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Appendix 2 14:50 Thursday, December 14, 2006 1
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Variance Method Profile

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

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used ' o]
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 82,99385080
1 1 §2.99385080 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.7098

Fit Statistics

-2 Res Log Likelihood 83.0
AIC (smaller is better) 85.0
AICC (smaller is better) 85,1

BIC (smaller is better) 85.8
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASEL INE 1 29 0.75 0.3950
TREAT 1 29 17.89 0.0002

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -1.,0287 0.2109 29 -4.88 <.0001 0.05 -1.4602 -0.5973
TREAT Placebo 0.2350 0.2109 29 1.11 0.2744 0.05 -0.1964 0.6664

Differences of Least Squares Means

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

TREAT Drug Placebo -1.2637 0.2988 29 -4,23 0.0002 0.05 -1.8748 -0.6527
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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2 #
A A A
1+ A
A A A
A
A
A A
0+ A A AA
A
A A
A A
A
-1 4 A
A A
N
A
-3 +
i | 1 | | | |
I [ T [ T | %‘7 I % }
1.2 -1.0 -0.8 -0.6 -0.4 -0.2 0.0 0.2 0.4 0.6

Pred



Appendix 2 14:50 Thursday, December 14, 2006 5
Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes

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

Resid
2
c
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 1.02526205 Variance 1.05116227
Skewness -0.6279887 Kurtosis -0.0270983
Uncorrected S8 15.7674341 Corrected SS 15.7674341
Coeff Variation . 8td Error Mean 0.25631551

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.02526
Median 0.107298 variance 1.05116
Mode . Range 3.58578
Interquartile Range 1.59872
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 7 Pr >= |S| 0.7436
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0.942356 Pr < W 0.3789
Kolmogorov-Smirnov 0.11172 Pr>0D >0.1500

q 0.039331 Pr > W-8q >0.2500

w

D
Cramer-von Mises W-S

A-8q 0.296167 Pr > A-Sq >0.2500

Anderson-Darling

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.271575
99% 1.271575
95% 1.271575
90% 1.257237
75% Q3 0.861733
50% Median 0.107298
25% Q1 -0.736991
10% -1,213965
5% -2.314209
1% -2.314209

0% Min -2.314209



Stem

-0
-0
-1
-1
-2

Leaf
233
699
113

875
20

Appendix 2 14:50 Thursday, December 14, 2006 8

Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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---veuun-ns eesecev-a--Highest-v---cene-
Value PATIENT Obs value  PATIENT Obs

-2.314209 1002 1 0.851648 1018 8
-1.213965 1026 10 0.871818 1020 9
-0.985533 1034 13 1.180080 1011 4
-0.814087 1038 14 1.257237 1007 2
-0.659895 1013 5 1.27187% 1031 12

# Boxplot Normal Probability Plot
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Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is
Study 1: Elizabet
Time = 15

Random
h Study No. 2
minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE

Variable:
Momen
N 16
Mean 0
Std Deviation 0.56672696
Skewness -0.346665
Uncorrected 8§ 4,81769172

Coeff Vvariation

Basic Statistic

Location

Mean 0.,00000 Std Dev
Median -0.02218 varianc

Mode . Range
Interqu
Tests for Locat
Test -Statistic-
Student's t t 0
Sign M 0

Signed Rank S 2

Procedure
Resid

ts

Sum Weights

Sum Observations
Variance
Kurtosis
Corrected SS
Std Error Mean
al Measures

Variability

iation
e

artile Range

ion: Mu0=0

Pr > |t]
Pr >= |M|
Pr >= |§|

16

0
0.32117945
0.1650801
4.81769172
0.14168174

.56673
.32118
.16853
.73718

OoON OO

1.0000

1.0000
0.9399
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient

Is Random

Study 1: Elizabeth Study No. 2

Time =

15 minutes

Checking Residuals for Study 1. at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for

--8tat

q

W
D

W-s
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Qt
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -.---
0.983393 Pr
0.074373 Pr
0.012784 Pr
0.119587 Pr

(befinition 5)
Estimate

0.922053
0.922053
0.922053
0.770656
0.372175
-0.022175
-0.365006
-0.666282
-1.246476
-1.246476
-1.246476

vV V. V A

A-Sq

0.9847
>0.1500
>0.2500
>0.2500

14:50 Thursday, December 14, 2006
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Stem

-0
.0
-1

----------- Lowest-«u---nmav- ---w-------Highest----------
Value  PATIENT Obs Value  PATIENT Obs

-1.246476 1011 4 0.319259 1034 13

-0.666282 1008 3 0.425091 1026 10

-0.489368 1002 1 0.645018 1035 14

-0.423633 1007 2 0.770656 1038 16

-0.306379 1030 11 0.922053 1013 s
Leaf # Boxplot Normal Probability Plot
689 3 | 0.75+
01334 5 tootent | HEHpH R
43211 5 Faooaow -0.25+ Bk pak
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

-2 -1 0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 15 minutes
Checking Residuals for Study t at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent Variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Vvariance Method Profile

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

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used 0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 102.40306162
1 1 102.40306162 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 1.3862

Fit Statistics

-2 Res Log Likelihood 102.4
AIC (smaller is better) 104.4
AICC (smaller is better) 104.6

BIC (smaller is better) 106.2



Effect

TREAT
TREAT

Effect TREAT

TREAT Drug

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

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

Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASEL INE 1 29 0.96 0.3341
TREAT 1 29 55.56 <.0001
Least Squares Means
Standard
TREAT Estimate Error DF t Value Pr > |t| Alpha Lower
Drug -2.8404 0.2948 29 -9.64 <.,0001 0.05 -3.4433
Placebo 0.2716 0.2948 29 0.92 0.3644 0.05 -0.3313
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value Pr > |t| Alpha
Placebo -3.1120 0.4175 29 -7.45 <.0001 0.05

-3.9659

Upper

-2.2375
0.8745

Lower Upper

-2.2581

14:50 Thursday, December 14, 2006 15
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 30 minutes

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

A
A
A
A A
A A
A
A A
C A AA
A
AA A
A
A A A
A A
A A
A
| ] | | | | | | |
3 { | T 1 ! ! { 1
-3.5 - -3.0 -2.5 -2.0 -1.5 -1.0 -0.5 0.0 0.5
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 30 minutes

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

Resid
2+ A
A
A
A
t+ B
A A
A
A A
F
0+ A
A c
A
A B
A A
4
A
-2 +
B
3+ A
+ -
Drug Placebo
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Appendix 2
Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Random
Study 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
Mean 0 Sum Observations
Std Deviation 1.57720774 Variance
Skewness -0.6010925 Kurtosis
Uncorrected SS 37.3137639 Corrected SS

Coeff Vvariation

Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0.000000 $td Deviation
Median  0.522206 Variance
Mode . Range
Interquartile Range
Tests for Location: Mu0=0
Test -Statistic- @ ----- p Value
Student's t t Pr > |t}
Sign M Pr >= |M|
Signed Rank S Pr >= |§]

N AN =

16

o]
2.48758426
-0.8262258
37.3137639
0.39430194

57721
.48758
.89986
.11334

1.0000
0.8036
0.8603

14:50 Thursday, December 14, 2006 18



Phenylephrine vs. Placebo

Appendix 2

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2

Time =

30 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Test

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

Tests for Normality

--Statistic---

q

W
D
W-
A-8q

S
S

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0.918911 Pr
0.167129 Pr
0.075491 Pr
0.483996 Pr

(Definition 5)
Estimate

1.990568
1.990568
1.990568
1.899784
1.108108
0.522206
-1.005235
-2.400627
-2.909295
-2.909295
-2.909295

vV V. V A

p value------
w 0.1620
D >0.1500
W-S 0.2274
A-S 0.2050

14:50 Thursday, December 14, 2006
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Phenylephrine vs., Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study t: Elizabeth Study No. 2
Time = 30 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
-2.909295 1002 1 1.00845 1035 14
-2.400627 1017 7 1.20777 1020 9
-2.363902 1007 2 1.58149 1037 15
-1.273803 1026 10 1.89978 1011 4
-0.736667 1013 5 1.99057 1030 11
Stem Leaf # Boxplot Normal Probability Plot
20 1 | 2.5+ bt
1 00269 5 Hoeenn + | *prphppk *
0 479 3 ko k I LES S FR e
-0 763 3 [ | | Hprpat
-1 3 1 LR + | ++++r
-2 944 3 | -2.5% LR At LA
B LT S S L T o T L RS SR

-2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR {Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0.43860607 variance 0.19237528
Skewness -0.2148704 Kurtosis -0.,2065021
Uncorrected SS 2.88562926 Corrected 8§ 2,88562926
Coeff Variation . Std Error Mean 0.10965152

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.43861
Median  0.055554 Variance 0.19238
Mode 0.260162 Range 1.65474
Interquartile Range 0.52283
Tests for Location: MuO=0

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

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

Sign M 0 Pr >= |M| 1.0000

Signed Rank S 5 Pr >= |8} 0.8108
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0.957695 Pr < W 0.6202
Kolmogorov-Smirnov 0.153994 Pr > 1D >0,1500

w-sq >0.2500
A-Sq >0.2500

vV V. Vv A

W
D
Cramer-von Mises W-8q 0.064445 Pr
Anderson-Darling A-8g 0.377502 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.8421421
99% 0.8421421
95% 0.8421421
90% 0.4604361
75% Q3 0.2694459
50% Median 0.0555541
25% Q1 -0.2533873
10% -0.6123286
5% -0.8126028
1% -0.8126028

0% Min -0.8126028
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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---cv-nnvnn mecsee-----Highest------ve--
Value  PATIENT Obs Value PATIENT Obs
-0.812603 1018 8 0.260162 1035 14
-0.612329 1011 4 0.278730 1013 5
-0.603936 1008 3 0.296887 1002 1
-0.348642 1007 2 0.460436 1038 16
-0.158132 1030 11 0.842142 1034 13
Stem Leaf # Boxplot Normal Probability Plot
8 4 1 | 0.9+ *pdtt
6 | | +++++
46 1 [ | Hhx
2 56680 5 AEEEE + 0.3+ * Kb x N
06 1 Hopoox | +H bt
-0 6205 4 | | | *okpkx
-25 1 AREEEE + -0.3+ R
-4 | | ++++
-6 10 2 | | HEEH4r *
-8 1 1 | 20.9+  HEE
U TR T T e e T T E Trr

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point,  Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used 0



. N
. .

Appendix 2 14:50 Thursday, December 14, 2006 26

Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
o] 1 103.19000246
1 1 103.19000246 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parnm Estimate
PATIENT 0
Residual 1.4243

Fit Statistics

-2 Res Log Likelihood 103.2
AIC (smaller is better) 105.2
AICC (smaller is better) 105.3

BIC (smaller is better) 106.0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
. Effect DF DF F value Pr > F
BASELINE 1 29 31,41 <., 0001
TREAT 1 29 183.63 <,0001

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -5.3331 0.2988 29 -17.85 <.,0001 0.05 -5.9443 -4,7220
TREAT Placebo 0.4019 0.2988 29 1.34 0.1891 0.05 -0,2093 1.0130

Differences of Least Squares Means

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

TREAT Drug Placebo ~5,7350 0.4232 29 -13.55 <.0001 0.05 -6.6006 -4.8694
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes

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

Resid

Pred



Resid
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes

Plot of Resid*TREAT. Legend: A =t obs, B = 2 obs, etc.
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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 1,35609884 Variance 1.83900407
Skewness 0.06642756 Kurtosis -0.,9565491
Uncorrected S8 27.585061 Corrected SS 27.585061
Coeff Vvariation . 8td Error Mean 0,33902471

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.35610
Median -0.09070 variance 1.83900
Mode . Range 4.57740
Interquartile Range 2.36137
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  § 2 Pr>= |S] 0.9399
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0.960747 Pr < W 0.6754
Kolmogorov-Smirnov D 0.117863 Pr > D >0,1500
Cramer-von Mises W-8qg 0.036776 Pr > W-Sq =>0.2500
Anderson-Darling A-8q 0.253149 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.141915
99% 2.141915
95% 2.141915
90% 2,014310
75% Q3 1.178180
50% Median -0.090697
25% -1.183187
10% -1.373106
5% -2.435487
1% -2,435487

0% Min -2.435487



Appendix 2 14:50 Thursday, December 14, 2006 32
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest---------- “e--e------Highest-e-c--n---
value  PATIENT Obs value  PATIENT obs
-2.43549 1026 10 0.964513 1016 6
-1.37311 1035 14 1.391847 1038 16
-1.28542 1020 9 1.509303 1013 5
-1.25565 1008 3 2.014310 1037 15
-1.11072 1002 1 2.141915 1018 8
Stem Leaf # Boxplot Normal Probability Plot
2 01 2 | 2.5+ * bR
1 045 3 Foennn + | *pk bttt
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-0 762 3 * e * I g R x
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 [¢] Sum Observations 0
Std Deviation 0.95638604 Variance 0.91467425
Skewness -0.3103472 Kurtosis 0.99779462
Uncorrected SS 13.7201138 Corrected SS 13.7201138
Coeff Variation Std Error Mean 0.23909651

Basic Statistic

al Measures

Location Variability
Mean 0.000000 Std Deviation 0.95639
Median 0,143124 variance 0.91467
Mode 0.181893 Range 4,06522
Interquartile Range 1.11888
Tests for Location: Mu0=0
Test -Statistic- - ----- p vValue------
Student's t t 0 Pr > |t 1.0000
Sign M 2 Pr >= |M| 0.4545
Signed Rank S 3 Pr >= |§| 0.8899



Phenylephrine vs. Placebo

Appendix 2

Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2

Time =

45 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Test

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

Tests for Normality

--Statistic---

q

]
D

Ww-
A-Sq

S
S

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0.976353 Pr
0.141432 Pr
0.043901 Pr
0.258363 Pr

(Definition 5)
Estimate

1.924518
1.924518
1.924518
1.036832
0.559430
0.143124
-0.559447
-1.225685
-2,140705
-2.140705
-2.,140705

V V. V A
=0 =

.Sq

0.9281
>0.1500
>0.2500
>0,2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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-~--------- wes-n------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-2.140705 1002 1 0.554423 1030 11
-1,225685 1007 2 0.564437 1016 6
-0.815672 1011 4 0.799349 1034 13
-0.745712 1013 5 1.036832 1031 12
-0.373182 1038 16 1.924518 1008 3
Stem Leaf # Boxplot Normal Probability Plot
19 1 | 1,75+ +r++
10 i | | x4
0 668 3 AR + | gy
0 01222 5 LERE R | *hpkppht
-0 43 2 | | -0.25+ kpkgtt
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-1 2 1 | | ++x++
-1 | | 4+
-2 1 1 | -2.25++++++  *
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) Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

I
3+
!
I
I |
2+ | J
| | I
! ! I
f toeo- + |
14 | [ I
I J | I
! I I ARRREE +
| I | *eooes *
o + LT [ +
| I I | f
| I | AARRAE +
! ! f I
-1+ | | |
| teo--- + |
I | I
I | |
-2+ ! |
| | |
| I
I
.3 +
............ Fovrmnnneaete ey

TREAT Drug Placebo



Appendix 2 14:50 Thursday, December 14, 2006 37
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used 0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 121.84073100
1 1 121.84073100 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 2.7097

Fit Statistics

-2 Res Log Likelihood 121.8
AIC (smaller is better) 123.8
AICC (smaller is better) 124.0

BIC (smaller is better) 124.6
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 17.26 0.0003
TREAT 1 29 86.96 <,0001

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -5.3498 0.4121 29 -12.98 <,0001 0.05 -6.1927 -4.5069
TREAT Placebo 0.09356 0.4121 29 0.23 0.8220 0.05 -0.7494 0.9365

Differences of Least Squares Means

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

TREAT Drug Placebo -5.4434 0.5837 29 -9,33 <,0001 0.05 -6.6373 -4.2495
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Randonm
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

Resid

Pred
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

Resid
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A
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A
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c
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TREAT



Appendix 2
Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

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

14:50 Thursday, December 14, 2006 42

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 2,06918058 Variance 4,28150828
Skewness 0.90191101 Kurtosis -0,2265197
Uncorrected SS 64.2226242 Corrected 8S 64.2226242
Coeff Variation Std Error Mean 0.51729515

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 2.06918
Median -0.74245 variance 4.28151
Mode . Range 6.,79045
Interquartile Range 3.30884
Tests for Location: Mu0=0

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

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

Sign M -3 Pr >= |M] 0.2101

Signed Rank S -5 Pr >= |§| 0.8209
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random

Study 1: Elizabeth Study No. 2

Time = 60 minutes

Checking Residuals for Study 1 at The Minutes Specified

14:50 Thursday, December 14, 2006 43

----- TREAT=0MUQ “--- - eemmm e e e e e e et et ce e

The UNIVARIATE Procedure

Test

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

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

0.893681
0.204758
q 0.129027

W
D
Ww-
A-Sq 0.694647

S
S

Pr
Pr
Pr
Pr

Guantiles (Definition 5)

Quantile Estimate
100% Max 4,464140
99% 4.,464140
95% 4.464140
90% 3.200912
75% Q3 1,729233
50% Median -0.742446
25% Q1 -1.579604
10% -2.295355
5% -2.326311
1% -2.326311

0% Min -2.326311

vV V.V A

0.0637
0.0727
0.0420
0.0577
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 60 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- towest----<----- ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-2.32631 1002 1 1.32737 1011 4
-2.29535 1020 9 2.13110 1016 6
-1.84761 1035 14 2.34724 1031 12
-1.75792 1007 2 3.20091 1038 16
-1.40128 1017 7 4.46414 1030 11
Stem Leaf # Boxplot Normal Probability Plot
45 1 | 4,5+ * bttt
32 1 | | * bt
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Random
Study 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 0.97834243 variance 0.95715392
Skewness 0.55840467 Kurtosis -0.2011877
Uncorrected SS 14,3573088 Corrected SS 14,3573088
Coeff Variation Std Error Mean 0.24458561

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.97834
Median  0.067467 variance 0.95715
Mode . Range 3.40296
Interquartile Range 1,22794
Tests for Location: Mu0O=0

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

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

Sign M Pr >= |M| 0.8036

Signed Rank S Pr >= |§] 0.9799
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0.945828 Pr
Kolmogorov-Smirnov 0.145843 Pr

w
D
Cramer-von Mises W-Sq 0.049208 Pr
Anderson-Darling A-8q9 0.33211 Pr

W 0.4266
o] >0.1500
W-Sq >0.2500
A-8q >0.2500

vV V. V A

Quantiles (Definition 5)

Quantile Estimate
100% Max 2,0803653
99% 2.0803653
95% 2.0803653
90% 1.3038556
75% Q3 0.4623078
50% Median 0,0674671
25% Q1 -0,7656285
10% -1,2623355
5% -1.3225987
1% -1.3225987

0% Min -1.3225987
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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----------- ---«-------Highest-----+-----
Value PATIENT Obs value PATIENT Obs
-1.322599 1030 11 0.394306 1020 9
-1.262336 1002 1 0.530310 1013 5
-1.040272 1007 2 1.292110 1016 6
-0.786595 1038 16 1.303856 1037 15
-0.744662 1018 8 2.080365 1008 3
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study t: Elizabeth Study No, 2
Time = 60 minutes
Checking Residuals for Study t at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used 0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 90 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 128.06165514
1 1 128.06165514 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 3.3580

Fit Statistics

-2 Res Log Likelihood 128.1
AIC (smaller is better) 130.1
AICC (smaller is better) 130.2

BIC (smaller is better) 130.8
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Phenylephrine vs. Placebo
change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No, 2
Time = 90 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 29 12.37 0.0015
TREAT 1 29 52,40 <.0001

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > It| Alpha Lower Upper
TREAT Drug -4.5614 0.4588 29 -9,94 <.0001 0.05 -5.4998 -3,6231
TREAT Placebo 0.1427 0.4588 29 0.3t 0.7580 0.05 -0.7957 1.0811

Differences of Least Squares Means

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

TREAT Drug Placebo -4,7041 0.6498 29 -7.24 <.0001 0.05 -6.0332 - -3.3751



Resid

Appendix 2

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

14:50 Thursday, December 14, 2006 52

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

Plot of Resid*Pred.

Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 90 minutes

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

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study t: 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 o] Sum Observations 0
Std Deviation 2.15780999 Variance 4.65614393
Skewness 0.38151971 Kurtosis -0.6861803
Uncorrected SS 69.842159 Corrected SS 69.842159
Coeff Variation Std Error Mean 0.5394525

Basic Statistical Measures

Location Variability
Mean 0.00000 std Deviation 2.15781
Median -0.57108 Variance 4,65614
Mode Range 7.55663
Interquartile Range 3.43434
Tests for Location: MuO=0

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

Student's t 0 Pr > |t 1.0000

Sign M -2 Pr >= |M|  0.4545

Signed Rank -3 Pr >= |8] = 0.8999



Phenylephrine vs, Placebo

Appendix 2

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

Patient Is Random

Study 1: Elizabeth Study No. 2

Time = 90 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable: Resid
Tests for Normality
--Statistic---
0.939862
0.184695

W
D

W-Sq  0.08461
A-Sq 0.481565

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.826507
99% 3.826507
95% 3.826507
90% 3.032531
75% Q3 1.916265
50% Median -0,571084
25% Q1 -1.518072
10% -2.275907
5% -3.730119
1% -3.730119

0% Min -3.730119

VvV V. V A

0.3473
0.1487
0.1720
0.2078
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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-«---c-n-- ---s------Highest.----vv---
Value  PATIENT Obs Value  PATIENT Obs
-3.73012 1002 1 1.21205 1016 6
-2.27591 1020 9 2.62048 101 4
-1.61205 1034 13 2.88193 1031 12
-1.55904 1035 14 3.03253 1038 16
-1.47711 1007 2 3.82651 1030 11
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 1.35496194 Variance 1.83592187
Skewness -0.943897 Kurtosis 0.43816422
Uncorrected S8 27.538828 Corrected 88 27.538828
Coeff variation Std Error Mean 0.33874049

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 1.35496
Median  0.189231 Variance 1.83592
Mode Range 4,96024
Interquartile Range 1.84036
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t 0 Pr > |t 1.0000
Sign M 1 Pr >= |M| 0.8036
Signed Rank 7 Pr >= |S| 0.7436



Study 1: Elizabeth Study No. 2

Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR {Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random

Time =

90 minutes

Checking Residuals for Study 1 at The Minutes Specified

---- TREAT=Placebo

The UNIVARIATE Procedure
variable: Resid

Test

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

Tests for Normality

--Statistic---

q

W
D
Ww-
A-Sq

S
S

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

0.922815 Pr
0.178953 Pr
0.083022 Pr
0.498432 Pr

(Definition 5)
Estimate

. 783810
.783810
.783810
397062
.986219
.189231
-0.854141
-1.910166
-3.176430
-3.176430
-3.176430

OO = = = -

V V. V A

p vValue------
W 0.1872
D >0,1500
W-8 0.1817
A-S 0.1883
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Phenylephrine vs., Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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--v-vronoe-e c----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-3.176430 1031 12 0.965739 1013 5
-1.910166 1030 11 1.006699 1008 3
-1.627032 1011 4 1.076582 1034 13
-0,978839 1038 16 1.397062 1026 10
-0.729442 1007 2 1.783810 1017 7
Stem Leaf # Boxplot Normal Probability Plot
1 00148 5 LR + 1.5+ *pktrg *
0 1399 4 Fewdaok | ko k ok pky
-0 710 3 L + | Xpkphphy
-1 950 3 | | Rk
-2 | | +++++4+
-3 2 1 | -3.5++++ *
B T e S e Sy

-2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes

The Mixed Procedure

Model Information

Data Set WORK, ALL

Dependent Vvariable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-Jeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

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

Observations Not Used ' 0
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes

The Mixed Procedure
Dimensions

Total Observations 32

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 134.20769854
1 1 134.20769854 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 4.1507

Fit Statistics

-2 Res Log Likelihood 134.2
AIC (smaller is better) 136.2
AICC (smaller is better) 136.4

BIC (émaller is better) 137.0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASEL INE 1 29 5.12 0.0313
TREAT 1 29 22.62 <.0001

Least Squares Means

Standard

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

TREAT Drug -3.5742 0.5101 29 -7.01 <.0001 0.05 -4.6174 -2.5309

TREAT Placebo -0.1383 0.5101 29 -0.27 0,7882 0.05 -1.1816 0.9049

Differences of iLeast Squares Means
Standard

Effect TREAT TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -3.4358 0.7225 29 -4,76 <,0001 0.05 -4.9134 -1.9582
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Govariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes

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

Resid

-6.0 -5.5 -5.0 -4.5 -4.0 -3.5 -3.0 -2.5 -2.0 -1.5 -1.0 -0.5 0.0 0.5 1.0
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes

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

WO wom

Drug

TREAT

I
Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o]
Std Deviation 2.44968035 Variance 6.00093382
Skewness -0.4611214 Kurtosis -0.215094
Uncorrected 8S 90.0140072 Corrected SS 90.0140072
Coeff Variation . Std Error Mean 0.61242009

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.44968
Median  0,385547 Variance 6.00093
Mode . Range 8.83058
Interquartile Range 3.13938
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
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient

Is Random

Study 1: Elizabeth Study No. 2

Time = 1

20 minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for

--8tat

q

W
D
W-8
A-Sq

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid
Normality
istic---  -----
0.969515 Pr
0.131727 Pr
0.033556 Pr
0.221245 Pr

(Definition 5)
Estimate

4.009420
4.009420
4.009420
2.812390
1.826967
0.385547
-1.312418
-4.063738
-4,821163
-4.821163
-4.821163

V V. V A

=0 =

.Sq
.Sq

0.8307
>0,1500
>0.2500
>0.2500

3
.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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-----cvenn- --=--<----Highest--+-------
Value  PATIENT Obs Value  PATIENT Obs
-4.821163 1002 1 1.315083 1011 4
-4,063738 1020 9 2.33890 1038
-2.654387 1035 14 2.37697 1030 11
-1.887610 1026 10 2.81239 1016
-0.737225 1018 8 4.00942 1017 7
Stem Leaf # Boxplot Normal Probability Plot
40 1 ! 4,5+ byt
3 | | e+t
2 348 3 | | *opkpgk
13 1 LR + 1.5+ Frpd
0 3579 4 L S | %Kok 4k
-0 773 3 I | I * okpxy
-19 1 LR + -1.5+ *hbd
-2 7 1 | } +r4
-3 | | +HHt
-4 81 2 | -4.5+ L E
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 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 0
Std Deviation 1.42256042 Variance 2.02367816
Skewness -0.8767769 Kurtosis 0.80845161
Uncorrected SS 30.3551724 Corrected S8S 30.3551724
Coeff Variation . Std Error Mean 0.35564011

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.42256
Median  0.213531 Variance 2.02368
Mode . Range 5.561155
Interquartile Range 1.59197
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 = § 9  Pro>= |§| 0.6685
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Phenylephrine vs, Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study '1; Elizabeth Study No. 2
Time = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variable:

Resid

Tests for Normality

--Statistic---

q

w
D
W-
A-Sq

S
S

0.939529 Pr
0.135934 Pr
0.060836 Pr
0.409721 Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

.225082
.225082
.225082
. 368757
.950275
.213531
.641694
. 422662
286469
.286469
. 286469

VvV V. V A

W
D
W-8q
A-Sq

0.3433
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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----vvon--- -----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-3.286469 1031 12 0.935533 1016 6
-2.422662 1011 4 0.965016 1020 9
-0.984598 1002 1 1.265016 1035 14
-0.856986 1013 5 1.368757 1038 16
-0.426403 1018 8 2.225082 1026 10
Stem Leaf # Boxplot Normal Probability Plot
22 1 | 2,5+ TRt
1 034 3 oo + | LR L AR
0 5599 4 LRRE I | ARk Rk
-0 94421 5 Foeenn + -0.5+ LIRSS FE
-1 0 1 | | +++++++
-2 4 1 | | ettt ¥
-3 3 1 0 <35+ttt x
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 1: Elizabeth Study No. 2
Time = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 15 minutes

The Mixed Procedure

Model Information

Data Set WORK, ALL

Dependent Variable CHANGE

Covariance Structure Variance Components
Estimation Method REML

Residual Variance Method Profile

Fixed Effects SE Method Prasad-Rao-dJeske-

Kackar-Harville
Degrees of Freedom Method Kenward-Roger

Class Level Information

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

2020 2021 2023 2024

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

Total Observations 20
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 15 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 30.81550147
1 3 29.57819305 0.00013529
2 1 29.57807957 10.00000002
3 1 29.57807956 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0.08310
Residual 0.1448

Fit Statistics

-2 Res Log Likelihood 29.6
AIC (smaller is better) 33.6
AICC (smaller is better) 34,4

BIC (smaller is better) 34.2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 15 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 16.6 2.05 0.1713
TREAT 1 8.67 0.07 0.7998

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -0.2454 0.1516 15.2 -1.62 0.1262 0.05 -0.5683 0.07748
TREAT Placebo -0.2003 0.1516 15.2 -1.32 0.2061 0.05 -0.,8232 0.1226

Differences of Least Squares Means

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

TREAT Drug Placebo -0.04511 0.1725 8.67 -0.26 0.7998 0.05 -0.4377 0.3475
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 15 minutes

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

Resid
0.75 +

i T
-0.9 -0.8 -0.7 -0.6 -0.5 -0.4 -0.3 -0.2 -0.1 0.0 0.1 0.2

Pred
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 15 minutes

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

Resid
0.75 +
A
0.50 +
A
A
A
0.25 + A
A
A
A A
0.00 + A A
A A
A
-0.26 + B
A B
-0.50 1+
A
-0.75 +
B |
I i 1
Drug Placebo

TREAT
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

---------------------------------------------------------------------- TREATEDIUQ =+ ==+ ==t == s m s et e m et m ettt e et et n e e eeeineeoas

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.28150676 Variance 0.07924606
Skewness 0.55291118 Kurtosis -1.2590799
Uncorrected $S 0.71321452 Corrected SS 0.71321452
Coeff variation . Std Error Mean 0.08902025

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.28151
Median -0.05881 Variance 0.07925
Mode . Range 0.76944
Interquartile Range 0.49838

Tests for Location: Mu0=0

Test -8tatistic-  ----- p value------
Student's t t 0 Pr > |t 1.0000
Sign M 0 Pro>= |M}  1.0000

Signed Rank S 0.5 Pr >= |§|  1.0000
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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 0,896515 Pr < W 0.2005
Kolmogorov-8Smirnov 0.19831 Pr>D >0,1800

q  0.068121 Pr

S W-8q >0.2500
8q 0.431289 Pr

A-Sq  0.2463

vV V. V A

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

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.4666677
99% 0.4666677
95% 0.4666677
90% 0.4128758
75% Q3 0.2555544
50% Median -0.0588099
25% Q1 -0.2428221
10% -0,2887799
5% . -0.3027764
1% -0.3027764

0% Min -0.3027764
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 15 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----uv----- se-e-------Highest----ecun-..
Value  PATIENT Obs Value  PATIENT Obs
-0.302776 2005 2 0.0286357 2018 6
-0.274783 2001 1 0.0742344 2024 10
-0.242822 2014 5 0.2555544 2023 9
-0.217539 2021 8 0.3590839 2012 4
-0.146255 2007 3 0.4666677 2020 7
Stem Leaf # Boxplot Normal Probability Plot
47 1 | 0.45+ *++
36 1 ! | *4tdt
26 1 Foneen + | k4t
1 | | | ++++
0 37 2 |+ | 0.05+ Hhdx
-0 LEEEER * | 4
-15 1 | | | +++t ¥
-2 742 3 Frmaea + | Appk x
30 1 | -0.35+ *bbht
LR T CE T TR ERs B T e A N

Multiply Stem.Leaf by 10**-1 -2 -1 0 + +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 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 0.34714215 Variance 0.12050767
Skewness 0.11588127 Kurtosis -0.2104148
Uncorrected SS 1.08456902 Corrected SS 1.08456902
Coeff Variation . Std Error Mean 0,10977599

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.34714
Median  0.039303 Variance 0.12051
Mode . Range 1.17390
Interquartile Range 0.51006
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 >= |8]| 1.0000
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient

Is Random

Study 2: Elizabeth Study No. 5

Time =

15 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Test

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

Variabl
Tests for
--Stat

w
D
W-Sq
A-8q

Quantiles
Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

e: Resid

Normality

istic---  -----

0.989244 Pr
0,103878 Pr
0.017467 Pr
0.126307 Pr

(Definition 5)
Estimate

0.615224
0.615224
0.615224
0.467371
0.213066
0.039303
-0.296999
-0.448219
-0.558673
-0.558673
-0,558673

Vv V. V A

D
W-Sq
A-8q

0.9958
>0.1500
>0.2500
>0.2500
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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~----evvennn sec-u------Highest---«-e----
Value  PATIENT Obs Value  PATIENT Obs
-0.55867312 2001 1 0.086417 2012 4
-0.33776542 2024 10 0.117858 2018 6
-0.29699859 2020 7 0.213066 2014 5
-0,.15083434 2023 9 0.319517 2021 8
-0.00781099 2007 3 0.615224 2005 2
Stem Leaf # Boxplot Normal Probability Plot
6 2 1 | 0.7+ * bt
4 | | +Htdtt
212 2 L + | TR
0 92 2 Foado o 0.1+ FHppR4
-0 51 2 | | | Rk
-2 40 2 L DT + | PR
46 1 | -0,5+ HH* 4t
L LR R L T S D R R S L L LT LT T s

Multiply Stem.Leaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5§
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK.ALL

Dependent variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual variance Method Profile

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

Degrees of Freedom Method Kenward-Roger

Class Level Information

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

2020 2021 2023 2024

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

Total Observations 20



Appendix 2 14:50 Thursday, December 14, 2006 86
Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes

The Mixed Procedure

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 43.,03585481
1 1 43,03585481 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.4680

Fit Statistics

-2 Res Log Likelihood 43.0
AIC (smaller is better) 45.0
AICC (smaller is better) 45.3

BIC (smaller is better) 45.3
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5§
Time = 30 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 17 0.09 0.7648
TREAT 1 17 29.76 <.0001
Least Squares Means
Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -1.3817 0.2171 17 -6.36 <.0001 0.05 -1.8398 -0.9235
TREAT Placebo 0.3001 0.2171 17 1.38 0.1849 0.05 -0.1581 0.7582
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -1.6817 0.3083 17 -5.46 <.0001 0.05 -2.3321 -1.0313
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5§
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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 0
Std Deviation 0.85106003 Variance 0.72430318
Skewness 0.36150528 Kurtosis -0.1597532
Uncorrected SS 6.51872859 Corrected SS 6.51872859
Coeff Variation S8td Error Mean 0.26912881

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.85106
Median -0.27354 Variance 0.72430
Mode . Range 2.87023
Interquartile Range 1.08454
Tests for Location: Mu0=0

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

Student's t 1 0 Pr > |t 1.0000

Sign M -1 Pr >= |M|] ©0.7539

Signed Rank S -0.5 Pr >= |S| 1.0000
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p Value------
Shapiro-Wilk 0.958522 Pr < W 0.7689
Kolmogorov-Smirnov 0.220344 Pr > D >0.1500

q 0.054563  Pr
q 0.20279  Pr

W-Sq >0.,2500
A-8q >0.2500

V V. V A

W
D
Cramer-von Mises W-
A-

S
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.494746
99% 1.494746
95% 1.494746
90% 1.263130
75% Q3 0.567824
50% Median -0.273543
25% Q1 -0.516715
10% -0.987406
5% -1.375483
1% -1,375483

0% Min -1.375483
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest----n-n---n -«---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-1.375483 2001 1 -0.260753 2018 6
-0.599329 2014 5 0.310169 2020 7
-0.616715 2021 8 0.567824 2007 3
-0.365640 2005 2 1.031514 2012 4
-0.286333 2024 10 1.494746 2023 9
Stem Leaf # Boxplot Normal Probability Plot
18 1 | 1.75+ HHbhtt
10 i | | * bbbt
06 1 LIRS + | FE bbbt
03 1 |+ 0,25+ Rt
-0 433 3 *oao. * l FEpR *
-0 65 2 +ouan- + I PR Y
<14 1 | -1.25+ R b4
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 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 0.39952538 Variance 0.15962053
Skewness -0.0153345 Kurtosis 0.12446726
Uncorrected SS 1.43658478 Corrected SS 1.43658478
Coeff Variation . Std Error Mean 0.12634102

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.39953
Median  0.031701 Variance 0.15962
Mode . Range 1.35554
Interquartile Range 0,30673

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

sign ,
Signed Rank S 1.

Pr > |t} 1.0000
Pr >= |M] 1.0000
Pr >= |§| 0.9219

=
[L 0~ =]
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p valug------
Shapiro-Wilk 0.965972 Pr < W 0.8512
Kolmogorov-Smirnov 0.1953 Pr > D >0.1500

g 0.047189  Pr
q 0.25615  Pr

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

VvV V. V A

W
D
Cramer-von Mises W-
A-

]
Anderson-Darling S

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.6796632
99% 0.6796632
95% 0.6796632
90% 0.5717587
75% Q3 0.1060864
50% Median 0.0317007
25% Q1 -0.2006474
10% -0.5752635
5% -0.6758795
1% -0.6758795

0% Min -0.6758795
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 30 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- semsersve--Highest-cvooeon--
Value  PATIENT Obs Value  PATIENT Obs
-0.6758795 2012 4 0.100394 2020 7
-0.4746474 2001 1 0.101817 2007 3
-0.2006474 2014 5 0.106086 2018 6
-0.0636474 2024 10 0.463854 2021 8
-0,0369921 2023 9 0.679663 2005 2
Stem Leaf # Boxplot Normal Probability Plot
6 8 1 0 0.7+ *ptttt
46 1 | | Xttt
2 | | +++++
0 00t 3 Footo-t | drpprg *
-0 64 2 | | | Xt
-2 0 1 to-n-- + | +H+rt
-4 7 1 | | L
-6 8 1 0 -0.7+ +htit*
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Multiply Stem.lLeaf by 10**-1 -2 -1 0 +1 +2
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
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
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Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure

Estimation Method REML
Residual Variance Method Profile

Fixed Effects SE Method

Degrees of Freedom Method

Class

TREAT
PATIENT

Patient Is Random

Study 2: Elizabeth Study No. 5

Time = 45 minutes

The Mixed Procedure

Model Information

Variance Components

Prasad-Rao-Jeske-

Kackar-Harville

Kenward-Roger

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

The Mixed Procedure

Iteration History

Iteration Evaluations, -2 Res Log Like Criterion
0 1 52.71711972
1 1 §2.71711972 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 0
Residual 0.8271

Fit Statistics

-2 Res Log Likelihood 52.7
AIC (smaller is better) 54,7
AICC (smaller is better) 55.0

BIC (smaller. is better) 55.0



Appendix 2 14:50 Thursday, December 14, 2006 99
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. 5
Time = 45 minutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASEL INE 1 17 0.06 0.8109
TREAT 1 17 73.40 <.,0001
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -3.5607 0.2887 17 -12.30 <.0001 0.05 -4.1598 -2.9416
TREAT Placebo -0.03979 0.2887 17 -0.14 0.8920 0.05 -0.6489 0.5693
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug Placebo -3.5109 0.4098 17 -8.57 <.0001 0.05 -4.3755 -2.6463
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Random
Study 2: Elizabeth Study No. §
Time = 45 minutes

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