Appendix 2 14:50 Thursday, December 14, 2006 800 . ..
U Phenylephrine-vs. Placebo S 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 = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -3.7982 0.2682 8 -14.16 <.0001 0.05 -4.4167 -3.1798
TREAT Placebo 0.1075 0.2682 8 0.40 0.6989 0.05 -0.5109 0.7260

Differences of Least Squares Means

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

TREAT Drug Placebo -3.9058 0.3829 8 -10.20 <.0001 0.05 -4,7888 -3.0227

| AR
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— Phenylephrine vs. Placebo S B : -
Change From Baseline NAR (Nasal Airflow Resistance)
o ) ‘ . . ... Performing-Analysis-of-Covariance by Study and Time-Point, Adjusting for 'Baseline NAR
L Patient Is Fixed
Study 2: Elizabeth Study No. 6§
Time = 60 minutes

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

El

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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o B U BT bttt L LT A i L LI Phenylephplﬂe vsi Placebo LI . LI TR LRI LIS
Change From Baseline NAR (Nasal Airflow Resistance)
e o e Performlng Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
E Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time =60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean o] Sum Observations 0
Std Deviation 0.55994574 Variance 0.31353923
Skewness 0.1545251 Kurtosis -1.1717705
Uncorrected SS 2.8218531 Corrected S8 2.8218531
Coeff variation . Std Error Mean 0.17707039

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.55995
Median -0.01881 Variance 0.31354
Mode . Range 1.63228
Interquartile Range 0.89337

Tests for Location: MuO=Q

Test ~ -Statistic- = ----- p Value
- Student's t Pr > |t|
&ign e er . S ST —

Signed Rank Pr _>= |§] 1.0000
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& Phenylephrine-vsi 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. 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk W 0.957216 Pr < W 0.7537
Kolmogorov-Smirnov D 0.126939 Pr > D >0.,1500
Cramer-von Mises W-8q 0.023542 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.183002 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0,8777648
99% 0.8777648
95% 0.8777648
90% 0.7792175
75% Q3 0.3658279
50% Median -0.0188094
25% Q1 -0.5275459
10% -0,7048377
5% . 7545190

1% i e T545190
0% Min 7 -o"754s190
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i N ) e e TP R : Phenylephrine-vs: Placebo
— o change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysls of -Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- ~ew--------Highest------«----
Value  PATIENT Obs Value  PATIENT Obs
-0.7545190 2005 2 0.0436749 2014 5
-0.6551563 2021 8 0.3147806 2023 9
-0.5275459 2012 4 0.3658279 2007 3
-0.2642036 2018 6 0.6806702 2020 7
-0.0812936 2001 1 0.8777648 2024 10
. Stem Leaf # Boxplot Normal Probability Plot
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Appendix 2
P Phenylephrine-¥s: 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 2: Elizabeth Study No. 5

Time =

60 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights
Mean 0 Sum Observations
Std Deviation 0.55994574 Variance
Skewness -0.1545251 Kurtosis
Uncorrected SS 2.8218531 Corrected SS

Coeff Variation

§td Error Mean

Basic Statistical Measures

10

0
0.31353923
-1.,1717705
2.8218531
0.17707039
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Location Variability
Mean 0.000000 Std Deviation 0.55995
Median  0.018809 Variance 0.31354
Mode . Range 1.63228
Interquartile Range 0.89387
Tests for Location: MuO=0
Test -Statistic- = ----- p value------
- Student's t  t Pr> |t|  1.0000 .
UV - ¥ T. B, SRR - SO - PN E R AL SO S
Signed Rank S -0.5 Pr >= i8] 1.0000
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Phenylephrine-vs. Placebo e
aseline NAR (Nasal Airflow Resistance)
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Performing Analysis-of Covariance by Study and Time Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 2: Elizabeth Study No. 5

Time = 60 minutes

Checking Residuals for Study 2 at The Minutes Specified

Test

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

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.957216
0.126939

W
o}

W-Sq 0.023542
A-Sq 0.183002

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.7545190
99% 0.7545190
95% 0.7545190
90% 0.7048377
75% Q3 0.5275459
50% Median 0.0188094
25% Q1 -0.3658279
10% -0.7792175

5% . -0.8777648

p value------
W 0.7537
D >0,1500

W-Sq >0.2500
A-Sq >0.2500
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TSy — ST E——— . e - Phenylephrine vs. Placebo - - R T S S e
T Change From Baseline NAR (Nasal Airflow R951stance)
e - e e s e Performing-Analysis of Covariance by Study and Time Point, Adjusting for Baseling NAR
- Patient Is Fixed
Study 2: Elizabeth Study No, 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--c-aunv-ve “e---------Highest-----cc--.-
Value PATIENT Obs Value PATIENT Obs
-0.8777648 2024 10 0.0812936 2001 1
-0.6806702 2020 7 0.2642036 2018 6
-0,3658279 2007 3 0.5275459 2012 4
-0.3147806 2023 9 0.6551563 2021 8
-0.0436749 2014 5 0.7545190 2005 2
Stem Leaf # Boxplot Normal Probability Plot
6 65 2 | 0.7+ kgt ¥
43 1 Ly + | *tt
26 1 | | | *tt
08 1 LR | PR
-0 4 1 ! | -0.1+ i
-2 7 2 [ - + | *ppk
| | +++
| | 4

| -0.9+ o
whm---i---.-l-....-&-»ra *QW‘W




Appendix 2 14:50 Thursday, December 14, 2006 809
i Phenylephrine.vs. Placebo S5 e : PR e
Change From Baseline NAR (Nasal Airflow Resistance)
. . Performing Analysis of Covariance by Study and Time Point; Adjusting for Baseline NAR
T Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 60 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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e e Phenylephrine-vs. Placebo ' B o
Change From Baseline NAR (Nasal Airflow Resistance)
Performlng Analysis of Covariance by Study-and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 90 minutes

The Mixed Procedure

Model Information

Data Set WORK. ALL
Dependent Variable 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 o]
wre - Subjects : o
= a Max Obs Per Sub]ect 20
N Observations-teed - - -4
Observations Not Used Q

Total Observatlons ] 20
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L, Phenylephrine-vs, Placebo R
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Studyand Time Point, Adjusting for Baseline NAR"~
Patient Is Fixed
Study 2: Elizabeth Study No. &
Time = 90 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.6982

Fit Statistics

-2 Res Log Likelihood 30.5
AIC (smaller is better) 32.5
AICC (smaller is better) 33.2
BIC (smaller is better) 32.6

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.32 0.5863
PATIENT 9 8 0.79 0.6345

TREAT 1 8 60,51 <,0001




Appendix 2
R o S e B phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
- Performing Analysis of Covariance by Study and Time Péint, Adjusting for Baseliné NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 90 minutes

14:50 Thursday, December 14{ 2906 512

The Mixed Procedure

Least Squares Means

Standard

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

TREAT Drug -2.8681 0.2668 8 -10.75 <, 0001 0.05 -3.4834 -2.2528

TREAT Placebo 0.09521 0.2668 8 0.36 0.7304 0.05 -0.5201 0.7105

Differences of Least Squares Means
Standard

Effect TREAT TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug Placebo -2.9633 0.3810 8 -7.78 <,0001 0.05 -3.8418 -2.0848

,,,,,, SR .
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, ~Phenylephrine vs. Placebo o S B e T
Change From Baseline NAR (Nasal Airflow Resistance)
Performlng Analysis of: Covarianee by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 90 minutes

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

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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L A S LI AR L L . --Phenylephrine vs. Placebo = e i . > .
Change From Baseline NAR (Nasal Airflow Resistance)
Performing -Analysis of Covariance-by Study and Time Point, Adjusting for Baselitie NAR
' Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.55705 Variance 0.3103047
Skewness -0.660479 Kurtosis 0.99458217
Uncorrected SS 2.79274229 Corrected $S 2.79274229
Coeff Variation . Std Error Mean 0.17615468

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.55705
Median  0.147004 Variance 0.31030
Mode . Range 2.00735
Interquartile Range 0.65079

Tests for Location: Mu0=0

Test -Statistic- -----p Value

Student;S'f" t
et - . R . -3 7T, SN | AR
Signed Rank S 2

Pr > [t] 7 1.06000
PP o M- O FEBG b e
Pr >= |§] 00,8457

» -« o
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Phenylephrine vs. Placebo S s P
Change From Baseline NAR (Nasal Airflow Resistance)
Performing-Analysis-of Covariance-by Study and Time Point, Adjusting for Baseline NAR
g patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

i

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-wilk W 0.947793 Pr < W 0.6425
Kolmogorov-Smirnov D 0.196383 Pr > D >0.,1500
Cramer-von Mises W-Sg 0.065145 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.351436 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.878520
99% 0.878520
95% 0.878520
90% 0.668515
75% Q3 0.243336
50% Median 0.147004
25% Q1 -0.407459
10% -0.808419
-1.128827
-1.128827

-1.128827




Value

-1.1288274
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Appendix 2

s Pheffylephrine vs. Placebe

Patient Is Fixed
Study 2: Elizabeth Study No. 5

Time

90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

PATIENT Obs

2018
2012
2005
2014
2021

Boxplot

[+ B¢ LI VI o))

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

14:50 Thursday, Deqembgr 14, 2006 817

----------- Highest----------
Value  PATIENT Obs
0.158091 2023 9
0.170794 2001 1
0.243336 2007 3
0.458509 2024 10
0.878520 2020 7
Normal Probability Plot
0.75+
| Hpkppkpgk k
-0.25+ *opRpr gt
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N f = R s . g s o o g - ) IR Phenylephr\ine vs.‘P"la‘c“ébb' Crn PR . T L
Change -From Baseline NAR (Nasal Airflow.Resistance)
Performig Analysis ¢f Covdriance by Study and Time Point, Adjusting for Baseline NAR'
k Patient Is Fixed )
Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.55705 Variance 0.3103047
Skewness 0.66047903 Kurtosis 0.99458217
Uncorrected S8 2.79274229 Corrected 8S 2.79274229
Coeff Variation . Std Error Mean 0.17615468

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.55705
Median -0.14700 vVariance 0.31030
Mode . Range 2.00735
Interquartile Range 0.65079

Tests for Location: Mu0=0

Test -Statistic-

Student's t 0  Pr>|t[ 1.0000

t
st oo e N —— gt . - PRS0, 7538 J— . . R
Sigoed. Rank S -2.5 Br.2e..|S] 0.848Z
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: > e e - s Phenylephrine vs. Placebo B R
E— ' Change From Baseline NAR (Nasal Airflow Resistance)
o ) ) . Performing Analysis of Govariance by Study and Time Point, Adjusting for Baselin& NAR
— Patient Is Fixed ‘
Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p vValue------
Shapiro-Wilk W 0.947793 Pr < W 0.6425
Kolmogorov-Smirnov D 0.196383 Pr > D >0.1500
Cramer-von Mises W-Sq 0.065145 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.351436 Pr > A-8q >0.2500

Quantiles (Definition §)

Quantile Estimate

100% Max 1.128827

99% 1.128827

95% 1.128827

90% 0.808419

75% Q3 0.407459

50% Median -0.147004

25% Q1 -0.243336

10% -0.668515

) 5% -0.878520
et o 1% -0..87852Q

s 0% Min -0.878520
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- Phenylephrine vs. Plagebo e : R
Change From Baseline NAR (Nasal Airflow Resistance)
- L o - Performing- Analysis of Govariance by Study and Time Point, Adjusting for Baseline NAR
i ' Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest------v---- -<s--------Highest-----------
Value  PATIENT Obs Value  PATIENT Obs
-0.878520 2020 7 -0.1359174 202t 8
-0.458509 2024 10 0.0208693 2014 ]
-0.243336 2007 3 0.4074591 2005 2
-0.170794 2001 1 0.4880115 2012 4
-0.158091 2023 9 1.1288274 2018 6
Stem Leaf # Boxplot Normal Probability Plot
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. Phenylephrine vs. Platebo- S - e
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis' of Covariamce by Study and Time Point, Adjusting for Baséline NAR
Patient Is Fixed '
Study 2: Elizabeth Study No. 5
Time = 90 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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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 ‘Basélife NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes

14:50 Thursday, December 14, 2006 822

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
o ubmw R |
Max 0bs Per Subject 20
PR ""’%"\'fﬂ’tiﬁ"ﬁ Uswﬁ P ,.,,,..,,A.,,,,_,_w.-V»_;.,.,,.,.,20,, - e i bt e e . e oLt e St e b e e
Qbservations Not Used o}

Total Observations 20
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> Phenylephrine vsi=Placebs & S B
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjustifig for B&seline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.4491

Fit Statistics

-2 Res Log Likelihood 27.0
AIC (smaller is better) 29.0
AICC (smaller is better) 29.7
BIC (smaller is better) 29.1

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.20  0.6639
PATIENT 9 8 1.58  0.2667

TREAT 1 8 49,13 0.0001
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i - Phenylephrine: vs, Placebo S e e
Change From Baseline NAR.(Nasal Airflow Resistance)
o S S R e ~Performing- Analysis of “Covariance by Study and Time Point, Adjusting for Baseline NAR
e Patient Is Fixed
Study 2: Elizabeth Study No. 5
g Time = 120 minutes

it
i

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -2.1455 0.2140 8 -10.03 <.0001 0.05 -2.6390 -1.6520
TREAT Placebo -0.00399 0.2140 8 -0.02 0.9856 0.05 -0.4975 0.4895

Differences of Least Squares Means

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

TREAT brug Placebo -2.1415 0.3055 8 -7.01 0.0001 0.05 -2.8461 -1.4370

oA Al e e S
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B AT e S R : o : e Phenylephrine vsi Placebo G o = o i
. Change From Baseline NAR (Nasal Airflow Resistance)
e . e Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
o Patient Is Fixed

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

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

Resid
1.0 +
A
0.5 + A A
A
A
A
A A
AA
0.0 4+
A A
A A
A
A
A
0.5 + A A
A
-1.0 +
—"w!m : J . 4 I
D L T "zk e 1 gt we 1
-1.0 -0.5 0.0 0.5 1.0 1.5
: B Pred




Appendix 2 14:50 Thursday, December 14, 2006 826
= : Gsiemn R T Lt R : ez sm s Phenylephrine-vweo-Placebo B s
- change From Baseline NAR (Nasal Airflow Resistance)
o . P Performing Analysis-ef Covariance by Study and Time Point, Adjusting for Baselihe NAR
T : Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes

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

. . ‘ . o : .. ... . Performing Analysis of Covariance by Study and Time Point, Adjusting Tor Baseline NAR

T - : Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

i'h

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.44675858 Variance 0.19959323
Skewness 1.01389051 Kurtosis 0.68332635
Uncorrected SS 1.,79633907 Corrected 8S 1.79633907
Coeff Variation . Std Error Mean 0.14127747

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.44676
Median -0,06318 vVariance 0.19959
Mode . Range 1.43831
Interquartile Range 0.54238
Tests for Location: Mu0O=0
-Statistic- = ----- p value------
t 0 Pr > |t 1.0000
- PR N Y - .Q.,u_.p'-.”.“*f 1 QOGO S i ot o et A B e
Signed Rank S -2.5 Pr >= 18] 0.8457




Appendix 2 14:50 Thursday, December 14, 2006 828
= R ST RS T T T L I L DS W . - Phenylephrine-ve; Placebo e e e o
‘ Change From Baseline NAR (Nasal Airflow Resistance)
e e - Performing Analysis of -Govariance by Study and Time Point, Adjusting for Baseline NAR
. : Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value---.--
Shapiro-Wilk W 0.920746 Pr < W 0.3632
Kolmogorov-Smirnov D 0.146925 Pr > D >0.1500
Cramer-von Mises W-8q 0.049494 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.337574 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.927130
99% 0.927130
95% 0,927130
90% 0.709644
75% Q3 0.176787
50% Median -0.063177
25% Q1 -0.365598
10% -0.,457006
5% -0,511184

1%
0% Min
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‘ i s [ , S Phenylephrine vs. Placebo S '

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

Patient Is Fixed

Study 2: Elizabeth Study No. 5§
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest------vuv-- -e-ec------Highest----vcnuv--
Value  PATIENT Obs value  PATIENT Obs
-0.511184 2018 6 0.0420879 2014 5
-0.402828 2005 2 0.0750012 2024 10
-0,365598 2001 1 0.1767871 2021 8
-0.265113 2012 4 0.4921584 2023 9
-0.168442 2020 7 0.9271299 2007 3
Stem Leaf # Boxplot Normal Probability Plot
8 3 1 | 0.9+ * o kbdtd
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49 . 1 | | +Hb+4
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= T e i S R : : - ax Phenylephrine ve:Placebo R 8 ST
- Change From Baseline NAR (Nasal Airflow Resistance)
T o . Performing Analysis of Govariance by Study and Time Point, Adjusting for Baseline NAR
e Patient Is Fixed
Study 2: Elizabeth Study No. §
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.44675858 Variance 0.19959323
Skewness -1.0138905 Kurtosis 0.68332635
Uncorrected S8 1.79633907 Corrected SS 1.79633907
Coeff Variation . Std Error Mean 0.14127747

Basic Statistical Measures

Location variability
Mean 0.000000 Std Deviation 0.44676
Median  0.063177 Variance 0.19959
Mode . Range 1.43831
Interquartile Range 0.54238

Tests for Location: MuO=0

-Statistic-

0
g0 y R - W— e IM’I 1. eemv e i e b bt R e et e B bt A
Signed Rank S 2.5 Pr >= |S] 0.8457

pus

i
E4
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- Phenylephring vé; Placebo - ' e

Change From Baseline NAR (Nasal Airflow Resistance)
rerforming Analysis of-Covariance by Study and Time Point, Adjusting for Baseline NAR
T Patient Is Fixed

Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic---  ----- P Vélue ------
Shapiro-Wilk W 0.920746 Pr < W 0.3632
Kolmogorov-Smirnov D 0.146925 Pr > D >0,1500
Cramer-von Mises W-Sqg 0.049494 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.337574 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.511184
99% 0.511184
95% 0.511184
90% 0.457006
75% Q3 0.365598
50% Median 0.063177
25% Q1 -0.176787
10% -0.709644
5% -0.927130
1% v QR AR

0% Min -0.927130
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P . I - e : i Phenylephrifig:v&: Placebo T e ;
- . Change From Baseline NAR (Nasal Airflow Resistance)
LT : : o ' © 0 Performing Analysis of Covariance by Study and Tims Point, Adjustilg f6F Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5

Time = 120 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest--«---v---- sewss------Highest-«--------
Value  PATIENT Obs Value PATIENT Obs
-0,9271299 2007 3 0.168442 2020 7
-0.4921584 2023 9 0.265113 2012 4
-0.1767871 2021 8 0.365598 2001 1
-0.0750012 2024 10 0.402828 2005 2
-0.0420879 2014 5 0.511184 2018 6
Stem Leaf # Boxplot Normal Probability Plot
4 01 2 | 0.5+ +hbtt *
2 77 2 Fevenn + | LE T2
07 1 Hooho ok | +hbt4
-0 884 3 LR + | o kg
-2 | [ 4t
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Change From Baseline NAR (Nasal Airflow Resistance)
O SRR ‘ i Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
‘ ' N Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 120 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

I
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Appendix 2
: Phenylephrife” v8," Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

----------------------------------- see-s--cc--e--- TIME=180 minutes ---------cmememumennnnan oo

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 lLevel 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
Subjects

Max Obs Per Subjec

-@pservations-ysed-
Observations Not Used

14:50 Thursday, December 14, 2006 834

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

Total Obseryationg 20
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Phenylephring vs. Placebo S ' : :
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysi§ of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.2867

Fit Statistics

-2 Res Log Likelihood 23.4
AIC (smaller is better) 25.4
AICC (smaller is better) 26.1
BIC (smaller is better) 25.5

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 8 1.67 0.2327
PATIENT 9 8 1,01 0.5015

TREAT 1 8 23.78 0.0012

o A . i o A B
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Phenyléptirine vé&. Placebo P R s
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study ahd Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t] Alpha Lower Upper
TREAT Drug -1,1071 0.1710 8 -6.47 0.0002 0.05 -1.5015 -0.7128
TREAT Placebo 0.08334 0.1710 8 0.49 0.6391 0.05 -0.3110 0.4777

Differences of Least Squares Means

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

TREAT Drug Placebo -1.1905 0.2441 8 -4.88 0.0012 0.05 -1.7535 -0.6275
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= Phenylephrine vs; Placebo T e ‘ o 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 2: Elizabeth Study No. §
Time = 180 minutes

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

Resid
0.75 T

0.50 L

0.25 + A B

o | ol ] e L
} A I 4 _,;k‘}, | PRI ,_"?‘_JF, = T
-0.8 -0.6 -0.4 -0.2 0.0 0.2 0.4 0.6 0.8
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Phenylephtine v&. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
“Performing Analysis of Covariance by Study and Time Point, Adjligting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 180 minutes

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

Resid
0.75 +
A
0.50 +
A
0.25 + A
0.00 + B
A
A
-0.25. + B
-0.50 +
A
-0.75 +

>

”'ﬁiacebo‘

TREAT
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=== : : o o S : - Phenylephrine vs., Placebo o R ) :
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.35699245 Variance 0.12744361
Skewness 0.29908023 Kurtosis 0.18596384
Uncorrected S$ 1.14699247 Corrected SS 1.14699247
Coeff Variation . Std Error Mean 0.11289092

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.35699
Median -0.04215 Variance 0.12744
Mode . Range 1.24234
Interquartile Range 0.53571

Tests for Location: Mu0=0

_Test -Statistic- = ----- p Value

i

Student's t  t 0 Pr> |t 1.0000
E— 84 G- N e B 'Mf B o i e s
Signed Rank s -1,5 Pr >= |§| ~0.,9219
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T T L ; EE = : : - Phenylephting: v§. 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. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value-«-----
Shapiro-Wilk w 0.971005 Pr < W 0.9000
Kolmogorov-Smirnov D 0.193164 Pr > D >0.1500
Cramer-von Mises W-8q 0.042855 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.238124 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% -Max 0.6464102
99% 0.6464102
95% 0.6464102
90% 0.5128941
75% Q3 0.2787892
50% Median -0.0421517
25% Q1 -0,2669178
10% -0.4292349
5% -0.5959338
1% oy BR59338

0% Min  -0.5959338
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ERTTI . G Lt i e e R R A R Phenylephrine vs: Placebo . . See— : : :
Fvﬁ Change From Baseline NAR (Nasal Airflow Resistance)
- : e : wo o Performing Analysis “of Covariance by Study and Time Point, Adjusting for Baseline NAR
) Patient Is Fixed
Study 2: Elizabeth Study No. 5§

Time = 180 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----------- see--------Highest------c---.
Value PATIENT Obs Value PATIENT Obs
-0.5959338 2012 4 -0.0146437 2005 2
-0.2625359 2014 5 0.0061172 2021 8
-0.2569178 2024 10 0.2787892 2023 9
-0.1110038 2018 6 0.3793781 2001 1
-0.0696597 2020 7 0.6464102 2007 3
Stem Leaf # Boxplot Normal Probability Plot
6 5 1 i 0.7+ * bttt
4 | | +H+++
2 88 2 L + i +rphp
01 1 |+ | | R
-0 171 3 oo * | R
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Phenylephrifie-vs. Flacebo e B
Change From Baseline NAR. (Nasal Airflow Resistance)

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

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.35699245 Variance 0.12744361
Skewness -0.2990802 Kurtosis 0.18596384
Uncorrected SS 1.14699247 Corrected SS 1.14699247
Coeff Variation ' Std Error Mean 0.11289092

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.35699
Median  0.042152 Variance 0.12744
Mode . Range 1.24234
Interquartile Range 0.53571
Tests for Location: MuO=0
Test -Statistic- . r--e- p value------
Student's t  t 0 Pr>t]  1.0000
Sigm : [/t e o i R O PBIG e

Signed Rank S 1.8 Pr.2= _|S8] 0,9218
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Phenylephring vs: Pldceho S B B
. Change From Baseline NAR. (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Tiiié Point, Adjusting for Baseline NAR’
© Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test . --Statistic---  --.-- p value------
Shapiro-Wilk w 0.971008 Pr < W 0.9000
Kolmogorov-Smirnov. D 0.193164 Pr>D >0.1500
Cramer-von Mises W-8q 0.042855 Pr > W-Sq >0.2500
Anderson-Darling A-S8q 0.238124 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate

100% Max 0.5959338

99% 0.5959338

95% 0.5959338

90% 0.4292349

75% Q3 0.2569178

50% Median 0.0421517

25% Q1 -0.2787892

10% -0.5128941
v . 5% -0.6464102... ... ...
Z* o 195 ﬂ} v L e ¢ i

0% Min -0.6464102
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=0 v o S : S . ’ Phenylephrine vs. Placebo e : - o
Change From Baseline NAR (Nasal Airflow Resistance)
o ) Performing Analy$is of Covdriance by Study and Time Point, Adjusting for Baseline NAR
' Patient Is Fixed
Study 2: Elizabeth Study No. 5

Time = 180 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

------------ Lowest----r-vv--n “----------Highest--------u--
Value PATIENT Obs Value PATIENT Obs
-0.6464102 2007 3 0.0696597 2020 7
-0.3793781 2001 1 0.1110038 2018 6
-0.2787892 2023 9 0.2569178 2024 10
-0.0061172 2021 8 0.2625359 2014 5
0.0146437 2005 2 0.5959338 2012 4
Stem Leaf # Boxplot Normal Probability Plot
60 1 | 0.7+ Tttt
4 | | +Hirt
2 66 2 L TR + | dEp4EL
0171 3 LRSI 4 l Rk
-01 1 | | | e
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Phenylephring-vs. 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 2: Elizabeth Study No. 5
Time = 180 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

-0.25

-0.5




Appendix 2 14:50 Thursday, December 14, 2006 846
Phenylephrine vs.“Placebo e . o o

Change From Baseline NAR (Nasal Airflow Resistance)
“Performing Analysi¥ of Covariance by Study and Tiné Point, Adjusting for Baséline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5§
Time = 240 minutes

------------------------------------------------------------------- TIME=240 MiNUTES - -cccvvmmm i e it i iiatctaie o aa e
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

v

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

+Buybjects - 1

Max Obs Per Subject 20

ﬁbs ervat iOﬂ 5 UW«“‘» R - . 20 izt v..~.‘r._,._ NPT - g g et ANk e e

Observations NQt _Used o] B

Total Observations ) 20
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Phenylephriné 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. §
Time = 240 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.7619

Fit Statistics

-2 Res Log Likelihood 31.2
AIC (smaller is better) 33.2
AICC (smaller is better) 33.9
BIC (smaller is better) 33.3

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 8 0.05 0.8357
PATIENT 9 8 0.36 0.9237

TREAT 1 8 0.96 0.3567
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: ‘ e o T A T ' - Ceenie®h Phenylephiring Ve Placebo e B o
;HT Change From Basellne NAR (Nasal Amrflow R931stance)
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -0.3802 0.2787 8 -1.36 0.2097 0.05 -1.0229 0.2625
TREAT Placebo 0.008993 0.2787 8 0.03 0.9750 0.05 -0.6337 0.6517

Differences of Least Squares Means

Standard

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

TREAT Drug Placebo -0.3892 0.3980 8 -0.98 0.3567 0.08 -1.3069 0.5285
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‘Phenylephrine vs. PYacebo ’ ‘ ’ R )
. Change From Baseline NAR (Nasal Airflow Resistance)
- e . : o “ Performing Analysis of Covariance by Study and Tiie Point, Adjusting” for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

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

Resid
1.5 +
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- e : Ll s : e o= sphenylepheine vsi cPlacebo MRCE B
o Change From Baseline NAR (Nasal Airflow Resistance)
fenniit e - : e : Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
’ : Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

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

Resid
1.5 +
A
1.0 ¢+
A
A
0.5+ A
A
A
A A
0.0 B B
A A
A
A
-0.5 + A
A
A
-1.0 +
A
-1.5 +
{v
) Placebo

TREAT
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R = e L e Phany Tephrine Ve PLacEDt e S '
- Change From.Baseline NAR (Nasal Airflow Resistance)
P . e T Ferforming Analysis of Covariance by Study and Timé Point, Ad]ustlng for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. &
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 10 Sum Weights 10
Mean o] Sum Observations 0
Std Deviation 0.58190215 Variance 0.33861011
Skewness 1.11705314 Kurtosis 1.66137483
Uncorrected 88 3.04749102 Corrected SS 3.04749102
Coeff Variation . Std Error Mean 0.18401362

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.58180
Median -0.06402 Variance 0.33861
Mode . Range 2.00888
Interquartile Range 0.50426
Tests for Location: Mu0=0
Test . -Statistic- --—*ap Valug-«----
Student's t t (o} Pr > |t] 1.0000
Sign' ) [/ I ’Pr'ﬂ“‘rm‘[ 0.7880 et T S e
Signed Bank .. 8§ 5.8 Br.25.. S} 0.6250
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Phenylephrine vs.*Placebo S o C e
Change From Baseline NAR (Nasal Airflow. Resistance)
P : o T e e pgrferming Analysis of Covdriance by Study and Tide Point, Adjusting for Baseline NAH
; Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

[

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic---  ----- p value------
Shapiro-Wilk 0.924634 Pr
Kolmogorov-Smirnov 0.179951 Pr

w

D
Cramer-von Mises W-Sq 0.054173 Pr
Anderson-Darling A-Sq 0.348826 Pr

W 0.3972
) >0.1500
W-Sq >0.2500
A-Sq >0.2500

VvV V. V A

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.2728888
99% 1.2728888
95% 1.2728888
90% 0.9157741
75% Q3 0.1778343
§0% Median -0.0640196
25% Q1 -0.3264248
10% -0.6605691
-0.7359907

- Q76000

-0.7359907

S et
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R Phignylephrine vs. Platebd < R e ¢
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covarianceé by Study and Timé Point, Adjusting for Baseliné NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest----s~u-en- see-e--s---Highest---orornnnn
Value PATIENT Obs Value PATIENT Obs
-0.7359907 2014 5 -0.0620634 2020 7
-0.5851475 2012 4 0.0524548 2018 6
-0.3264248 2024 10 0.1778343 2007 3
-0.2862350 2023 9 0.5586594 2005 2
-0.0659759 2021 8 1.2728888 2001 1
Stem Leaf # Boxplot Normal Probability Plot
13 1 o] 1.25+ * bbbt
06 1 | | Fr4tE+4t
0 12 2 oot 0.25+ FHEER x4
-0 3311 4 [ * | FE F R N
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i ' R T i ; " phenylephrine vs. Placebo : : : :
Change From Baseline NAR (Nasal Airflow Resistance)
performing Analysis of Covariance by S$tudy and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 10 Sum Weights 10
Mean 0 Sum Observations 0
Std Deviation 0.58190215 variance 0.33861011
Skewness -1.1170531 Kurtosis 1.66137483
Uncorrected SS 3.04749102 Corrected SS 3.04749102
Coeff Variation Std Error Mean 0.18401362

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.58190
Median  0.064020 Variance 0.33861
Mode Range 2.00888
Interquartile Range 0.50426
Tests for Location: Mu0=0
Test -Statistic- ~e--xp Valuge-----
Studeﬁt's 1 t Pr > |t} 1.0000
-3 1 M LRSS S M St f AR s 1 1 A e
Signed.Rank S 5.5 Pr >= 1S| 0,6250
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= SR : e e - i : “Phenylephrine vs. Placebo’ T T ‘
Change From Baseline NAR (Nasal Airflow Resistance)
" Perforiiiig Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk w 0.924634 Pr < W 0.3972
Kolmogorov-Smirnov 8] 0.179951 Pr > D >0.1500
Cramer-von Mises W-Sg 0.054173 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.348826 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.7359907
99% 0.7359907
95% 0.7359907
90% 0.6605691
75% Q3 0.3264248
50% Median 0.0640196
25% Q1 -0.1778343
10% -0.9157741

5% -1.2728888

0% Min -1. 2728888
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AT ’ e e e o ~fhenylephrine vs. Placebto A S -
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covaridnce by Study and Time Point, Adjusting for Baséeline NAR
Patient Is Fixed
Study 2: Elizabeth Study No. &
Time = 240 minutes
Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

------------ Lowest---vucnonen se---------Highest------c----
Value PATIENT Obs Value PATIENT Obs
-1.2728888 2001 1 0.0659759 2021 8
-0.5586594 2005 2 0.2862350 2023 9
-0.1778343 2007 3 0.3264248 2024 10
-0.0524548 2018 6 0.5851475 2012 4
0.0620634 2020 7 0,7359907 2014 5
Stem Leaf # Boxplot Normal Probability Plot
0 67 2 | 0.75+ FHEEER
0 1133 4 +o-t--4 | KpRpprppRf
-0 21 2 Foannn + -0.25+ L LS R
-0 6 1 | i bttt
-1 3 1 0 -1.25++++++++d *
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-2 -1 0 +1 +2
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W : e S R : i Phenylephrine vs. Placebo - R e R
Change From Baseline NAR (Nasal Airflow Resistance)
LT e s D . Performing Analysis of Covariance by Study and Timg Poifit, Adjusting for Basélihs NAR
B Patient Is Fixed
Study 2: Elizabeth Study No. 5
Time = 240 minutes

Checking Residuals for Study 2 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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L s . - “Phenylephrine vs. Placebo . N BRSNS
Change From Baseline NAR (Nasal Airflow Resistance)
PerFormlng Analysis of Covariance by Study and Time Point, Adjusting for Baseling NAR -
Patient Is Fixed
Study 3: Cintest Study No. 1
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 16 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048
Dimensions

Covariance Parameters 1
Columns in X

Bk ol s
Subjects

" e ObyPerSubject

Qbsgryvations Used
Observations Not Used
“"Total Obsérvations
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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 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 6.2938

Fit Statistics

-2 Res Log Likelihood 85.4
AIC (smaller is better) 87.4
AICC (smaller is better) 87.7
BIC (smaller is better) 88.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 14 2.10 0.1696
PATIENT 15 14 0.43 0.9435

TREAT 1 14 0.04 0.8376




. . '

Effec

TREAT
TREAT

Effect

TREAT
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~Phenylephrine vs. Placebo ERE - :
Change From Baseline NAR.(Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseling NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

The Mixed Procedure

Least Squares Means

Standard

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

brug -1.3514 0.6316 14 -2.14 0.0505 0.05 -2.7060 0.003127

Placebo -1.1637 0.6316 14 -1.84 0.0867 0.05 -2.5183 0.1909

Differences of Least Squares Means
Standard

TREAT TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
Drug Placebo -0.1877 0.8993 14 -0.21 0.8376 0.05 -2.1166 1.7411

N - - i s o e e+ A B s
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Phefiylephrine vs. Placebo™ . : o :
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariafice by Study and Time Poifit, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

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

Resid

Prad
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Phenyléphrine vs. Placebo : - o e )
Change From Baseline NAR (Nasal Airflow Resistance)
" Performing Andlysis of Covariance by Study and Time Point, "Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes

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

Resid
4 4

A

B
B

2+ A
A
B A

A
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A
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R S : - phénylephrine vs. Placebo -~ s e P A
[ Change From Baseline NAR (Nasal Airflow Resistance)
crm o o PeFforiiing Andlysis of CovaFidftd by Study and Time Poift, "Adjusting for Baséliné NAR

k Patient Is Fixed :
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 1.71379298 Variance 2.93708639
Skewness -0.1579846 Kurtosis -0.6780133
Uncorrected SS 44.,0562959 Corrected SS 44.0562959
Coeff Variation . Std Error Mean 0.42844825

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.71379
Median  0.106588 Variance 2.93709
Mode . Range 5.68615
Interquartile Range 2.29966

Tests for Location: Mu0=0

e ] S Test ~.-Statistic-

. Student's t 0 pPro> |t
S e s GG T et - - L

Signed Rank ] 4 Pr.>= IS .. 0.8603
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S e e o . e s “Phenylephrine vs. Placebo s b It et
R . Change From -Baseline NAR (Nasal Airflow Resistance)
B i R ) Performing "Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Tests for Normality

Test --8Statistic---  ----- p value------
Shapiro-Wilk W 0.957931 Pr < W 0.6244
Kolmogorov-Smirnov D 0.146119 Pr > D >0.1500
Cramer-von Mises W-Sq 0.041346 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.266004 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.656914
99% 2.656914
95% 2.656914
90% 2.551244
75% Q3 0.978476
50% Median 0.106588
25% Q1 -1.321181
10% -2.367921

5% -3.029236
© -3.029286 -
-3.029236
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Phenylephrine’vs., Placebo = = o R S R e
[ Change From Baseline NAR (Nasal Airflow Resistance)
S o - o “Performing Analysis of Covariance by Stidy and Time Point, Adjusting for Baseline” NAR T ; T —"
Patient Is Fixed ‘ o
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
vVariable: Resid

Extreme Observations

----------- Lowest---cncnn--- se---e-----Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-3.029236 3003 2 0.880578 3046 15
-2.367921 3039 2 1.076375 3048 16
-2.183107 3032 10 2.113041 3044 14
-1.735738 3026 9 2.551244 3008 4
-0.906624 3005 3 2.656914 3018 7
Stem Leaf # Boxplot Normal Probability Plot
2 167 3 | 2.5+ LR A
11 1 Foun-n + | +H*++4
0 111379 6 LI S | *kphkkphpk
-0 94 2 | | -0.5+ *p kg
-1 7 1 temenn + | +HER4+
-2 42 2 | | Fhbry *
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"l o G ' T Phenylephrine vs. Placebo e B R
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covarianceé by Study and Time Point, Adjlusting for Baseline NAR ~

Patient Is Fixed

Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 1.71379298 Variance 2.93708639
Skewness 0.15798462 Kurtosis -0.6780133
Uncorrected SS 44.0562959 Corrected S§ 44.0562959
Coeff Variation . Std Error Mean 0.42844825

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.71379
Median -0.10659 Variance 2.93709
Mode . Range 5.68615
Interquartile Range 2.29966
Tests for Location: Mu0=0
e -Statistic- = ----- p Valug---«<«
Student's t t 0 Pr > |t] 1.0000
e St P e R OTAEEE e e L e S

Signed. Rank S, 4 . . . Pr.>= 18] 0.8603.
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d Phenylephring vs. Placebo e e : R

= Change From Baseline NAR (Nasal Airflow Resistance)
S o o ’ T ) ““performing Analysis of Covariance by ‘Study and Time Point, Adjisting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.957931 Pr < W 0.6244
Kolmogorov-Smirnov D 0.146119 Pr > D >0.1500
Cramer-von Mises W-8q 0.041346 Pr > W-Sq >0.2500
Anderson-Darling A-8Sq 0.266004 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.029236
99% 3.029236
95% 3.029236
90% 2.367921
75% Q3 1.321181
50% Median -0.106588
25% Q1 -0.978476
10% 551244
5% .656914
1%~ -2,656914

.656914

e A i S P
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R T Phenylephrine vs: Placebo :
Change From Baseline NAR (Nasal Airflow Resistance)

“Performing Ahaly3i§“bf Covariance by Stiidy dnd Timeé Point, Adjustifig for Baseline NAR ~

Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest-------n-v- seve-s--eocHighest-co-eonnn-
Value  PATIENT Obs Value PATIENT Ohs
-2.656914 3018 7 0.906624 3005 3
-2.551244 3008 4 1.735738 3026 9
-2.113041 3044 14 2.183107 3032 10
-1.076375 3048 16 2.367921 3039 12
-0.880578 3046 15 3.029236 3003 2
Stem Leaf # Boxplot Normal Probabilit
30 1 i 3.5+
2 24 2 | |
17 1 LEEER + |
0 49 2 |+ 0.5+ +tttk4
-0 973111 6 oo * | KpRpRE KK
-1 1 LR + | Y
-2 761 3 -2.5+ Kpp kg X

y Plot
* ettt

* kit
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= ) - N R ) e Phenylephtine vs, Placebo T 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 3: Cintest Study No. 1
‘ Time = 15 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

o
—— — 4 —— — e — A ——— o — — —  — — — 4 —

e e
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e e B . TN PhenyLephring vs. Placebo . . PR A 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 3: Cintest Study No. t
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 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

Dimensions
Covariance Parameters 1
Columns in X ' 20
“ Columns in Zre . 0 i
Subjects 1
Max Obs Per SUBTECE R ————— e i b
Qbservations \ised 32

g e o Observations Not Used 0 )
# ' R ST Total Observations T 32 ‘ ‘ B
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- 7 - Bt S e Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis’ 6f Covariance by Study and Time Point,” Adjusting” for Baseline NAR
' Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 11,5455

Fit Statistics

-2 Res Log Likelihood 93.8
AIC (smaller is better) 95.8
AICC (smaller is better) 96.2
BIC (smaller is better) 96.5

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 3.77 0.0726
PATIENT 15 14 0.49 0.9085

TREAT 1 14 3.33 0.0893
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Phenylephrine vs. Placebo S R SRR
Change From Baseline NAR.(Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
.. Study 3: Cintest Study No. 1
Time = 30 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t value Pr > |t| Alpha Lower Upper
TREAT Drug -3.0516 0.8554 14 -3.57 0.0031 0.05 -4.8862 -1.2169
TREAT Placebo -0.8276 0.8554 14 -0.97 0.3497 0.05 -2.6623 1.0070

Differences of Least Squares Means

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

TREAT Drug Placebo -2.2240 1.2180 14 -1.83 0.0893 0.05 -4.8364 0.3885




Resid
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R Phenylephriie vgi“Placebo S P SR
Change .From Baseline. NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Tiie Point, Adjusting for Bdaseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes

Plot of Resid*Pred. Legend: A =1 obs, B = 2 obs, etc.
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‘ Phenylephrine vs, Placebo e EE e o
- Change From Baseline NAR (Nasal Airflow Resistance)

- T 4 Performing Analysis of Covariance by Study and fime Point, Adjusting for Badseline NAR

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

Plot of Resid*TREAT. Legend: A =1 obs, B = 2 obs, etc.
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e et phenylephrine vel o Placebo T S o
Change From Baseline NAR:(Nasal Airflow Resistance)
“performing Analysis of ‘Govariance by Study and Timé Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 2,32118713 Variance 5.38790969
Skewness -0.9449214 Kurtosis -0.3321249
Uncorrected S8 80.8186454 Corrected SS 80.8186454
Coeff Variation . std Error Mean 0.58029678

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.32119
Median  1.,049643 Variance 5,38791
Mode . Range 7.05278
Interquartile Range 3.07855
Tests for Location: Mu0O=0
Test -Statistic- sessrep Valugs-o---
Student's t t o] Pr > |t] 1.0000
Sty 13 QWPF”S“#Mf = O, A5ES 4 SR sy £ e e Sttty e
Signed. Bank. s 8 Pr.2= |8i Q.7057 -
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= phenylephrine vsi Placebo e : R e :
Change From Baseline NAR. (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for B#selilie NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p vValue------
Shapiro-Wilk W 0.859497 Pr < W 0.0189
Kolmogorov-Smirnov D 0.234099 Pr > 0D 0.0196
Cramer-von Mises W-Sq 0.150394 Pr > W-8q 0.0215
Anderson-Darling A-Sq 0.889448 Pr > A-Sq 0.0189

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.59368
99% 2.59368
95% 2.59368
90% 2.07830
75% Q3 1.77380
50% Median 1.04964
25% Q1 -1.30475
10% -4.44418

e - : - : 5% -+4.45910. .

510

0% Min -4.45910

A
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T ' dheteie s pheny lephring ve U Pacebo R T
Change From Baseline NAR (Nasal Airflow Resistance)
"Performing Analysis’ of Covariance by Study and Time Point, Adjusting for Baselineé NAR
Patient Is Fixed '
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- se--------Highest----«-----
Value PATIENT Obs Value PATIENT Obs

-4.45910 3026 9 1.63598 3048 16

-4.44418 3005 3 1.91161 3044 14

-2.98877 3001 1 2.02497 3041 13

-1.43572 3003 2 2.07830 3036 11

-1.17378 3032 10 2.59368 3018 7

Stem Leaf # Boxplot Normal Probability Plot

2 016 3 | 2.5+ +rtEx *
1 012569 6 +----- + i X kK kpkpk
05 1 |+ | | * bbbt
-0 | | | +++4
-1 421 3 . + 1 gk
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30 1 | | ++++4
-4 54 2 | +
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Phenylephrine v§."Placebo SR A TR L i
b : Change From Baseline NAR (Nasal Airflow Resistance)
o e o o Performlng Analysis of Govariance by Study and Tiig Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 30 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean o] Sum Observations 0
Std Deviation 2,.32118713 Variance 5.38790969
Skewness 0.94492139 Kurtosis -0,3321249
Uncorrected SS 80.8186454 Corrected SS 80.8186454
Coeff Variation . Std Error Mean 0.58029678

Basic Statistical Measures

Location variability
Mean 0.00000 Std Deviation 2.32119
Median -1.04964 Variance 5.38791
Mode . Range 7.05278
Interquartile Range 3.07855

Tests for Location: Mu0=0

-Statistic- ... .x-e-ep Value------
’ Student ‘s"t t o Pr>{t] 1.0000
STgh” W TPyt 0., 4545
Signad.Bank . .S =B Br.>= ISl .. .0.7087
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Phenylephrine vs. Placeby
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Timé Poiht, Adjusting for B&dseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 30 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --8tatistic--- = ----- p value------
Shapiro-Wilk w 0.859497 Pr < W 0.0189
Kolmogorov-Smirnov D 0.234099 Pr > D 0.0196
Cramer-von Mises W-Sg 0.150394 Pr > W-Sq 0.0215
Anderson-Darling A-Sq 0.889448 Pr > A-Sq¢ 0.0189

Quantiles (Definition 5)

Quantile Estimate
100% Max 4,45910
99% 4.45910
95% 4,45910
90% 4.,44418
75% Q3 1.30475
50% Median -1.04964
25% Q1 -1.,77380
10% -2.07830
5% -2.59368

g ;,‘-@w,g

it s 8

0% Min -2,59368
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““Plyenyiephrine vs. Placébo™ S S T
- o ) o Change From Baseline NAR (Nasal Airflow Resistance)
- ' N ' ‘Performing Analysis of Covariance by Study and Time Point, ‘Adjusting for Baseliné NAR
Patient Is Fixed

5 Study 3: Cintest Study No. 1

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

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest-----u-n-- ~e-e------Highest---v------
vValue  PATIENT Obs Value  PATIENT Obs

-2.59368 3018 7 1.17378 3032 10

-2.07830 3036 11 1.43572 3003 2

-2.02497 3041 13 2.98877 3001 1

-1.91161 3044 14 4.44418 3005 3

-1.63598 3048 16 4,45910 3026 9

Stem Leaf # Boxplot Normal Probability Plot
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30 1 | | e+t
2 | | +hbd
1124 3 Heonn + | *prpH
0 o+ | 4+
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Phenylephirine vs. Placebo - R e B N
Change From Baseline NAR (Nasal Airflow ReSLStance)
AN ‘ ' '  perforning Analysis of Covariafice By Study and Time Point;-Adjusting for Baseline NAR-

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 30 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo o TR P :
Change From Baseline -NAR (Nasal Airflow Resistance)
Performing "Analysis of Covariancé by Study and Time Point, Adjusting for Bas&line NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
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 tevels Values
TREAT 2 Drug Placebo
PATIENT 16 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048
Dimensions

Covariance Parameters 1
i - - - e . - Columns. in X

Subjects
“HEx-OuyT Pt sSubect
QOhsaeryationsg Lised

Simmeseewe o b e ) o ) Observations Not Used 0 )
‘ T Total Observations ) 327 T ’ B
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« TR e ‘Phetylephrine vs. Placeho - S SRR L
o Change From Baseline NAR (Nasal Airflow Resistance)
B o T e PeFFEFNTIG ANa1yais of Covariance by Study and Time Point; Adjusting for Baseline NAR
Patient Is Fixed ‘
Study 3: Cintest Study No. 1
Time = 45 minutes

The Mixed Procedure

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 16.4001

Fit Statistics

-2 Res Log Likelihood 98.8
AIC (smaller is better) 100.8
AICC (smaller is better) 101.1
BIC (smaller is better) 101.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 14 0.56 0.4673
PATIENT 15 14 0.61 0.8203
TREAT 1 14 1.89 0.1903
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Phenylephrine vs. Placebo ™ - S I e
= Change From Baseline NAR (Nasal Airflow Resistance)
T B Perforining Analysis of Covarianice by Study and Time Point, Adjusting for Baseline NAR-

Patient Is Fixed
W Study 3: Cintest Study No. 1
' Time = 45 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -3.5247 1.0195 14 -3.46 0.0038 0.05 -5,7113 -1.3381
TREAT Placebo -1.5265 1.0195 14 -1.50 0.1565 0.05 -3.7131 0.6601

Differences of Least Squares Means

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

TREAT Drug Placebo -1.9981 1.4517 14 -1.38 0.1903 0.05 -5.1117 1.1155
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phenylephring vs. Placebo S R G e
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariance by $tudy and Time Point, Adjusting for Baseliné NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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e Phenyléptirine-vs. Placebo R 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 3: Cintest Study No. 1
Time = 45 minutes

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

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

Patient Is Fixed

Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N ' 16 Sum Weights 16
Mean ] Sum Observations 0
Std Deviation 2.76647793 Variance 7.65340015
Skewness -0.4303713 Kurtosis -0.8830177
Uncorrected SS 114,801002 Corrected SS 114.801002
Coeff Variation . Std Error Mean 0.69161948

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 2.76648
Median 0.742754 Variance 7.65340
Mode . Range 8.75371
Interquartile Range 4.29008
Tests for Location: Mu0=0

-Test -Statistic- ve--ep Values--sx-

— o " e

Student's t t Pr > |t] 1.0000

Sign ) S AN o e R A I -T2

Signad Rank. ... S el Pr.2=. 18] Q..9399
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e Pheny Lephrine-vg: Placebo T
Change From Baseline NAR (Nasal Airflow Resistance)
‘Performing Afialysis of Covariance by Study and Time Point,Adjusting-for Baseline NAR e .
' Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

14:50 Thursday, December 14, 2006 888

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic--- = ----- p value------
Shapiro-Wilk W 0.92687 Pr < W 0.2174
Kolmogorov-Smirnov D 0.158542 Pr > D >0,1500
Cramer-von Mises W-8q 0.084576 Pr > W-8q 0.1722
Anderson-Darling A-8q 0.481777 Pr > A-Sq  0.2076

Quantiles (Definition 5)

Quantile Estimate
100% Max 3.872542
99% 3.872542
95% 3,872542
90% 3,794083
75% Q3 1.885394
50% Median 0.742754
25% Qf -2.404682
10% -4,678043
5% -4.881171
1% o e 881171
0% Min 881171
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Phenylephring-vs. “Placebo e : i L
# : Change From Baseline NAR (Nasal Airflow Resistance)
- o N ‘ ' ' ‘Performing Analysis of Covariance by Study and Tife Point, Adjusting for Baseline NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 45 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------n “wse------Highest--=-cv-u--
Value  PATIENT Obs Value PATIENT Obs

-4.88117 3001 1 1.77315 3041 13

-4,67804 3026 9 1.99764 3046 15

-2.49385 3003 2 2.27184 3009 5

-2.46921 3005 3 3.79408 3044 14

-2.34015 3032 10 3.87254 3018 7

Stem Leaf # Boxplot Normal Probability Plot

3 89 2 | 3,5+ +*+ *
2 03 2 | | ¥
1 1578 4 LEEEE R + | folaleh ok sl
0 24 2 LR | *h otk
-0 | | -0.5+ ++t
17 1 | | | bk
-2 553 3 Fanenn + | gk ok
-3 |

-4 97 2. |
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‘Phenylephrine v§.-Placebo e : L FEERTR
G o o Change From Baseline NAR (Nasal Airflow Resistance)

T R T T beRforming Analysis of Covariance by Study “and Time Point, Adjusting for Basellne NAR

Patient Is Fixed

Study 3: Cintest Study No. 1

Time = 45 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 2.76647793 variance 7.65340015
Skewness 0.43037127 Kurtosis -0.8830177
Uncorrected S8 114.801002 Corrected SS 114.801002
Coeff Variation . std Error Mean 0.69161948

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 2.76648
Median -0.74275 Variance 7.65340
Mode . Range 8.75371
Interquartile Range 4.29008

Tests for Location: Mu0=0

A ; - i Test. - -Statistic- .

- o i b ~ 2 sty e 3 s i bl S o
: Student's t  t o Pr > |t| 1.0000
‘ A s S " T, . - O - Slgﬂ - - [ e Pt e lM' [T 3.7 2 O b g s R reim it er

Slﬂw s 2 pr>= ||  0.9399
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“Bhenylephrine vs.“Placebo L S L - :
Change -From Baseline NAR (Nasal Airflow .Resistance)
“Performing Analysis of Covariance by Study and Time Point, Adjusting for Baséliné NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- -----p Value------
Shapiro-Wilk W 0.92687 Pr < W 0.2174
Kolmogorov-Smirnov ] 0.158542 Pr > D >0.1500
Cramer-von Mises W-Sq 0.084576 Pr > W-Sqg 0.1722
Anderson-Darling A-Sq 0.481777 Pr > A-Sq 0.2076

Quantiles (Definition 5)

Quantile Estimate
100% Max 4.881171

99% 4.881171

95% 4.881171

90% 4.678043

75% Q3 2.404682

50% Median -0.742754

25% @1 -1.885394

10% -3.794083

e - - -3.872542

P - ey

-3,872542
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Phiénylephrine v§. Platebo - e : [ B
Change From Baseline NAR (Nasal Airflow R981stance)

Performing Analysis of CoVariance by Study and Time Point, Adjusting for Basellne NAR

Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest---------- -vw-------Highest---------
Value  PATIENT Obs Value  PATIENT Obs
-3.87254 3018 7 2.34015 3032 10
-3.79408 3044 14 2,46921 3005 3
-2.27184 3009 5 2.49385 3003 2
-1,99764 3046 15 4,67804 3026 9
-1.77315 3041 13 4,88117 3001 1
Stem Leaf # Boxplot Normal Probability Plot
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3 | | 4+
2 355 3 doennn + i * ok
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0 o+ | 0.5+ ++++
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“phenylephrine vs, Pladebo- - : e L A L
e : : Change From Baseline NAR (Nasal Airflow Resistance)
o o co ‘Performing Analysis of Covariancs by Study and Time Poirt, Adjusting for Baseline NAR
» " Patient Is Fixed
i Study 3: Cintest Study No. 1
’ Time = 45 minutes
Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Schematic Plots
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Phenylephrine vs. Placebdo — -~ L e
o B ) Change From Baseline NAR (Nasal Airflow Resistance)
. i performing Analysis of Covariance by Study and Time Point, Adjusting for Basellne NAR- -
. Patient Is Fixed
o Study 3: Cintest Study No. 1
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 3001 3003 3005 3008 3009 3015

3018 3023 3026 3032 3036 3039
3041 3044 3046 3048

Dimensions

Covariance Parameters 1

columns in. X
Columnih: £

Sub]ects

ﬂ“ﬁbS"P&f“*Sﬂbject B T~ N i e i A S S
Obseryvations Used 32

Observations Not Used 0

Total Observations A
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Phenylephrine vs. Placebo : S L
Change From Baseline NAR (Nasal Airflow Resistance)
Performing Analysis of Covariancé by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

The Mixed Procedure

Covariance Parameter

Estimates \
Cov Parm Estimate
Residual 34,8907

Fit Statistics

-2 Res Log Likelihood 109.3
AIC (smaller is better) 111.3
AICC (smaller is better) 111.7
BIC (smaller is better) 112.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF bF F Value Pr > F
BASELINE 1 14 1.97 0.1824
PATIENT 15 14 0.64 0.7961

TREAT 1 14 2.09 0.1703
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s R e o [T R s Phenylephirine vs. Placebo e St s -
o ) k Change From Baseline NAR- (Nasal Airflow Resistance)
o T o ' Tt " Bgrforming Analysis of Covariance by Study and Tile Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

The Mixed Procedure

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
TREAT Drug -5.6251 1.4870 14 -3.78 0.0020 0.05 -8.8144 -2.4387
TREAT Placebo -2.5643 1.4870 14 -1.72 0.1066 0.05 -5.7536 0.6251

Differences of Least Squares Means

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

TREAT Drug Placebo -3.0608 2.1174 14 -1.45 0.1703 0.05 -7.6023 1.4806

D ot et e Y o 1
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Phenylephring“vs. ‘Placebo R e A
Change From Baseline NAR. (Nasal Airflow Resistance)
Performing Analysis of Covariance by Study and Time Point, Adjusting for Baseline NAR
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

plot of Resid*Pred. Legend: A = { obs, B = 2 obs, etc.
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~Phenylephrine vs. Placebo: : S TR
Ghange From Baseline NAR (Nasal Airflow Resistance)
Performlng Analysis of Covdridnce by Study and Time Point, Adjusting for Baseline NAR -
Patient Is Fixed
Study 3: Cintest Study No. 1
Time = 60 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc,
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" ' . o Phénylephrine vs. Placebo e L
o } o . - o Change From Baseline NAR (Nasal Airflow Resistance)
T Performing Analysis of Covariance by $tudy and Time Poift, Adjusting for Baseline NAR

Patient Is Fixed
o Study 3: Cintest Study No. 1

Time = 60 minutes

Checking Residuals for Study 3 at The Minutes Specified

The UNIVARIATE Procedure

Location Variability
Mean 0.000000 Std Deviation 4,03514
Median  0.664387 Variance 16,28234
Mode Range 15,59865
Interquartile Range 3.87445
Tests for Location: Mu0=0
i Test - ~8tatistic- ... p Value----.-
e g g, o
e . . sirie
) Student's t t 0 Pr > |t| 1.0000
¥, T —— Sig e 1 Prosei it 08086 B — it i
Signed.Rank......S 5 Pr.>=. |8l _ 0.8200

Variable: Resid
Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 4,03513802 Variance 16.2823388
Skewness -0.4621882 Kurtosis 0.42754977
Uncorrected 88 244.235083 Corrected SS 244,235083
Coeff variation Std Error Mean 1.00878451

Basic Statistical Measures
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