No. 2
Time = 90 minutes
Checking Residuals for Study 1 at The Minutes Specified

14:50 Thursday, December 14, 2006 2113

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.17426013 Variance 0.03036659
Skewness -0.0061866 Kurtosis 0.15297826
Uncorrected SS 0.4554989 Corrected S8 0.4554989
Coeff Variation Std Error Mean 0.04356503

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.17426
Median -0.05720 Variance 0.03037
Mode Range 0.66972
Interquartile Range 0.25376
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M -2 Pr >= |M] 0.4545

Signed Rank S -2 Pr >= |8} 0.9399



Test

Shapiro-wilk

Kolmogorov-Smirnov

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 Fixed
Study 1: Elizabeth Study No. 2
Time = 90 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: R

esid

Tests for Normality

--Statistic---

q

w
D
W-
A-Sq

S
S

0.924
0.178
0.107
0.605

668 Pr
424 Pr
625 Pr
374 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0
0
0
0

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

Estimate

.2941535
.2941535
.2941535
.2573239
1554369
0571974
0983198
1275295
3755686
3755686
3755686
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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 = 90 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.3755686 1002 1 0.113779 1016 ]
-0.1275295 1034 13 0.197095 1038 16
-0.1099676 1035 14 0.198796 1011 4
-0.1034069 1013 5 0.257324 1030 11
-0.0932328 1007 2 0.294154 1031 12
Stem Leaf # Boxplot Normal Probability Plot
2 0069 4 | 0.25+ FRp bR
11 1 [ T + | gk kg
04 1 P+ | | X SRR
-0 998650 6 L EERE * -0.05+ b b b
-1 310 3 [ SR + | * oprprpd
-2 1 | +++i++
-3 8 1 | -0.35+  +4+4*
B L TR S R R S CEETT PIERE SN PN S T ST T T

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

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 90 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 0.17426013 vVariance 0.03036659
Skewness 0.00618655 Kurtosis 0.15297826
Uncorrected SS 0.4554989 Corrected SS 0.4554989
Coeff variation . Std Error Mean 0.04356503

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.17426
Median  0.057197 Variance 0.03037
Mode . Range 0.66972
Interquartile Range 0.25376
Tests for Location: Mu0=0

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

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

Sign M 2 Pr >= |M] 0.4545

Signed Rank S 2 Pr >= |S} 0.9399
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 90 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 0.924668 Pr < W 0.2005
Kolmogorov-Smirnov D 0.178424 Pr > D >0.1500
Cramer-von Mises W-Sq 0.107625 Pr > W-Sq 0.0841
Anderson-Darling A-8q 0.605374 Pr > A-Sq  0.0967

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.3755686
99% 0.3755686
95% 0.3755686
90% 0.1275295
75% Q3 0.0983198
50% Median 0.0571974
25% Q1 -0.1554369
10% -0.2573239
5% -0,29415635
1% -0.2941535

0% Min -0.2941535
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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 = 90 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----------- -----------Highest..---------
Value PATIENT Obs Value PATIENT Obs
-0.294154 1031 12 0.0932328 1007 2
-0.257324 1030 11 0.1034069 1013 5
-0.198796 1011 4 0.1099676 1035 14
-0.197095 1038 16 0.1275295% 1034
-0.113779 1016 6 0.3755686 1002 1
Stem Leaf # Boxplot Normal Probability Plot
38 1 | 0.35+ *+ttt
2 | | it
1 013 3 oreon + | +HRpRE ¥
0 056899 6 Foohoon 0.05+ bbb bl Al 4
-0 4 1 | | | +r 4+
-1 1 1 L T + | LA A S
-2 9600 4 | -0.25+ *idbtrt
B L EE T TR Sy R s T e e S E LT E LRI TRNR SR

Multiply Stem.Leaf by 10**-4 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2
Time = 90 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
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Appendix 2

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2

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

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 = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.05543

Fit Statistics

-2 Res Log Likelihood 16.1
AIC (smaller is better) 18.1
AICC (smaller is better) 18.4
BIC (smaller is better) 18.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 1.43 0.2512
PATIENT 15 14 0.98 0.5202

TREAT 1 14 14.18 0.0021



Appendix 2 14:50 Thursday, December 14, 2006 2122
Phenylephrine vs. Placebo
LN-Ratio (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 = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
TREAT Drug -0.3367 0.05922 14 -5.69 <,0001 0.08 -0.4637 -0.2097
TREAT Placebo -0.01941 0.05922 14 -0.33 0.7479 0.05 -0.1464 0.1076

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3173 0.08426 14 -3.77 0.0021 0.05 -0.4980 -0.1366
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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 = 120 minutes

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

Resid
0.6 +

0.2 + A A
AA A
AA A A

0.0 + A A A A A A

-0.2 + A A

-0.8 -0.7 -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 = 120 minutes

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

Resid
0.6 +
A
0.4 ¢
0.2 + A A
c
A c
c
0.0+ C c
c
c A
c
-0.2 + A A
-0.4 +
A
-0.6 +
| |
Drug Placebo

TREAT



Appendix 2 14:50 Thursday, December 14, 2006 2125
Phenylephrine vs. Placebo

LN-Ratio (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 = 120 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 o]
Std Deviation 0.16082969 Variance 0.02586619
Skewness -1.4506971 Kurtosis 2.8476252
Uncorrected SS 0.38799282 Corrected SS 0.38799282
Coeff variation . Std Error Mean 0.04020742

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.16083
Median 0.034602 Variance 0.02587
Mode . Range 0.62446
Interquartile Range 0.21252
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t] 1.0000
Sign M 2 Pr >= |[M| 0.4545

Signed Rank S 10 Pr >= |§| 0.6322
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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 = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.880859 Pr < W 0.0400
Kolmogorov-Smirnov 0.143161 Pr > D >0.1500

W-Sq  0.2457
A-Sq  0.1395

vV V.V A

w
D
Cramer-von Mises W-Sq 0.07247 Pr
Anderson-Darling A-Sq 0.545373 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.1781004
99% 0.1781004
95% 0.1781004
90% 0.1637478
75% Q3 0.1213377
50% Median 0.0346019
25% Q1 -0.0911807
10% -0.1799587
5% -0.4463589
1% -0.4463589

0% Min -0.4463589
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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 = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest------cun-- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-0.4463589 1002 1 0.103064 1030 11
-0.1799587 1035 14 0.139611 1016
-0.1183474 1008 3 0.162404 1011 4
-0.0933763 1026 10 0.163748 1017 7
-0.0889851 1020 9 0.178100 1031 12
Stem Leaf # Boxplot Normal Probability Plot
1 04668 5 +ooaon + 0.15+ *pkpRpph *
0 02467 5 LERY P ] Kk ok ok kg
-0 992 3 +o---- + ] * kpkppd
-1 82 2 -0.15+ *per b
-2 ] ++i++t
-3 | +etes
-4 5 1 0 -0.45++ *
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Multiply Stem.lLeaf by 10**-1 -2 -1 0 + +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 = 120 minutes
Checking Residuals for Study 1 at The Minutes

The UNIVARIATE Procedure

Variable: Resid
Moments
N 16 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.16082969 Variance
Skewness 1.45069709 Kurtosis
Uncorrected SS 0.38799282 Corrected SS

Coeff variation

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation
Median -0.03460 variance
Mode Range
Interquartile Range
Tests for Location: Mu0O=0
Test -Statistic-  ----- p Value
Student's t t 0 Pr > |t
Sign M -2 Pr >= [M|
Signed Rank S -10 Pr >= |§]

Specified

16

0
0.02586619
2.8476252
0.38799282
0.04020742

.16083
.02587
.62446
.21252

O O OO0

1.0000

. 4545
.6322
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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 = 120 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 0.880859 Pr < W 0.0400
Kolmogorov-Smirnov D 0.143161 Pr > D >0.1500
Cramer-von Mises W-Sq 0.07247 Pr > W-85q 0.2457
Anderson-Darling A-8q 0.545373 Pr > A-Sq 0.1395

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4463589
99% 0.4463589
95% 0.4463589
90% 0.1799587
75% Q3 0.0911807
50% Median -0.0346019
25% Q1 -0.1213377
10% -0.1637478
5% -0.1781004
1% -0.1781004

0% Min -0.1781004
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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 = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -++-+------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.178100 1031 12 0.0889851 1020 9
-0.163748 1017 7 0.0933763 1026 10
-0.162404 1011 4 0.1183474 1008 3
-0.139611 1016 6 0.1799587 1035 14
-0.103064 1030 11 0.4463589 1002 1
Stem Leaf # Boxplot Normal Probability Plot
45 1 0 0.45+ * +
3 | +Hi+++
2 | +Htitd
1 28 2 | 0.15+ LAttt
0 299 3 +o-to-t | PSR Y
-0 76420 5 *ooa.. * I PRy Y
-1 86640 5 L + -0.15+ * AppRpRpn
e T . LR T L S R EL TETTY THPORr PRSP SR

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 = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

0.6

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 2: Elizabeth Study No. 5§

Time = 15 minutes

The Mixed Procedure

Model Information

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

Class Level Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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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 2: Elizabeth Study No. 5§
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.000952

Fit Statistics

-2 Res Log Likelihood -22.3
AIC (smaller is better) -20.3
AICC (smaller is better) -19.6
BIC (smaller is better) -20.2

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 1.83 0.2128
PATIENT 9 8 03 0.1662

TREAT 1 8 0.12 0.74083
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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 2: Elizabeth Study No. §
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -0.01973 0.009852 8 -2.00 0.0802 0.05 -0.04245 0.002987
TREAT Placebo -0.01491 0.009852 8 -1.51 0.1688 0.05 -0.03762 0.007813

Differences of Least Squares Means

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

TREAT Drug Placebo -0.00483 0.01407 8 -0.34 0.7403 0.05 -0.03726 0.02761
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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 2: Elizabeth Study No. 5
Time = 15 minutes

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

Resid
0.04 +
A A
0.02 | A A A
A
A
A A A
0.00 +
A A A
A
A
-0.02 + A B
A A
-0.04 1
| ! | ! 1 ] ! l | | | ! | 1 ! i
I I I I T I T ] I I I T T I T
-0.11 -0.10 -0.09 -0.08 -0.07 -0.06 -0.05 -0.04 -0.03 -0.02 -0.01 0.00 0.01 0.02 0.03 0.04

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 2: Elizabeth Study No. 5
Time = 15 minutes

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

Resid
0.04 1
A A
0.02 + A B
A
A
A B
0.00 +
B A
A
A
-0.02 + B A
A A
-0.04 ¢
] |
I |
Drug Placebo

TREAT
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 15 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 0.02056837 Variance 0.00042306
Skewness -0.124258 Kurtosis -0.7847426
Uncorrected SS 0.00380752 Corrected SS 0.00380752
Coeff variation . Std Error Mean 0.00650429

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.02057
Median  0.000673 Variance 0.0004231
Mode . Range 0.06569
Interquartile Range 0.03808

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 -1.5 Pr >= |S| 0.9219
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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 2: Elizabeth Study No. §
Time = 15 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 0.97275 Pr < W 0.9151
Kolmogorov-Smirnov D 0.141486 Pr > D >0.1500
Cramer-von Mises W-8q 0.026095 Pr > W-8Sq >0.2500
Anderson-Darling A-Sq 0.180379 Pr > A-8Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.032389796
99% 0.032389796
95% 0.032389796
90% 0.025514556
75% Q3 0.017501545
50% Median 0.000673116
25% Q1 -0.020580404
10% -0.026959446
5% -0.033304158
1% -0.033304158

0% Min -0.033304158
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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 2: Elizabeth Study No. 5
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest------------ se-ese---..-Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.03330416 2005 2 0.00455977 2001 1
-0.02061473 2014 5 0.00956391 2012 4
-0.02058040 2021 8 0.01750155 2023 9
-0.00494150 2007 3 0.01863932 2024 10
-0.00321354 2018 6 0.03238980 2020 7
Stem Leaf # Boxplot Normal Probability Plot
32 1 | 0.035+ i+t
2 I I +HEH
1 089 3 R + | PR Ry
05 1 LR B ] Py
-0 53 2 | | | *tr
-1 | ] | +H+++
-2 11 2 [ + | FUTET
-3 3 1 | -0.035+ ttt
R LT ET TS L S T e LT gy S S 4

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



Appendix 2 14:50 Thursday, December 14, 2006 2140
Phenylephrine vs. Placebo

LN-Ratio (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 2: Elizabeth Study No. 5
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean o} Sum Observations 0
Std Deviation 0.02056837 Variance 0.00042306
Skewness 0.124258 Kurtosis -0.7847426
Uncorrected SS 0.00380752 Corrected SS 0.00380752
Coeff Variation . Std Error Mean 0.00650429

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.02057
Median -0.00067 variance 0.0004231
Mode . Range 0.06569
Interquartile Range 0.03808

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

Sign
Signed Rank S 1.

Pr > |t| 1.0000
Pr >= M|  1.0000
Pr >= [S| 0.9219

=
(L = B )
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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 2: Elizabeth Study No. 5
Time = 15 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 0.97275 Pr < W 0.9151
Kolmogorov-Smirnov D 0.141486 Pr > D >0.1500
Cramer-von Mises W-Sq 0.026095 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.180379 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.033304158
99% 0.033304158
95% 0.033304158
90% 0.026959446
75% Q3 0.020580404
50% Median -0.000673116
25% Q1 -0.017501545
10% -0.025514556
5% -0.032389796
1% -0.032389796

0% Min -0.032389796
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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 2: Elizabeth Study No. 5
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest---vu-ovnnno cese--------Highest--ucovunnnn
Value  PATIENT Obs Value  PATIENT Obs
-0.03238980 2020 7 0.00321354 2018 6
-0.01863932 2024 10 0.00494150 2007 3
-0.01750155 2023 9 0.02058040 2021 8
-0.00956391 2012 4 0.02061473 2014 5
-0.00455977 2001 1 0.03330416 2005 2
Stem Leaf # Boxplot Normal Probability Plot
33 1 | 0.035+ *++t+
2 11 2 +o---- + | * o kiddd
1 | | | ++++4
0 35 2 |+ | Rk o o
-0 5 1 Xeeeao * I Kpg*
-1 980 3 L T + | *ptrid
-2 | ] 4t
32 1 | -0.035+ sl
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Multiply Stem.Leaf by 10**-.2 -2 -1 0 + +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
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Appendix 2

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

Patient Is Fixed

Study 2: Elizabeth Study No. §

Time = 30 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

10 2001 2005 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

14:50 Thursday, December 14, 2006 2144
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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 2: Elizabeth Study No. 5§
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.004157

Fit Statistics

-2 Res Log Likelihood -10.5
AIC (smaller is better) -8.5
AICC (smaller is better) -7.8
BIC (smaller is better) -8.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 0.37 0.5573
PATIENT 9 8 0.90 0.5667

TREAT 1 8 24.76 0.0011
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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 2: Elizabeth Study No. 5
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > }tj Alpha Lower Upper
TREAT Drug -0.1202 0.02059 8 -5.84 0.0004 0.05 -0.1677 -0.07274
TREAT Placebo 0.02607 0.02059 8 1.27 0.2410 0.05 -0.02141 0.07355

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1463 0.02940 8 -4.98 0.0011 0.05 -0.2141 -0.07850
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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 2: Elizabeth Study No. 5§
Time = 30 minutes

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

Resid
0.10 +
A
A
0.05 + A
A A
A
A A
A
0.00 ¢ A A
A
A A
A
A A
-0.06 + A
A
A
-0.10 +
| | ; | | | | | | % | | | % |
-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 0.100

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 2: Elizabeth Study No. 5
Time = 30 minutes

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

Resid
0.10 +
A
A
0.05 + A
B
A
A A
A
0.00 + A A
A
A A
A
B
-0.06 + A
A
A
-0.10 +
| |
Drug Placebo

TREAT



Appendix 2

Phenylephrine vs. Placebo

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

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

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

14:50 Thursday, December 14, 2006 2149

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights 10
Mean [o] Sum Observations 0
Std Deviation 0.04298509 Variance 0.00184772
Skewness 0.75364332 Kurtosis -0.4275663
Uncorrected SS 0.01662946 Corrected SS 0.01662946
Coeff variation Std Error Mean 0.01359308

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.04299
Median -0.00664 Variance 0.00185
Mode Range 0.12260
Interquartile Range 0.05866
Tests for Location: Mu0=0

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

Student's t t Pr > |t} 1.0000

Sign M Pr >= |M| 0.7539

Signed Rank S Pr >= |8§| 0.8457
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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 2: Elizabeth Study No. 5
30 minutes
Checking Residuals for Study 2 at The Minutes Specified

Time =

14:50 Thursday, December 14, 2006 2150

The UNIVARIATE Procedure

Variable:

Resid

Tests for Normality

--Statistic---

Test

Shapiro-wilk w
Kolmogorov-Smirnov D
Cramer-von Mises W-Sq
Anderson-Darling A-Sq

0.906443 Pr
0.138326 Pr
0.049163 Pr
0.363243 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

-0

Estimate

0.07583945
0.
0
0

07583945

.07583945
.06967221
0.
.00664116
-0.
-0.
-0.
-0.
-0.

01938683

03926886
04617017
04676228
04676228
04676228

VvV V.V A

D
W-Sqg
A-Sq

0.2574
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)

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

Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 30 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----c-cn--- cesc--ce----Highest-v------v---
Value PATIENT Obs Value PATIENT Obs
-0.0467623 2005 2 -0.000410586 2024 10
-0.0455781 2001 1 0.007246526 2020 7
-0.0392689 2021 8 0.019386825 2007 3
-0.0210862 2018 6 0.063504972 2023 9
-0.0128717 2014 5 0.075839446 2012 4
Stem Leaf # Boxplot Normal Probability Plot
6 46 2 | 0.07+ R A 2 5
4 | | 4
2 | | +H+++
079 2 +oohoot 0.01+ FrTET
-0 30 2 LIS * ] P
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Multiply Stem.Leaf by 10**-2 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 30 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 (4]
Std Deviation 0.04298509 vVariance 0.00184772
Skewness -0.7536433 Kurtosis -0.4275663
Uncorrected SS 0.01662946 Corrected SS 0.01662946
Coeff Variation . Std Error Mean 0.01359308

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.04299
Median 0.006641 Variance 0.00185
Mode . Range 0.12260
Interquartile Range 0.05866
Tests for Location: Mu0=0

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

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

sign M 1 Pr >= |M| 0.7539

Signed Rank S 2.5 Pr >= |S§] 0.8457
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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 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wwilk 0.906443 Pr < W 0.2574
Kolmogorov-Smirnov 0.138326 Pr > D >0.1500

q 0.049163 Pr

S W-8q >0.2500
Sq 0.363243 Pr

A-Sq >0.2500

V V. V A

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

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.04676228
99% 0.04676228
95% 0.04676228
90% 0.04617017
75% Q3 0.03926886
50% Median 0.00664116
25% Q1 -0.01938683
10% -0.06967221
5% -0.07583945
1% -0.07583945

0% Min -0.07583945
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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 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------- Lowest------------ “smes------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.075839446 2012 4 0.0128717 2014 Bl
-0.063504972 2023 9 0.0210862 2018 6
-0.019386825 2007 3 0.0392689 2021 8
-0.007246526 2020 7 0.0455781 200t 1
0.000410586 2024 10 0.0467623 2005 2
Stem Leaf # Boxplot Normal Probability Plot
4 67 2 | 0.05+ it *
2 19 2 toenn- + | LT AL T
0 03 2 Footoo¥ | *prii4
-0 97 2 LEERERS + -0.01+ * gt
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Multiply Stem.Leaf by 10**.2 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

0.075

0.025

-0.025

-0.05

-0.075

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 2: Elizabeth Study No. 5
Time = 45 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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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 2: Elizabeth Study No. 5
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.01437

Fit Statistics

-2 Res Log Likelihood -0.5

AIC (smaller is better) 1.5

AICC (smaller is better) 2.1

BIC (smaller is better) 1.5

Type 3 Tests of Fixed Effects
Num Den

Effect DF DF F value Pr > F
BASELINE 1 8 1.01 0.3433
PATIENT 9 8 0.97 0.5240

TREAT 1 8 39.02 0.0002



Appendix 2 14:50 Thursday, December 14, 2006 2158
Phenylephrine vs. Placebo
LN-Ratio (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 2: Elizabeth Study No. 5
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -0.3395 0.03828 8 -8.87 <, 0001 0.05 -0.4277 -0.25812
TREAT Placebo 0.001934 0.03828 8 0.05 0.9609 0.05 -0.08633 0.09020

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3414 0.05465 8 -6.25 0.0002 0.05 -0.4674 -0.2154
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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 2: Elizabeth Study No. §
Time = 45 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 B
AA
0.0 +
A A
A AA
A A A
-0.1 + A
A
-0.2 +
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-0.65 -0.60 -0.55 -0.50 -0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15 -0.10 -0.05 0.00 0.05 0.10
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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 2: Elizabeth Study No. §
Time = 45 minutes

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

Resid
0.2 ¢+
A
0.1 + A
B A
c
B
0.0 +
B
c
A B
-0.1 + A
A
-0.2 1
| |
| 1
Drug Placebo

TREAT
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 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 o] Sum Observations 0
Std Deviation 0.07991276 Variance 0.00638605
Skewness -1.0460981 Kurtosis -0.4317895
Uncorrected SS 0.05747444 Corrected SS 0.05747444
Coeff Variation . Std Error Mean 0.02527063

Basic Statistical Measures

Location Variability
Mean 0.,000000 Std Deviation 0.07991
Median  0.034776 Variance 0.00639
Mode . Range 0.21935
Interquartile Range 0.12924
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 ] 0.5 Pr >= |8§} 1.0000
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Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 2162

LN-Ratio (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 2: Elizabeth Study No. 5

Time = 45 minutes

Checking Residuals for Study 2 at The Minutes Specified

Test --Statistic---  -----
Shapiro-Wilk w 0.809071 Pr
Kolmogorov-Smirnov D 0.267766 Pr

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

W-Sq 0.158356 Pr
A-Sq 0.866298 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.0689501
99% 0.0689501
95% 0.0689501
90% 0.0656679
75% Q3 0.0568670
50% Median 0.0347759
25% Q1 -0.0723762
10% -0.1278934
5% -0.1503967
1% -0.1503967

0% Min -0.1503967

vV V. V A

0.0187
0.0412
0.0159
0.0178
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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 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----------- -e--v------Highest-----------
Value PATIENT Obs Value  PATIENT Obs
-0.1503967 2001 1 0.0548075 2023 9
-0.10583901 2008 2 0.0567682 2024 10
-0,0723762 2021 8 0.0568670 2018 6
0.0136403 2007 3 0.0623857 2012 4
0.0147442 2020 7 0.0689501 2014 5
Stem Leaf # Boxplot Normal Probability Plot
0 56667 5 LR + 0.075+ WS S 5
0 11 2 L | * kptddttt
-0 | | | +Hi+4+
07 1 LR + | Tt *
-11 1 i | b *
18 1 | c0.175++++++++  *
e LT ey R L e Y 'L TS N SR T S 3

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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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 2: Elizabeth Study No. 5§
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 0.07991276 Variance
Skewness 1.04609807 Kurtosis
Uncorrected SS 0.05747444 Corrected SS

Coeff Variation

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation
Median -0.03478 Variance
Mode Range

Interquartile Range

Tests for Location: Mu0=0

Test -Statistic-  ----- p Value
Student's t t 0 Pr > |t]
Sign M -2 Pr >= M|
Signed Rank S -0.5 Pr >= |8}

Specified
10
0
0.00638605
-0.4317895
0.05747444
0.02527063
0.07991
0.00639
0.21935
0.12924
1.0000
0.3438
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 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

--Statistic---

Test

Shapiro-Wilk w
Kolmogorov-Smirnov D
Cramer-von Mises W-8q
Anderson-Darling A-8q

0.8098071 Pr
0.267766 Pr
0.158356 Pr
0.866298 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

0.1503967
0.1503967
0.1503967
0.1278934
0.0723762
-0.0347759
-0.0568670
-0.0656679
-0.0689501
-0.0689501
-0.0689501

VvV V. V A

0.0187
0.0412
0.0159
0.0178
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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 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----v-cv--- cee--------Highest---c--o----
Value  PATIENT Obs Value  PATIENT Obs
-0.0689501 2014 5 -0.0147442 2020 7
-0.0623857 2012 4 -0.0136403 2007 3
-0.0568670 2018 6 0.0723762 2021 8
-0.0567682 2024 10 0.1053901 2005 2
-0.0548075 2023 9 0.1503967 2001 1
Stem Leaf # Boxplot Normal Probability Plot
15 1 | 0.175+ * +HHbdtt
11 1 | | * bbbt
07 1 Feeenn + | bbbt
0 |+ | +HH+++
-0 11 2 L * | +hbttt %
-0 76665 5 teom-n + -0.075+ L S b L
R LT T 3 L e S LT L T T U

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

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

Patient Is Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

0.05

-0.05

-0.16
........... P
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 2: Elizabeth Study No. §

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 10 2001 2005 2007 2012 2014 2018

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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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 2: Elizabeth Study No. 5
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.007104

Fit Statistics

-2 Res Log Likelihood -6.2
AIC (smaller is better) -4.2
AICC (smaller is better) -3.5
BIC (smaller is better) -4.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.78 0.4038
PATIENT 9 8 1.15 0.4278

TREAT 1 8 90.27 <.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 2: Elizabeth Study No. 5
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -0.3540 0.02691 8 -13.15 <, 0001 0.05 -0.4160 -0.2919
TREAT Placebo 0.01111 0.02691 8 0.41 0.6906 0.05 -0.05095 0.07317

Differences of Least Squares Means

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

TREAT Drug Placebo -0.3651 0.03843 8 -9.50 <.0001 0.05 -0.4537 -0.2765
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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 2: Elizabeth Study No. 5§
Time = 60 minutes

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

Resid
0.10 +
A
A
A A
0.05 +
A A A A
A
A
0.00 +
A
A
A A A A
-0.05 +
A A
A
A
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I I T ] I I | 1 [ i 1 T 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 2: Elizabeth Study No, 5§
Time = 60 minutes

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

Resid
0.10 +
A
A
A A
0.05 +
8 B
A
A
0.00 1
A
A
B B
-0.05 +
A A
A
A
-0.10 +
| :
Drug Placebo

TREAT
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 2: Elizabeth Study No. §
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 0.05618818 Variance 0.00315711
Skewness 0.18265235 Kurtosis -0.9168486
Uncorrected SS 0.028414 Corrected SS 0.028414
Coeff Variation . Std Error Mean 0.01776826

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.05619
Median -0.00665 Variance 0.00316
Mode . Range 0.17502
Interquartile Range 0.06552

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

Sign
Signed Rank ] 1

0 Pr> |t 1.0000
0 Pr>= M| 1.0000
.5 Pr>= |S| 0.9219

=
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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 2: Elizabeth Study No. 5§
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

14:50 Thursday, December 14, 2006 2174

The UNIVARIATE Procedure

Variable:

Resid

Tests for Normality

--Statistic---

Test

Shapiro-Wilk w
Kolmogorov-Smirnov D
Cramer-von Mises W-8q
Anderson-Darling A-Sq

0.962022 Pr
0.189567 Pr
0.040991 Pr
0.231294 Pr

Quantiles (Definition §)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

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

Estimate

0.09269213
0.09269213
0.

0.07801204

09269213

03322207
00664626
03229366
07258406
08232341
08232341
08232341

VvV V. V A

W
D
W-8q
A-Sq

0.8087
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo

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

Patient Is Fixed

Study 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----------- se---------Highest-----------
Value PATIENT Obs Value  PATIENT Obs
-0.0823234 2005 2 0.0144995 2014 5
-0.0628447 2021 8 0.0320133 2007 3
-0.0322937 2001 1 0.0332221 2023 9
-0.0305052 2012 4 0.0633320 2020 7
-0.0277920 2018 6 0.,0926921 2024 10
Stem Leaf # Boxplot Normal Probability Plot
83 1 | 0.09+ *it
63 1 | | *pgtd
4 | | +++
2 23 2 oo + 0.03+ *ptx
04 1 |+ | +x4+4
-0 LR * | 4
-2 218 3 [ P + -0.03+ Kppr
-4 | | +++
-6 3 1 | | 4
-8 2 1 | -0.09+ ++*
BN LT TS s L T e TR P e T T

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

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

Patient Is Fixed

Study 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 0.05618818 Variance 0.003156711
Skewness -0.1826524 Kurtosis -0.9168486
Uncorrected SS 0.028414 Corrected SS 0.028414
Coeff Variation . Std Error Mean 0.01776826

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.05619
Median  0.006646 Variance 0.00316
Mode . Range 0.17502
Interquartile Range 0.06552

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

Sign
Signed Rank S -1

Pr> |t 1.0000
Pr >= |[M|  1.0000
Pr >= |S| 0.9219

=
» oo
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Phenylephrine vs. Placebo

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

Patient Is Fixed

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk 0.962022 Pr < W 0.8087
Kolmogorov-Smirnov 0.189567 Pr>D >0.1500

W-Sq  >0.2500
A-5q >0.2500

vV V. V A

w

D
Cramer-von Mises W-Sq 0.040991 Pr
Anderson-Darling A-Sq 0.231294 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.08232341
99% 0.08232341
95% 0.08232341
90% 0.07258406
75% Q3 0.03229366
50% Median 0.00664626
25% Q1 -0.03322207
10% -0.07801204
5% -0.09269213
1% -0.09269213

0% Min -0.09269213
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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 2: Elizabeth Study No. §
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- ce---------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.0926921 2024 10 0.0277920 2018 6
-0.0633320 2020 7 0.,0305052 2012 4
-0.0332221 2023 9 0.0322937 2001 1
-0.0320133 2007 3 0.0628447 2021 8
-0.0144995 2014 5 0.0823234 2005 2
Stem Leaf # Boxplot Normal Probability Plot
8 2 1 I 0.09+ *44
63 1 | | *hbtt
4 | | +++
2 812 3 +eee-- + 0.03+ X kgpgk
Y LETE R | 4
-0 4 1 | | | ++*
-2 32 2 +o-ee- + -0.03+ Xppr
-4 | | +++
-6 3 1 ] ] b
-8 3 1 ! -0.09+ +i
PR R TTTTT e L

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

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

Patient Is Fixed

Study 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
LN-Ratio (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 2: Elizabeth Study No. 5
Time = 90 minutes

The Mixed Procedure

Model Information

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

Class Level Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z (¢}
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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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 2: Elizabeth Study No. §
Time = 80 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.007533

Fit Statistics

-2 Res Log Likelihood -5.7
AIC (smaller is better) -3.7
AICC (smaller is better) -3.0
BIC (smaller is better) -3.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.76 0.4093
PATIENT 9 8 0.78 0.6455

TREAT 1 8 45.76 0.0001
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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 2: Elizabeth Study No. 5
Time = 90 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -0.2580 0.02771 8 -9.31 <,0001 0.05 -0.3219 -0.1941

TREAT Placebo 0.009655 0.02771 8 0.35 0.7365 0.05 -0.05425 0.07356

Differences of Least Squares Means

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

TREAT Drug Placebo -0.2677 0.03957 8 -6.76 0.0001 0.05 -0.,3589 -0.1764
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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 2: Elizabeth Study No. 5
Time = 80 minutes

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

Resid
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 90 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 Fixed

Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

14:50 Thursday, December 14, 2006 2185

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.05786011 Variance 0.00334779
Skewness -1.3168783 Kurtosis 2.84580172
Uncorrected SS 0.03013013 Corrected SS 0.03013013
Coeff variation Std Error Mean 0.01829697

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.05786
Median  0.017849 Variance 0.00335
Mode Range 0.21198
Interquartile Range 0.04712
Tests for Location: Mu0=0

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

Student's t t Pr > {tj 1.0000

sign M Pr >= |M| 0.7539

Signed Rank S Pr >= |S| 0.7695
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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 2: Elizabeth Study No. 5

Time = 90 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p vValue------

Shapiro-Wwilk 0.89107 Pr < W 0.1743
Kolmogorov-Smirnov 0.218373 Pr > D >0.1500

W-Sq  0.1648
A-Sq  0.1461

vV V.V A

w

D
Cramer-von Mises W-Sq 0.084273 Pr
Anderson-Darling A-Sq 0.516121 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.0779373
99% 0.0779373
95% 0.0779373
90% 0.0643555
75% Q3 0.0218614
50% Median 0.0178491
25% Q1 -0.0252555
10% -0.0846898
5% -0.1340464
1% -0.1340464

0% Min -0.1340464
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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 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------c--v-- -----------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.1340464 2018 6 0.0182701 2023 9
-0.0353332 2005 2 0.0195571 2007 3
-0.0252555 2012 4 0.0218614 2021 8
-0.0111926 2014 5 0.0507738 2024 10
0.0174281 2001 1 0.0779373 2020 7
Stem Leaf # Boxplot Normal Probability Plot
0 58 2 | 0.075+ +rdtbt x4
0 2222 4 tooto-t | kg kg kg kg
-0 431 3 ARRERE + -0.025+ * ok pbr bt
-0 | e+
-13 1 0 -0.125+++++t4tt  *
EERS T e T TR LR S e L LR R T i e LT T

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 Fixed

Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

14:50 Thursday, December 14, 2006 2188

The UNIVARIATE Procedure

Variable: Resid
Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.05786011 Variance 0.00334779
Skewness 1.3168783 Kurtosis 2.84580172
Uncorrected SS 0.03013013 Corrected SS 0.03013013
Coeff Variation Std Error Mean 0.01829697

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.05786
Median -0.01785 Variance 0.00335
Mode Range 0.21198
Interquartile Range 0.04712
Tests for Location: Mu0=0

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

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

Sign M -1 Pr >= M| 0.7539

Signed Rank S -3.5 Pr >= |S| 0.7695
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Shapiro-Wilk

Kolmogorov-Smirnov

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 Fixed
Study 2: Elizabeth Study No. 5§
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Variable:

R

esid

Tests for Normality

--Statistic---

0.89107 Pr

W

D 0.218373 Pr
W-Sq 0.084273 Pr
A-S

q 0.516121 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% 1
10%

5%

1%

0% Min

0
0
0

0.
0.
-0.
-0.

-0

-0.
-0.
-0.

Estimate

. 1340464
. 1340464
.1340464
0846898
0252555
0178491
0218614
.0643555
0779373
0779373
0779373

<
>
>
>

p Value------
W 0.1743
D >0.1500

W-Sq 0.1648
A-Sq  0.1461

14:50 Thursday, December 14, 2006 2189
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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 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----------- --s--v-.---Highest-+-sou-----
Value  PATIENT Obs Value  PATIENT Obs
-0.0779373 2020 7 -0.0174281 2001 1
-0.0507738 2024 10 0.0111926 2014 S
-0.0218614 2021 8 0.0252555 2012 4
-0.0195571 2007 3 0.,0353332 2005 2
-0.0182701 2023 9 0.1340464 2018 6
Stem Leaf # Boxplot Normal Probability Plot
13 1 0 0.125+ LR S SR
0 ] ) +Httt bt
0 134 3 oot 0.025+ P
-0 2222 4 LI * ’ FEFes Fen k.
-0 85 2 ] -0.075+ RS R o rs
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Multiply Stem.Leaf by 10**-1 -2 -1 0 + +2
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Phenylephrine vs. Placebo

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

Patient Is Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

-0.05

-0.15
............ Foermerereeeeteer -

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 2: Elizabeth Study No. §
Time = 120 minutes

The Mixed Procedure

Model Information

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

Degrees of Freedom Method Residual

Class Level Information

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

2020 2021 2023 2024

Dimensions
Covariance Parameters 1
Columns in X 14
Columns in Z 0
Subjects 1
Max Obs Per Subject 20
Observations Used 20
Observations Not Used 0

Total Observations 20
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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 2: Elizabeth Study No. 5
Time = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.004142

Fit Statistics

-2 Res Log Likelihood -10.5
AIC (smaller is better) -8.5
AICC (smaller is better) -7.8
BIC (smaller is better) -8.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 1.07 0.3304
PATIENT 9 8 1.69 0.2368

TREAT 1 8 41,92 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 2: Elizabeth Study No. 5§
Time = 120 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -0.1875 0.02055 8 -9.13 <.0001 0.05 -0.2349 -0.1402
TREAT Placebo 0.002446 0.02055 8 0.12 0.9082 0.05 -0.04495 0.04984

Differences of Least Squares Means

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

TREAT Drug Placebo -0.1900 0.02934 8 -6.47 0.0002 0.05 -0.2577 -0.1223
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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 2: Elizabeth Study No. 5
Time = 120 minutes

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

Resid
0.10 +

0.05 ¢+ A

-0.05 ¢ A

-0.10 +

I ] | I ] |
-0.35 -0.30 -0.25 -0.20 -0.15 -0.10 -0.05 0.00 0.05 0.10

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 2: Elizabeth Study No. 5§
Time = 120 minutes

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

Resid
0.10 +
A
A
0.05 + A
A A
A
A A
A A
0.00 +
A A
A A
A
A A
-0.05 + A
A
A
-0.10 +
! !
I {
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 2: Elizabeth Study No. 5
Time = 120 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 0.04290583 Variance 0.00184091
Skewness 0.44275527 Kurtosis -0.2240393
Uncorrected SS 0.01656819 Corrected SS 0.01656819
Coeff Vvariation . Std Error Mean 0.01356802

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.04291
Median  0,000962 Variance 0.00184
Mode . Range 0.13753
Interquartile Range 0.06141
Tests for Location: Mu0=0

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

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

Sign M o] Pr >= |M} 1.0000

Signed Rank S -0.5 Pr >= |S] 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 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.96676 Pr < W 0.8593
Kolmogorov-Smirnov 0.124047 Pr > D >0.1500

W-Sq >0.2500
A-Sq >0.2500

VvV V.V A

w
D
Cramer-von Mises W-Sq 0.,021302 Pr
Anderson-Darling A-8q 0.171376 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.080240888
99% 0.080240888
95% 0.080240888
90% 0.062118153
75% Q3 0.021468188
50% Median 0.000961732
25% Q1 -0.039940948
10% -0.052333111
5% -0,057291528
1% -0,057291528

0% Min -0.057291528
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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 2: Elizabeth Study No. §
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest-----ccucn-- ce-eese-----Highest---v--onn-
vValue  PATIENT Obs value  PATIENT Obs
-0.05729153 2018 6 0.00892447 2014 5
-0.04737469 2001 1 0.01394810 2024 10
-0.03994095 2005 2 0.02146819 2021 8
-0.01696889 2020 7 0.04399542 2023 9
-0.00700101 2012 4 0.08024089 2007 3
Stem Leaf # Boxplot Normal Probability Plot
80 | 0.09+ * bttt
6 | | i+t
44 1 | | *+++
21 1 Feoenen + | +Hr 4+
0 94 2 Xoohook | Hrbtr
-0 77 2 | | | et
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Multiply Stem.Leaf by 10**-2 -2 «1 0 +1 +2
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Phenylephrine vs. Placebo
LN-Ratio (Post-baseline Nasal Airflow Resistance / Baseline Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 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 0.04290583 Variance 0.00184091
Skewness -0.4427553 Kurtosis -0.2240393
Uncorrected S8 0.01656819 Corrected SS 0.01656819
Coeff Variation . Std Error Mean 0.01356802

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.04291
Median -0.00096 Variance 0.00184
Mode . Range 0.13753
Interquartile Range 0.06141
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 0.5 Pr >= |§| 1.0000
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