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== . : . Sy TR : o R “ Phenylephrine vs. Placebo " R o o
Change From Baseline NAR (Nasal Airflow Resistance)

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

) Patient Is Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----vouen-- mee-cecce--Higheste-oaoa-nnn
Value  PATIENT Cbs Value  PATIENT Obs
-1.153609 1011 4 0.617417 1034 13
-0.813687 1007 2 0.727495 1035 14
-0.676284 1031 12 0.759859 1026 10
-0.591790 1020 9 0.772456 1013 5
-0.476284 1018 8 0.935054 1002 1
Stem Leaf # Boxplot Normal Probability Plot
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S ’ s - : e g : o Phenylephrine vs. Placebo e - CRETE -
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Fixed

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

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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i e o S ) - : : - ‘Phgfiyléphrine vs, Placebo o : .
: Change From Baseline NAR (Nasal Airflow Resistance)
o T Performing Analysis of Covarianté by Study and Time Point, Adjusting for Baseline NAR
‘ Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable CHANGE
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 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

Dimensions

-y

Covariance Parameters
Columns..in. X 20
Columne in-Z-.
Subjects

S e “MaEx-obs-Per-8ubject e

Observations Not Used
Total Observations

3 of% $ o
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g Phenylephrine vs. Placebe SRR R g . -
Change From Baseline NAR (Nasal Airflow Resistance)
‘Performing Analysis of Covariance by Study and Time Point, ‘Adjusting for Baseline NAR
’ Patient Is Fixed ‘
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
‘Residual 1.4924

Fit Statistics

-2 Res Log Likelihood 62.2
AIC (smaller is better) 64.2
AICC (smaller is better) 64.5
BIC (smaller is better) 64.8

Type 3 Tests of Fixed Effects

Num Den
Effect . DF DF F Value Pr > F
BASEL INE 1 14 1.91 0.1889
PATIENT 15 14 0.86 0.6114

TREAT 1 14 48.67 <,0001
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o e e - - Phenylephrine vs. Placebo e
Change From Baseline NAR (Nasal Airflow Resistance)
w ‘ ‘ Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
’ Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -2.8094 0.3073 14 -9.14 <,0001 0.05 -3.4685 -2.1504
TREAT Placebo 0.2407 0.3073 14 0.78 0.4465 0.05 -0.4184 0.8997

Differences of Least Squares Means

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

TREAT Drug Placebo -3.0501 0.4372 14 -6.98 <.0001 0.05 -3.9878 -2.1124




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 Fixed
Study 1: Elizabeth Study No, 2
Time = 30 minutes

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

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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E e : R S ‘Phienylephrine vs. Placeboe ) B ‘

Change From Baseline NAR (Nasal Airflow Resistance)
w ' Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR - -
Patient Is Fixed
Study t: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.83452927 Variance 0,6964391
Skewness -0.5716675 Kurtosis -0.5007352
Uncorrected S8 10.4465866 Corrected SS 10.4465866
Coeff Variation . $td Error Mean 0,20863232

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.83453
Median  0.154162 Variance 0.69644
Mode . Range 2.77964
Interquartile Range 1.16537
Tests for Location: MuO=0
Test -Statistic-  ----- p. Value------
; Student's t % o Pr> Jt] " {0600
R - DT S . P sign Tt Pt - 1 Pr ”,,..W,4,;,J94_..3936 Ll e e e

Signed Rank S 3 Pr >= |§| 0,8999
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~-Phenylephrine vs. Placebt s = o S E
Change From Baseline NAR (Nasal Airflow Resistance)

performing Analysis of Covariance by Study and Time Point, Adjusting for Baselinme NAR

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

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.94855 Pr < W 0.4671
Kolmogorov-Smirnov D 0.120981 Pr > 1D >0.1500
Cramer-von Mises W-Sq 0.038754 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.283442 Pr > A-Sq =>0.2500

Quantiles (Definition )

Quantile Estimate
100% Max 1.127962
99% 1.127962
95% 1.127962
90% 0.964095
75% Q3 0.689288
50% Median 0.154162
25% Q1 -0.476078
10% -1.321438
5% -1.651678

1.651678 o
-1.651678
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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 Fixed

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

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----v-v-v-- “esce------Highest-«-vevv---
value  PATIENT Obs Value  PATIENT Obs
-1.651678 1002 1 0.591335 1037 15
-1.321438 1017 7 0.787242 1030 11
-1.065052 1007 2 0.918682 1018 8
-0.484212 1026 10 0.964095 1020 9
-0.467945 1013 5 1.127962 1011 4
# Boxplot Normal Probability Plot
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= KA A o e T o : ““Phenylephrine vs. Placebo : N
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Fixed

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

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
S$td Deviation 0.83452927 Variance 0.6964391
Skewness 0.57166748 Kurtosis -0.5007352
Uncorrected S8 10.4465866 Corrected SS 10.4465866
Coeff Variation . Std Error Mean 0.20863232

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.83453
Median -0.15416 variance 0.69644
Mode . Range 2,77964
Interquartile Range 1.16537
Tests for Location: Mu0=0
Test -8tatistic-  ----- p Valye-«----
Student's t  t 0 Pr>t]  1.0000 '
ngn B ' & 1 Pr e ‘|M| 0, 8036 [ e 8y bt

Signed Rank S =3 _Pr>=|S| 0.8999
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= ' ' o e ‘ e -~ Phetiylephrine vs. Placebo~ = : . .
i Change From Baseline NAR (Nasal Airflow Resistance)
S Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
) Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk W 0.94855 Pr < W 0.4671
Kolmogorov-Smirnov D 0.120981 Pr>D >0.1500
Cramer-von Mises W-8Sq 0.038754 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.283442 Pr > A-8q >0.,2500

Quantiles (Definition §)

Quantile Estimate
100% Max 1.651678
99% 1.651678
95% 1.651678
90% 1.321438
75% Q3 0.476078
50% Median -0.154162
25% Q1 -0.689288
10% -0,964095
8% .. -1,187962
=1 8- -1.127062

0% Min -1.127962
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= ' e B : - : ; Phenylephrine vs. Placebo™ s : i
: Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covairiante by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -----------Highest----------
value  PATIENT Obs value  PATIENT Obs
-1,127962 1011 4 0.467945 1013 5
-0.964095 1020 9 0.484212 1026 10
-0.918682 1018 8 1.065052 1007 2
-0.787242 1030 11 1.321438 1017 7
-0.591335 1037 15 1.651678 1002 1
Stem Leaf # Boxplot Normal Probability Plot
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~+‘PHenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariante by Study and Time Point, Adjusting for Baseline NAR
pPatient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 30 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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ST e : - e © - 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 Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable CHANGE
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 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 103t
1034 1035 1037 1038

Dimensions
Covariance Parameters 1
Columns in X 20
Subjects q
e o e X ODS PER SUDYeCT 32 - e s
Qbservations Used 32
- Observations Not Used 0

‘Total Observations : 32
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o ” e e e : Phenylephrine vs, Placebs ' e IR
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 1.5837

Fit Statistics

-2 Res Log Likelihood 63.0
AIC (smaller is better) 65.0
AICC (smaller is better) 65.4
BIC (smaller is better) 65.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 5.80 0.0304
PATIENT 15 14 0.81 0.6594

TREAT 1 14 163.04 <.0001
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- o : i ‘ e phignylephrine Vs Plagebo L o :
Change From Baseline NAR (Nasal Airflow Resistance)
w Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -5.3409 0.3165 14 -16.87 <.0001 0.05 -6.0199 -4.6620
TREAT Placebo 0.4097 0.3165 14 1.29 0.2165 0.05 -0,2692 1.0886

Differences of Least Squares Means

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

TREAT Drug Placebo -5,7506 0.4504 14 -12.77 <.0001 0.05 -6.7166 -4.7847
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Phenylephrine v8:-Placebo" R e
Change. From Baseline NAR (Nasal Airflow Resistance)
w2 o Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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~PHenylephrine v§, ‘Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Appendix 2
Phenylephrine vs. ‘Placebot
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2

Time =

45

minutes

Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure

variable: Resid
Moments
N 16 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.85968597 Variance
Skewness -0.1476445 Kurtosis
Uncorrected SS 11.0858995 Corrected SS

Coeff Variation

Std Error Mean

Basic Statistical Measures

16

0
0.73905997
-1.4587749
11,0858995
0.21492149

Location Variability
Mean 0.00000 Std Deviation 0.85969
Median -0.08571 Variance 0.73906
Mode Range 2.59690
Interquartile Range 1.56987
Tests for Location: MuO=0
-Statistic-  ----- p value------
t 0 Pr> [t 1.0000
e W 0 PreFEehitt 1, 0000
s 3 Pr >= |S{ 0.8999

14:50 Thursday, December 14, 2006 719
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Phenylephrine vs. Placebo o S .

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

Patient Is Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --8tatistic--- = ----- p value------
Shapiro-Wilk w 0.918503 Pr < W 0.1596
Kolmogorov-Smirnov D 0.167675 Pr > D >0,1500
Cramer-von Mises W-Sq 0.087105 Pr > W-Sq 0.1569
Anderson-Darling A-Sq 0.51765 Pr > A-Sq 0.1660

Quantiles (Definition §)

Quantile Estimate
100% Max 1.1174502
99% 1.1174502
95% 1.1174502
90% 1.0434335
75% Q3 0.8123249
50% Median -0.0857086
25% Q1 -0.7575498
10% -1.0923827
5% -1.4794523
o s ~1,4794623.

v - ‘ 0% Min -1.4794523
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IR : : B . Phenylephrine vs, Placebo o =
Change From Baseline NAR (Nasal Airflow Resistance)

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

Patient Is Fixed :

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--c--cv---- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-1.479452 1008 3 0.761133 1011 4
-1.092383 1026 10 0.863517 1038 16
-0.857697 1020 9 0.985149 1037 15
-0.778617 1035 14 1.043433 1018 8
-0.736483 1034 13 1.117450 1013 s
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo - e B

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 45 minutes

Checking Residuals for Study 1 at The Minhutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 0.85968597 Variance 0.73905997
Skewness 0.14764451 Kurtosis -1.4587749
Uncorrected SS 11.0858995 Corrected S8 11.0858995
Coeff Variation . std Error Mean 0.21492149

Basic Statistical Measures

Location Variability
Mean 0.000000 std Deviation 0.85969
Median  0.085709 Variance 0.73906
Mode . Range 2.59690
Interquartile Range 1.56987

Tests for Location: MuQ=0

Test -Statistic-
CStudent's t t o Pr>|t] 1
AR £ 587 68 - SN s’lgn“‘ R - M g - .o',.w.,», - ’,r;ﬂ.”A '—.m 1 B oooo QT Y
Signed Rank [} -3 Pr 2= 18] _ 0.8999
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‘Phenylephrine ve, Placebo

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

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 45 minutes

Checking Residuals for Study 1 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic---  ----- p value------
W 0.918503 Pr < W 0.1596
D 0.167675 Pr > D >0,1500
W-8q -0.087105 Pr > W-8q 0.1569
A-8q 0.51765 Pr > A-Sq 0.1660

Quantiles (Definition §)

Quantile Estimate
100% Max 1.4794523
99% 1.4794523
95% 1.4794523
90% 1.0923827
75% Q3 0.7575498
50% Median 0.,0857086
25% Q1 -0.8123249
10% -1.04343358
5% -1.1174502
1% < o1, 1174802.

0% Min -1.1174502
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T : R = R 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 Fixed

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

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- wv-v-------Highest----v-v-u-
Value PATIENT Obs Value PATIENT Obs
-1.117450 1013 5 0.736483 1034 13
-1.043433 1018 8 0.778617 1035 14
-0.985149 1037 15 0.857697 1020 9
-0.863517 1038 16 1.092383 1026 10
-0.7611833 1011 4 1.479452 1008 3
Stem Leaf # Boxplot Normal Probability Plot
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0 5789 4 toooes + | LESELEY
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Phenylephrine- vs. Placeébo : e ‘ :
Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covariance by Study and“Time Point, Adjusting for Baseline NAR
) Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 45 minutes
Checking Residuals for Study 1 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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B e el SRR Phenylephrine vs. Placebo - : e

. Change From Baseline NAR (Nasal Airflow Resistance)
= ' ' “Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed ’
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable CHANGE
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 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

Dimensions
Covariance Parameters 1
e Columns in X 20
SR e s e -Codumns in Z . 0
Subjects 1
< iax-Obs-Per: Subject - 32 S T -
Observations Used 32
i . S ) ) Observations Not Used 0

“Total Observations 32 e i
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o ’ : : o S ! o "Phenylephrine vs. Pldacebo i v :
* Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study “and Time Point, Adjusting for Baseline NAR
Patient Is Fixed )
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 2.9498

Fit Statistics

-2 Res Log Likelihood 71.7
AIC (smaller is better) 73.7
AICC (smaller is better) 74 .1
BIC (smaller is better) 74.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 8.02 0.0133
PATIENT 15 14 0.84 0.6280

TREAT 1 14 76.08 <.0001
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TR - : e e S Phenylephrine vs: Placebo ST S RN R
Change From Baseline NAR (Nasal Airflow Resistance)
o ' " performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
’ ' Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug -5.3088 0.4320 14 -12.29 <.0001 0.05 -6.2354 -4,3822
TREAT Placebo 0.05256 0.4320 14 0.12 0.9049 0.05 -0.8740 0.9791

Differences of Least Squares Means

Standard
Effect TREAT TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug Placebo -5.3614 0.6147 14 -8.72 <.0001 0.05 -6.6797 -4,0430

R D e
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‘Phenylephrine vs. Placebo- ‘ - . o
Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

Resid

AA
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“phénylephrine ve. Placebo- = : = S
Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 1: Elizabeth Study No. 2
Time = 60 minutes

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

Resid
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A
2+ A
A
A
1+ A
B D
B
B
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= R ‘ T o ‘ =" ““Phenylephrine vs, Placebo Lo e o o
Change From Baseline NAR (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 1.17328001 Variance 1.37658598
Skewness 0.92212062 Kurtosis 0.249003
Uncorrected SS 20.6487897 Corrected SS 20.6487897
Coeff Variation std Error Mean 0.29332

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 1.17328
Median -0.38015 Variance 1.37659
Mode . Range 4.30544
Interquartile Range 1.47467
Tests for Location: Mu0=0
Test -Statistic.  ----- p-Value------
Student's t t 0 Pr > |t| 1.0000
Sign w S PETSECINT 00,2101 =
Signed Rank [ -6 Pr >= | S| Q.7820
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Phenylephrine vs: Placebo : : : = o
Change From Baseline NAR (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 0.898164 Pr < W 0.0751
Kolmogorov-Smirnov D 0.228094 Pr > D 0.0243
Cramer-von Mises W-Sq 0.152308 Pr > W-Sq 0.0208
Anderson-Darling A-Sq 0.794694 Pr > A-Sq  0.0320

Quantiles {Definition &)

Quantile Estimate
100% Max 2.512570
99% 2.512570
95% 2.512570
90% 2.093347
75% Q3 0.769847
50% Median -0.380153
25% Q1 -0.704820
10% -0.965097
5% -1.,792874
1% ot TR 4o

0% Min -1.792874
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o : o ) ‘ o i et phenylephring vs, Placebo B i Epet -
& Change From Baseline NAR (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----------- e-e-sc-----Highest----cn-u--
Value  PATIENT Obs Value  PATIENT Obs
-1,792874 1008 3 0.683125 1016 6
-0,965097 1035 14 0.856570 1011 4
-0.854875 1037 15 1.300569 1031 12
-0.715097 1017 7 2.093347 1038 16
-0.694542 1020 9 2.512570 1030 11
Stem Leaf # Boxplot Normal Probability Plot
1 | 2,75+ L
1 | | * i
| | +H+t4
1 | 1.25+ Xt
2 Foonn + | R
|+ | 4+
4 * o mema * -0.25+ +gr Kk %
5 P + l * * kpkpk ok
1 | it
e o | *opdbd




Appendix 2
Phienylephrine vs. Placebo

Change From Baseline NAR (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

N

Mean

Std Deviation
Skewness
Uncorrected S8
Coeff Variation

The UNIVARIATE Procedure
Variable: Resid

Moments

16

Sum Weights

0 Sum Observations
1.17328001 Variance
-0.9221206 Kurtosis
20.6487897 Corrected 8S

std Error Mean

Basic Statistical Measures

16

0
1.37658598
0.249003
20.6487897
0.29332
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Location variability
Mean 0.000000 Std Deviation 1.17328
Median  0.380153 Variance 1.37659
Mode Range 4.30544
Interquartile Range 1.47467
Tests for Location: MuO=0
e Test -Statistic- = ----- p value------
Student's t  t o Pr>|t]  1.0000
Gy M B .v‘g..,,.pp.,..““}vd 0.2101 S — S
Signed Rank S, 6 Pr >= |§| 0.7820




Test

Shapiro-Wilk

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

Time =
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The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Stat

w

Kolmogorov-Smirnov D

Cramer-von Mises
Anderson-Darling

W-8q
A-Sq

istic---

0.898164
0.228094
0.152308
0.794694

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1

10%

5%

Estimate

.792874
.792874
. 792874

.704820

.380153
-0.769847
-2.093347
-2.512570
-2.542570
-2.512570

1
1
1
0.965097
o]
0

vV V. V A

0.0751
0.0243
0.0205
0.0320
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Phenylephrine vs:. Placebo : :
Change From Baseline NAR (Nasal Airflow Resistance)
“performing Analysis of Covaridnce 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----------- wewe-w-----Highest-----c----
Value PATIENT Obs Value PATIENT Obs
-2.512570 1030 11 0.694542 1020 9
-2.093347 1038 16 0.715097 1017 7
-1.300569 1031 12 0.854875 1037 15
-0.856570 1011 4 0.965097 1035 14
-0.683125 1016 6 1.792874 1008 3
Stem Leaf # Boxplot Normal Probability Plot
18 1 | 1.75+ it
10 1 | | ++++
0 67779 5 to-o-- + i *okgpkgk ow k
0 1334 4 LERS S 0.25+ ko okkpkiid
-0 | | | 4+
-0 97 2 $omenn + | *gpkg
-1 3 1 | -1.25+ x4
| | +++t+t
1 | | ++++ *
i 1 l SR TBH ¥
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Phenylephrine vs. Placebo : e R
Change From Baseline NAR (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
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T ‘ e e e . Phienylephrine vs. Placebo R SR -
Change From Baseline NAR (Nasal Airflow Resistance)
- ‘ ‘ Performing Analysis of Covariafice 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 CHANGE
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 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

Dimensions

Covariance Parameters 1
Columns in X . 20

. _ . . Golumns in 2 i
Subjects 1
NMEXODEPEP SUDTEET - G e e et e
Qbservations Used 32
Observations Not Used 0

Total Observations



Appendix 2 14:50 Thursday, December 14, 2006 739
Phenylephrine vs., Placebo B L
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covarianceé 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 5.2185

Fit Statistics

-2 Res tog Likelihood 79.7
AIC (smaller is better) 81.7
AICC (smaller is better) 82.0
BIC (smaller is better) 82.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 4.79 0.0462
PATIENT 15 14 0.31 0.9842

TREAT 1 14 31.71 <,0001

S e et it Sy S N i b e e
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Phenylephrine vs. Placebo e i
Change From Baseline NAR (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 -4,5114 0.5746 14 -7.85 <.0001 0.05 -5.7438 -3.2789
TREAT Placebo 0.,09261 0.5746 14 0.16 0.8743 0.05 -1.1398 1.3250

Differences of Least Squares Means

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

TREAT Drug Placebo -4,6040 0.8175 14 -5,63 <.0001 0.05 -6,3574 -2.8505




Resid

Appendix 2 14:50 Thursday, December 14, 2006 741
“Phenylephrine vs. Placebo™ we e
Change From Baseline NAR (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.
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= ‘ ' e e “+i phemylephrine vs. Placebo s o ~
Change From Baseline NAR (Nasal Airflow Resistance)
o o 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
4 +
A
A
24+ B A
D
A [
C
c
04
Cc
c
A
D
-2+ A B
A
A
-4 4
) , | e ; , - |
Gt | I peE: . s [

brug o placebo

__TREAT
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“‘Phenylephrine vs. Placébo™ S e :
Change From Baseline NAR (Nasal Airflow Resistance)
S ' perforiing 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 1.56054884 Variance 2.43531267
Skewness 0.85338849 Kurtosis -0.6389064
Uncorrected SS 36.5296901 Corrected 8§ 36.5296901
Coeff Variation . Std Error Mean 0.39013721

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 1.56055
Median -0.,56879 Variance 2.43531
Mode . Range 5.00650
Interquartile Range 2.60519
Tests for Location: Mu0=0
Test -8tatistic-  ----- p. value------
Student's t t o Pr> |t]  1.0000 o
Sign -. [P ,V,...M.AM....“,,W '3 Pr‘,,’g,“mr.;u».;nea.;zf01 B

Signed. Rank [ -4 Pr »=_|S] 00,8603
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Phenyleptirine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baselime NAR

Patient Is Fixed

Study 1: Elizabeth Study No. 2

Time = 90 minutes

Checking Residuals for Study 1 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

variable: Resid
Tests for Normality
--Statistic---
0.872389
0.247353

W
o}
W-Sq 0.169899
A-Sq  0.91542

Pr
Pr
Pr
Pr

Quantiles (Definition §)

Quantile Estimate
100% Max 3.079264
99% 3.079264
95% 3.079264
90% 2.403265
75% Q3 1.374069
50% Median -0.568792
25% Q1 -1.231125
10% -1.420124
5% -1.927236
1% o -1.927286--

0% Min -1.927236

v V. V A

0.0296
<0.0100
0.0114
0.0164
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o o N ) o ’ Phenylephrine vs. Placebo o - ‘ :
Change From Baseline NAR (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-----u-vn- ----«-------Highest----------
Value PATIENT Obs Value PATIENT Obs
-1.92724 1002 1 0.881874 1016 6
-1.42012 1008 3 1.866264 1011 4
-1,28957 1017 7 2.127319 1038 16
-1.23957 1035 14 2.403265 1030 11
-1.22268 1034 13 3.079264 1031 12
Stem Leaf # Boxplot Normal Probability Plot
31 1 | 3.5+ * bbbttt
2 14 2 | | * o kpdbddt
19 1 Fooen + | +EE4H4
09 1 |+ | +Hidtt*
-0 887532 6 R * | FHRpRk kh %
-1 94322 5 L + 1.5+ * KRk
B LT TR e TTE TS T R PP SRS

-2 -1 0 +1 +2
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= : ) ' ; : i Phenylephrine vs. Placebo ) ' S o S
Change From Baseline NAR (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
$td Deviation 1.56054884 Variance 2.43531267
Skewness -0.8533885 Kurtosis -0.6389064
Uncorrected SS 36.5296901 Corrected SS 36.5296901
Coeff Variation . Std Error Mean 0.39013721

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.56055
Median 0.568792 Variance 2.43531
Mode . Range 5.00650
Interquartile Range 2.60519
Tests for Location: MuO=0
Test -Statistic-  ----- p value------
i Student's t  t o  Pr> |t] 1.0000
Stgn e Pro>= M0 2t0t et
Signed Rank S 4 Pr >= |§| 00,8603 '
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S ) : T o N : E Phenyfephrine vs. Placebo : B : ‘ i
; Change From Baseline NAR (Nasal Airflow Resistance)
o ) ) 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 0.872389 Pr < W 0.0296
Kolmogorov-Smirnov 0.247353 Pr > D <0.0100

q 0.169899 Pr

S W-8q 0.0114
8q 0.91542 Pr

A-Sq  0.0164

vV V. V A

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

Quantiles (Definition §)

Quantile Estimate
100% Max 1.927236
99% 1.927236
95% 1.927236
90% 1.420124
75% Q3 1.231125
50% Median 0.568792
25% Q1 -1.374069
10% -2.403265
5% -3,079264

0% Min -3.079264
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Pheéfyléphrine vs. Placebo i B BRI SRR o
Change From Baseline NAR (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

----------- LowesSt---ccn-n-- see-------Highest----uoun--
Value  PATIENT Obs Value  PATIENT Obs
-3.079264 1031 12 1.22268 1034 13
-2.403265 1030 11 1.23957 1035 14
-2.127319 1038 16 1.28957 1017 7
-1.866264 1011 4 1.42012 1008 3
-0.881874 1016 6 1.92724 1002 1
Stem Leaf # Boxplot Normal Probability Plot
1 22349 5 to---- + 1.5+ b e ek i *
0 235788 6 I S | * XkGRKph g
-09 1 | | | *htttt
-1 9 1 LR + | ettt
-2 41 2 | | +Htttr *
-3 1 1 | -3.5++++44+ *
[ TR TETRT B F T LR TR PR PR TREEE DS 3

-2 -1 0 +1 +2
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Phenylephrine vs. Placebo : : :
Change From Baseline NAR (Nasal Airflow Resistance}

Performing Andlysis 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
vVariable: Resid

Schematic Plots
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D . : B - " e R Phenylephrine vs. Placebo - R
g Change From Baseline NAR (Nasal Airflow Resistance)
o ' Performing Analysis of Covariance by Study dand Time Poirit, 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 CHANGE
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 16 1002 1007 1008 1011 1013 1016

1017 1018 1020 1026 1030 1031
1034 1035 1037 1038

Dimensions
Covariance Parameters 1
e s Columns in X o 20
5 Columns in -Z-- . 0
Subjects 1
Max Obs Per-Subject - - g2~ e -
Ohservations \Used . 32
o . . ) Observations Not Used o]

Total Observations 327
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Phenylephfing-v§; -Placebo : : - : R
Change From Baseline NAR (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 4.1397

Fit Statistics

-2 Res Log Likelihood 76.5
AIC (smaller is better) 78.5
AICC (smaller is better) 78.8
BIC (smaller is better) 79.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 6.02 0.0279
PATIENT 18 14 1.01 0.4986

TREAT 1 14 20.36 0.0005




Effect

TREAT
TREAT

Effect

TREAT

TREAT

Drug
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Phenylephrine vs, ‘Placebo - ’ : B e :

Change From Baseline NAR (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

Lteast Squares Means

Standard
TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
Drug -3.4990 0.5118 14 -6.84 <.0001 0.05 -4,5967 -2.4014
Placebo -0.2138 0.5118 14 -0.42 0.6829 0.05 -1.3111 0.8842

Differences of Least Squares Means

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

Placebo -3.2856 0.7282 14 -4,51 0.0005 0.05 -4,8473 -1.7238
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U A et e e ; R g ..o ~Phenylephrine vs. Placebo : L .
Change: From Baseline NAR (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.
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A A A
A
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A
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A
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A
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= ' T : i e Phenylephringé v§. -Placebo e e :
. Change From Baseline NAR (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
2 + B
B A
A
B
A
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A
B
A
A A
0+ A A
A A
A
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[
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“ Phenylephrine-v§i Placebo : e -
Change From Baseline NAR (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 0
8td Deviation 1.38990796 Variance 1.93184413
Skewness -0.2962341 Kurtosis -1.3395474
Uncorrected SS 28.9776619 Corrected SS 28.9776619
Coeff Variation . Std Error Mean 0.34747699

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 1.38991
Median  0.260610 variance 1.93184
Mode . Range 3.90608
Interquartile Range 2.62437

Tests for Location: Mu0=0

Test -Statistic. = ----- p value------
- Tstudent's t  t o Pr>|t]  1.0000
- Sign— w P M 0 BOBE e e

Signed Rank S . Q Pr >= |§| 1.0000
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- ’ ' - e © UPhenylephrine vs. Placebo - ' ‘ PR
e . Change From Baseline NAR (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 0.901907 Pr < W 0.0862
Kolmogorov-Smirnov D 0.145357 Pr > D >0.1500
Cramer-von Mises W-Sq 0.079867 Pr > W-Sq 0.2008
Anderson-Darling A-8q 0.55305 Pr > A-8q 0.1337

Quantiles (Definition 5)

Quantile Estimate

100% Max 1.86972

99% 1.86972

95% 1.86972

90% 1.75103

75% Q3 1.09036

50% Median 0.26061

25% Qt -1.5340t1

10% -1.94897

e . 5% -2.03635

0% Min -2.03635
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~=Phanylephrine vé; Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Perforiiing Analysis of Covariahce 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
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The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

----------- Lowest-----v---- -eve-e-w---Highest----c-----
Value  PATIENT Obs Value  PATIENT Obs
-2.03635 1002 1 0.759288 1013 5
-1.,94897 1035 14 1.421439 1016 6
-1.87717 1008 3 1.557573 1011 4
-1.74507 1026 10 1.751032 1017 7
-1.32295 1020 9 1.869724 1031 12
Stem Leaf # Boxplot Normal Probability Plot
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E Change From Baseline NAR (Nasal Airflow Resistance)
A - ‘ , ‘ ‘Partorming Analysis of Covaridfice by Study and Time Point, Adjusting for Baseline NAR
pPatient 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 0
Std Deviation 1.38990796 Variance 1.93184413
Skewness 0.29623409 Kurtosis -1,3395474
Uncorrected SS 28,9776619 Corrected S8 28.9776619
Coeff variation . Std Error Mean 0.34747699

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 1.38991
Median -0.26061 variance 1.93184
Mode . Range 3.90608
Interquartile Range 2.62437

Tests for Location: MuO=0

Test -Statistic- --r=-p. Value------

Student's t  t o  Pr>|t]  1.0000
styn M A P 08036 et b 3
Signed Rank S 0 Pr >= |S] .. 1.0000
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- : - 5 i ’ ) Phenylephrine vs. Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

performing Analysis of Covariance by Study and Time Pouint, 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 0.901907 Pr < W 0.0862
Kolmogorov-Smirnov D 0.145357 Pr>D >0.1500
Cramer-von Mises W-Sq 0.079867 Pr > W-Sg 0.2008
Anderson-Darling A-8q 0.55305 Pr > A-Sq 0.1337

Quantiles (Pefinition §)

Quantile Estimate
100% Max 2.03635
99% 2.03635
95% 2.03635
90% 1.94897
75% Q3 1.53401
50% Median -0.26061
25% Q1 -1.09036
10% -1.75103
5% -1.86972
1% -1.86972 "

0% Min
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Appendix 2
Prienylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)

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

Study 1: Elizabeth Study No. 2
Time = 120 minutes
Checking Residuals for Study 1 at The Minutes Specified
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The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----ve-nnn “e--«-----Highest---------.-
Value  PATIENT Obs Value  PATIENT Obs

-1.869724 1031 12 1.32295 1020 9
-1.751032 1017 7 1.74507 1026 10
-1.557573 1011 4 1.87717 1008 3
-1.421439 1016 6 1.94897 1035 14
-0.759288 1013 5 2.03635 1002 1

# Boxplot Normal Probability Plot
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’ o T e “-Phenylephrine vs. Placébo e ' :
Change From Baseline NAR (Nasal Airflow Resistance)
e ' o 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
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" o co R Phanyléphrine vs, Placebo- ‘ AT REIEE T . i
) Change From Baseline NAR (Nasal Airflow Resistance)
o performing Analysis of Covariancé 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 CHANGE
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
Columns in X
columns.in.Z

Subject R

Max Obs Per Subject
opgervations-tsed

N} —-
o 3 ol»0o s =

Observations, Not Used

Total Observations 20
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Phenylephring vé. Placebo : . RS . : A
Change From Baseline NAR (Nasal Airflow Resistance)
Perforning 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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.1499

Fit Statistics

-2 Res Log Likelihood 18.2
AIC (smaller is better) 20.2
AICC (smaller is better) 20.9
BIC (smaller is better) 20.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 2.39 0.1604
PATIENT 9 8 1.98 0.1738

TREAT 1 8 0.03 0.8583




Effect

TREAT

TREAT

Effect

TREAT

TREAT

Drug
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Phenylephrine v&," Placebo - - E -
Change From Baseline NAR (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
TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
Drug -0.2391 0.1236 8 -1.93 0.0892 0.05 -0.5243 0.04601
Placebo -0.2066 0.1236 8 -1.67 0.1333 0.08 -0.4917 0.07856

Differences of Least Squares Means

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

Placebo -0,03255 0.1765 8 -0.18 0.8583 0.05 -0.4397 0.3746




Resid
0.4

0.2

0.0
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Phenylephrine vé, Placebo e ‘ : o o
Change From Baseline NAR (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

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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. - T o a ’ S Phenylephrine vs. Placebo ’ : o
Change From Baseline NAR (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
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w2 o B ‘ ' o ' Lo ©  Phenylephrine vsi ‘Placebo g SRS :
Change From Baseline NAR (Nasal Airflow Resistance)

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

patient Is Fixed

Study 2: Elizabeth Study No. 6§
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 0.25814836 Variance 0.06664058
Skewness -0,1195759 Kurtosis -0.8952143
Uncorrected SS 0.5997652 Corrected SS 0.5997652
Coeff variation . Std Error Mean 0.08163368

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.25815
Median  0.025486 vVariance 0.06664
Mode . Range 0.81186
Interquartile Range 0.48138

Tests for Location: Mu0=0

Test - -Statistic-
Student'st t 0 Pr>|t] 1.0000
g g e [M] 140008 e e

Signed. Rank. .. § 0.5 Pr.2=_IS| .1.0000Q
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Phenylephrine v§. Placebo : s TR
Change From Baseline NAR (Nasal Airflow Resistance)
. v o ) Performing Analysis of ‘Covériance by Study and Time Puint, 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 0.963541 Pr
Kolmogorov-Smirnov 0.150008 Pr

i}

D
Cramer-von Mises W-Sq 0.033144 Pr
Anderson-Darling A-Sq 0.21843 Pr

W 0.8254
D >0.1500
W-Sg >0.2500
A-Sq >0.2500

Y V. V A

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.409360

99% 0.409360

95% 0.409360

90% 0.314200

75% Q3 0.213819

50% Median 0.025486

25% Q1 -0.267562

10% -0,340092

5% -0.402497

o 1% +~0,402497

0% Min -0.402497
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= ‘ : e - o Phenylephrine vsi-Placebo e R
Change From Baseline NAR (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

Extreme Observations

------------ Lowest------vonn- -ee--------Highest-----cv-n--
Value  PATIENT Obs Value  PATIENT Obs
-0.4024972 2005 2 0.0873734 2001 1
-0.2776862 2014 5 0.1203966 2012 4
-0.2675619 2021 8 0.2138189 2023 9
-0.0658417 2007 3 0.2190391 2024 10
-0.0364013 2018 6 0.4093603 2020 7
Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
“ Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covarianceé by Study and Timé Point, Adjusting for Baseling NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
15 minutes
Checking Residuals for Study 2 at The Minutes Specified

Time =

The UNIVARIATE Procedure

variable: Resid
Moments
10 Sum Weights
0 Sum Observations
0.25814836 Variance
0.11957592 Kurtosis
0.5997652 Corrected 8S

Std Error Mean

Basic Statistical Measures

10

0
0.06664058
-0.8952143
0.5997652
0.08163368
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Location variability
Mean 0.00000 Std Deviation 0.25815
Median -0.02549 Variance 0.06664
Mode Range 0.81186
Interquartile Range 0.48138
Tests for Location: MuO=0
Test -Statistic- . --e-- p value-«----
Student's t  t o Pr> |t}  1.0000
T g 0 prese= ] I e —— S
Signed. Rank. S -Q Pr. 2= 18| 1.0000
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o B i o ““Phefylephrine vs. Placebo S - R
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariancé 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 0.963541 Pr < W 0.8254
Kolmogorov-Smirnov D 0.150008 Pr >D >0.1500
Cramer-von Mises W-Sq 0.033144 Pr > W-8q =>0.,2500
Anderson-Darling A-Sq 0.21843 Pr > A-8q >0.2500

Quantiles (Definition §)

Quantile Estimate
100% Max 0.402497
99% 0.402497
95% 0.,402497
90% 0.340092
75% Q3 0.267562
50% Median -0.025486
25% Q1 -0.213819
10% -0.314200
5% -0.409360
i % -0.40986Q, .~ .

0% Min -0.409360




Appendix 2 14:50 Thursday, December 14, 2006 772
Phenylephrine vs. Placebo — e s [

Change From Baseline NAR (Nasal Airflow Resistance)
W o Performing Analysis of Covariancé by Study and Time Point, Adjtisting 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

Extreme Observations

------------ Lowest----vcenv-- sec--------Highest-----------
Value PATIENT Ohs Value PATIENT Obs
-0.4093603 2020 7 0.0364013 2018 6
-0.2190391 2024 10 0.0658417 2007 3
-0.2138189 2023 9 0.2675619 2021 8
-0,1203966 2012 4 0.2776862 2014 5
-0,0873734 2001 1 0.4024972 2005 2
Stem Leaf # Boxplot Normal Probability Plot
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Phehylephrifie vs. Placebo S T T e
- ; Change From Baseline NAR (Nasal Airflow Resistance)
T ‘ o Perforning Analysi§ of Covariancé 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

Schematic Plots
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0.4 + | |
! ! |
| | |
| | L +
0.2 + teoennn + | |
| | | i |
| | | | |
| BARELE * | i
0+ o+ I+
I | | ¥oooo- *
| | | | |
| | I | |
-0.2 + | | Fooun +
| te---- + !
! | |
I | |
-0.4 + | |
............ Fecvoormmcusatoncannaaaat

TREAT Drug Placebo




. Appendix 2 14:50 Thursday, December 14, 2006 774
= o o o T Phenyléphrine V8. Placebo ) S
L 5 _ ; Change From Baseline NAR. (Nasal Airflow Resistance)

. Performing Analysis 6f 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

Model Information

Data Set WORK . ALL
Dependent Variable CHANGE
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
e columns in Z 0

i Subjects - 1.

Max Obs Per Subject 20
e Oy gRPVATIONS - Ut - QO et .

Observations Not Used 0

Total Observations 20
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= ) o B e Phenylephring vs. Placebo ) s o
Change From Baseline NAR (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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.5457

Fit Statistics

-2 Res Log Likelihood 28.5
AIC (smaller is better) 30.5
AICC (smaller is better) 31.2
BIC (smaller is better) 30.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASEL INE 1 8 0.03 0.8688
PATIENT 9 8 0.73 0.6762

TREAT 1 8 24,92 0.0011




.

Appendix 2
Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Perforning Analysis of Covdriance 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

TREAT Drug -1.3815 0.2359 8 -5.86 0.0004 0.05 -1.9255 -

TREAT Placebo 0.2999 0.2359 8 1.27 0.2393 0.05 -0.2441

Differences of Least Squares Means
Standard

Effect TREAT TREAT Estimate Error DF t Value Pr > |t| Alpha Lower
TREAT Drug Placebo -1.6814 0.3368 8 -4.99 0.0011 0.05 -2.4580

Upper

0.8375
0.8439

Upper

-0.9047
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Phenylephrine vs. Pladebd S L SR
Change From Baseline NAR (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.
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“Phenylephrine vs. Placebo - R R T
Change From Baseline NAR (Nasal Airflow Resistance)
o s ‘ T pErferming Analysis ‘ot Covariance by Study and Time Point, Adjusting for Baseline NAR -
Patient Is Fixed
Study 2: Elizabeth Study No. 6
Time = 30 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placébo— -
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Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariahce 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

Moments

N 10 Sum Weights

Mean ] Sum Observations
Std Deviation 0.49248068 variance
Skewness 0.83438689 Kurtosis
Uncorrected SS 2.18283502 Corrected §S
Coeff Variation Std Error Mean

Basic Statistical Measures

Location Variability
Mean 0,00000 Std Deviation 0.49248
Median -0.14710 vVariance 0.24254
Mode . Range 1.37447
Interquartile Range 0.68493
Tests for Location: MuO=0
e Test -§tatistic-  ----- p Value------
Student's t  t o Ppr>|t[ " 1.0000
_ . R e e st Prwa.h+M*wm&9%7539 e e St e+

signed Rank S -2.5 Pr >= |S|

10

]
0.24253722
-0.42915
2.18283502
0.15573607

0,8457




Appendix 2

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

Patient Is Fixed

Study 2: Elizabeth Study No. §

Time = 30 minutes

Checking Residuals for Study 2 at The Minutes Specified

Test

Shapiro-Wilk

The UNIVARIATE Procedure

Tests for Normality

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

variable: Resid

--Statistic---

W 0.884091
D 0.189165
W-Sq 0.067946
A-Sq 0.464634

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.853282
99% 0.853282
95% 0.853282
90% 0.809714
75% Q3 0.233092
50% Median -0.147105
25% Q1 -0.451836
10% -0.505721
5% -0.521183
1% -0.521183

0%

Min -0.5211883

VvV V. V A

W
D
W-8q
A-Sq

0.1483
>0.1500
>0.2500

0.2061
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Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
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o o ‘ ) R ) Phenylephrine vs. Placebo ' - i e s
Change From Baseline NAR (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----exca--- seveeen----Highest-~--erm---
Value  PATIENT Obs Value PATIENT Obs

-0.521183 2005 2 -0.111004 2024 10

-0,490260 2021 8 0.105603 2020 7

-0.451836 2001 1 0.233092 2007 3

-0,200633 2014 5 0.766145 2023 9

-0.183206 2018 6 0.853282 2012 4

Stem Leaf # Boxplot Normal Probability Plot
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& Phenyleéphrine:-vs, Placebo B . = S
Change From Baseline NAR. (Nasal Airflow Resistance)
‘performing Andlysis 6f 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 v}
Std Deviation 0.49248068 vVariance 0.24253722
Skewness -0.8343869 Kurtosis -0,42915
Uncorrected SS 2.18283502 Corrected SS 2.18283502
Coeff variation . Std Error Mean 0.15573607

Basic Statistical Measures

Location Variability

Mean 0.000000 Std Deviation 0.49248

Median 0,147105 Variance 0.24254

Mode . Range 1.37447
Interquartile Range 0.68493

Tests for Location: Mu0O=0
Test -Statistic- = ----- p Vvalue------
) Student's t  t Pr > [t|  1.0600

Sign M-

Signed Rank 8 2.5 Pr >= |S] 0.8457

Pr >= (M} - 0.7688- - [ S —
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e S - o A R A Phenylephrifeé véi Placebo L LR R R :
) Change From Baseline NAR (Nasal Airflow Resistance)
R C o ‘ T pErforming ARELYS1S of Covdriance by Study amd 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

Tests for Normality

Test --Statistic---  ----- p Value------
Shapiro-Wilk 0.884091 Pr W 0.14583
Kolmogorov-Smirnov 0.189165 Pr > D >0.1500

W-Sq >0.2600
A-Sq  0.2061

Vv V.V A

w

D
Cramer-von Mises W-Sq 0.067946 Pr
Anderson-Darling A-Sq 0.464634 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.521183
99% 0,521183
95% 0.521183
90% 0.505721
75% Q3 0.451836
50% Median 0.147105
25% Q1 -0.233092
10% -0.809714
8% . .-0.863282
1% Q53282

0% Min -0.853282
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Phenylephrine-ve:i-Placebo: - S : SRNEI
Change From Baseline NAR (Nasal Airflow Resistance)

Performing Analysis of Cévariance 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----------- meenww-----Highest----v-"---
Value  PATIENT Obs Value  PATIENT Obs
-0.853282 2012 4 0.183206 2018 6
-0.766145 2023 9 0,2008633 2014 5
-0.233092 2007 3 0.451836 2001 1
-0.105603 2020 7 0.490260 2021 8
0.111004 2024 10 0.521183 2005 2
# Boxplot ' Normal Probability Plot
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' o N “Phenylephrine vs. Placebo- »
Change From Baseline NAR (Nasal Airflow Resistance)

‘Berforiiing Analysis 6f Covariancé 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

Schematic Plots
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- ““Phenylephrine vs. Placebo - . _ .
P ) Change From Baseline NAR (Nasal Airflow Resistance)

e 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 CHANGE
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
Max Obs Per Subject 20
mvnmn—saused - [ — Ee,ww.k [ U S
Qbseryvations Not Used 0

Total Observations 20 ' -
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I . e SR e ’ S Phenylephring vs. Placebo

- Change From Baseline NAR (Nasal Airflow Resistance)

) ' Performing Analysis ¢f Covariance by Study and Time Péint, 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 0.9553

Fit Statistics

-2 Res Log Likelihood 33.0
AIC (smaller is better) 35.0
AICC (smaller is better) 35.7
BIC (smaller is better) 35.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.09 0.7666
PATIENT 9 8 0.75 0.6654

TREAT 1 8 62.59 <.0001




Effect

TREAT
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Phenylephirine-vs. Placebo - : L R :
Change From Baseline NAR (Nasal Airflow Re51stance)
‘Performing Andlysis 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
TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
Drug -3.5579 0.3121 8 -11.40 <.0001 0.05 -4.2776 -2.8382
Placebo -0.03259 0.3121 8 -0.10 0.9194 0.05 -0.7523 0.6871

Differences of Least Squares Means

Standard
TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
Placebo -3.5253 0.4456 8 -7.91 <.0001 0.05 -4.5529 -2.4977
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Phenylephrine vs. Placebo e & e E : R .
Change From Baseline NAR (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

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 Fixed
Study 2: Elizabeth Study No. §
Time = 45 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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[ ; B ' e ' : phenylephrine vs. Placebo’ - : i
Change From Baseline NAR (Nasal Airflow Resistance)
T N Performing Analysis of Covarianée by Study and Tifié 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

Moments
N 10 Sum Weights 10
Mean o] Sum Observations 0
Std Deviation 0.65158274 Variance 0.42456006
Skewness -0,8860903 Kurtosis -1.1576841
Uncorrected S8 3.82104057 Corrected SS 3.82104057
Coeff variation . std Error Mean 0.20604855

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.65158
Median  0.25231% Variance 0.42456
Mode . Range 1.67587
Interquartile Range 1.25690
Tests for Location: Mu0O=0
Test -Statistic-  ee--- p Valug------
Student's t  t o Pr>|t]  1.0000
Sign 2 prose-Hif- 0. 3438 e e e S ot
Signed. Rank [ 0.5 Pr 2= |81 1.0000
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pPhenylephrine vs. Placebo o= = e

. ‘ Change From Baseline NAR (Nasal Airflow Resistance)
o | e U Perfériing 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

lil

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk 0.798542 Pr W 0.0139
Kolmogorov-Smirnov 0.303615 Pr > D <0.0100

W-Sq  0.0098
A-Sq  0.0107

Vv V. V A

W
D
Cramer-von Mises W-8q 0.170386 Pr
Anderson-Darling A-8q 0.936571 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.645940
99% 0.645940
95% 0.645940
90% 0.584380
75% Q3 0.473199
50% Median 0.252311
25% Q1 -0.783698
-0.984948
-1.029926
-1.029926--

-1.029926
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e BT e i T e S Phenylephring~vs: Placebo o
Change From Baseline NAR (Nasal Airflow Resistance)
ST ) : ‘ o 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

14:50 Thursday, December 14, 2006 793

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- wenmew------Highest----------
Value  PATIENT Obs Value PATIENT CObs
-1.029926 2001 1 0.279645 2012 4
-0,939970 2005 2 0,435833 2014 5
-0.783698 2021 8 0.473199 2024 10
0.171181 2007 3 0.522820 2023 9
0.224976 2020 7 0.645940 2018 6
Stem Leaf # Boxplot Normal Probability Plot
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ol S e AR Lo " Phenylephrine vs. Placebo & e R -
Change From Baseline NAR (Nasal Airflow Resistance)

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

B Patient Is Fixed

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

--------------------------------------------------------------------- TREAT=PLACED0O -vv-v-cccommesmmmeemam o e e e e e mmmcmms s o s swe oo

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean o] Sum Observations 0
Std Deviation 0.65158274 Variance 0.42456006
Skewness 0.88609029 Kurtosis -1.1576841
Uncorrected S8 3.82104057 Corrected SS 3.82104057
Coeff variation . Std Error Mean 0.20604855

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 0.65158
Median -0.25231 variance 0.42456
Mode . Range 1.67587
Interquartile Range 1.25690

Tests for Location: Mu0=0

Test -Statistic-  ----- p value------
Student's t  t 0 PrS |t]  1.0000
S — " B Re>= [M}  0.3488 — m e e R

Signed Rank S -0.5 Pr >= |§] 1.0000
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S o : B - Phenylephrine vs. Placebo AR G B
o i ) Change From Baseline NAR (Nasal Airflow Resistance)
e V Performing Analysis of Covariancé 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

Tests for Normality

Test - -Statistic---  ----- p Value------
Shapiro-Wilk W 0.798542 Pr < W 0.0139
Kolmogorov-Smirnov D 0.303615 Pr > D <0,0100
Cramer-von Mises W-Sq 0.170386 Pr > W-8q  0.0098
Anderson-Darling A-Sq 0.936571 Pr > A-Sq 0.0107

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.029926
99% 1,029926
95% 1.029926
90% 0.984948
75% Q3 0.783698
50% Median -0.252311
25% Q1 -0.473199
10% -0.584380
5% -0.645940
<% -0 6486940 -

0% Min -0.645940
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Phenylephrine vs. Placebd L e L : -

. Change From Baseline NAR. (Nasal Airflow Resistance)
- ) Pertforming Analysis of Covaridhce 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

Extreme Observations

----------- Lowest-----c----- ---e-------Highest------~---
Value PATIENT Obhs vValue PATIENT Obs
-0.645940 2018 6 -0.224976 2020 7
-0.522820 2023 9 -0.171181 2007 3
-0.473199 2024 10 0.783698 2021 8
-0.435833 2014 5 0.938970 2005 2
-0.,279645 2012 4 1.029926 2001 1
Stem Leaf # Boxplot Normal Probability Plot
10 3 1 |
8 4 i |
6 8 1 AR +
4 | l
! I
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B S Phetiytephrine vs. Placebo : e SR
Change From Baseline NAR (Nasal Airflow Resistance)
o ‘ - ‘ Perforning Aialysis 6f Covariance by Study 4nd 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
vVariable: Resid

Schematic Plots
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o e R R Phenylephriné vg. -PTacebo . SAEELE L .
> Change From Baseline NAR (Nasal Airflow Resistance)
T o o o Perforning Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 6§
Time = 60 minutes

5

i
i

The Mixed Procedure

Model Information

Data Set WORK.ALL
Dependent Variable CHANGE
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

Columns in X
Columns in Z
Bubjects

Max Obs Per Subject
e OB SET VAT LONE Uggte e
Observations Not Used

Total Observations -

20
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= Phenylephrine vs. Platebo--- R R .
Change From Baseline NAR (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 0.7085

Fit Statistics

-2 Res Log Likelihood 30.6
AIC (smaller is better) 32.6
AICC (smaller is better) 33.3
BIC (smaller is better) 32.7

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 0.12 0.7353
PATIENT 9 8 1.07 0.4694

TREAT 1 8 104.03 <,0001
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