Appendix 2
Phenylephrine vs. Placebo

Change Froii Baséline NAR (Nasal Airflow Resistance)

Patlent Is Random

Study 7 Huntlngton study No. 2

Time = 90 minutes

Checking Residuals for Study 7 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

--Statistic--- ...

w 0.949421 Pr
D 0.125024 Pr
W-Sq 0.056916 Pr
A-Sq 0.380877 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 9.415667
99% 9.415667
95% 9.303417
90% 9.268678
75% Q3 3.848095
50% Median 0.365323
25% Q1 -3,522879
10% -10.466367
5% -10.773408
1% -11.319805

0% Min -11.319805

<W 0.2433
>D >0.1500
> W-Sq >0.2500
> A-Sq >0.2500
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Placebo . .. ettt b st

tudy and Tihé“?ﬁfﬁ%"ﬁd?uvftng'fb?"!ﬁ#ﬁffﬁ%“ﬁﬁﬁ
..Patient Is Random.. i o
Study 7: Huntington Study No. 2
U ¥ime = 90 minutes
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--v--uav--n ----------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-11.31980 7048 24 6.73380 7028 15
-10.77341 7036 20 7.51925 7044 23
-10.46637 7018 10 9.26868 7001 1
-7.42014 7030 16 9.30342 7017 9
-6.43461 7003 3 9.41567 7016 8
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_Phenylephrine vs. Placebo B
Change From Baseline NAR (Nasal Airflow Resxstance)
e — PEPFOTIFIRG - ANl y S 18 -of -Covariance-by-Study—and-Time-PoimtAdfusting-for-saselire NAR" : - g
... Patient Is Random k
Study 7: Huntington Study No. 2
Time = 90 minutes . . o S e T , v .
Checking Residuals for Study 7 at The Minutes Spe01f1ed : Rl

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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_Phenylephrine vs, Placebo

..Patient, Is Randam.
Study 7 Huntington Study No. 2
 Time = 120 minutes..

The Mixed Procedure

Model -Information

Data Set WORK.ALL
Dependent Variable CHANGE
Covariance Structure Variance Components
Estimation Method REML
Residual Variance Method Profile
Fixed Effects SE Method Prasad-Rao-Jeske-
Kackar-Harville
Degrees of Freedom Method Kenward-Roger
Class Level Information

Class Levels Values

TREAT 2 Drug Placebo

PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 702t
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 2
Columns in X 4
columns in Z 25
Subjects 1

Max Obs Per Subject. . .. ... . 80
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..Phenylephrine vs. Placebo. - . e . . o B
Change From Baseline NAR (Nasal Airflow R931stance) ' ‘
T e ?@?TUﬂﬁiTwrﬂmaiystS“Ufﬂmﬁnnﬁﬁﬂﬁt“ﬁV*SYndy and Time PYIRY, - AdTUSTing Tor BasEITHE NAK |
] .Patient Is.Random. .. ... : y . o I ——

Study 7: Huntington Study No. 2
i -~ Time = 120 minutes- '

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used ]
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
(o] 1 331.,20121978
1 2 329,94825042 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 11,0432
Residual 37.4595

Fit Statistics

-2 Res Log Likelihood 329.9 N
AIC (smaller :is better) 333.9 . . S— - i




Effect

TREAT
TREAT

Effect

TREAT Drug
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.Phenylephrine vs. Placebo .. . . e
Change From Basellne NAR (Nasal Alrflow Re31stance)

:Patient Is Random .. ik i -
Study 7: Huntington Study No. 2
Time .= 120 minutes

The Mixed Procedure
Fit Statistics

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

334.2
336.4

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Value Pr > F
BASELINE 1 29.6 0.48 0.4931
TREAT t 24.2 2.77 0.1089
Least Squares Means
Standard
TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
Drug -2.3262 1.3949 44.3 -1.67 0.1024 0.05 -5.1369 0.4844
Placebo -5.2187 1.3949 44.3 -3.74 0.0005 0.05 -8.0294 -2.4080
Differences of Least Squares Means
Standard
TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper .
Placebo 2.8925 1.7377 24.2 1.66 0.1089 0.05 -0.6926 6.4776
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal A1rf10w~hé51stance) . T s

Pertotring-Atdlysts- of-60vartaﬂ%ﬂ“ﬂV“31tdy'tﬂd‘Ttme*Pﬁfﬁf‘*AﬂTﬁﬁffﬁg—fUr “BasE11iig NAR
. .Patient Is Random. ... ... B b Gk £ 0 o i
Study 7: Huntington Study No. 2

Time = 120 minutes. .

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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. _Phenylephrine vs. Placebo
Change From Baseliné NAR (Nasal Airflow Resxstance)

—Performimg-Anatysis -of -Covartance iy Study- énﬂ'Ttme*PﬁTﬁTJ“kﬁfuftﬂﬂrftr'Basﬁiiﬁﬁ“ﬂﬁﬁ'”""‘“
- caio.Patient. Is Random . . ... T e it
Study 7: Huntington Study No. 2

Timé.= 120 minutes

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo
change From Basellne NAR (Nasal A1rf10w Resistance)

& . .Patient .Is Random [N S i BB i
Study 7: Huntington Study No. 2

- -Time. ®. 120 minutes BRGNS i e B AL A L

Checking Residuals for Study 7 at The Minutes Speclfled T

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations ¢
Std Deviation 5.15626919 Variance 26.5871119
Skewness 0.51922743 Kurtosis -0.2167615
Uncorrected SS 638.090686 Corrected SS 638.090686
Coeff Variation ' Std Error Mean 1.03125384

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 5.15627
Median  0.032168 Variance 26.58711
Mode . Range 19.49196
Interquartile Range 5.64521

Tests for Location: Mu0=0

Test -Statistic-  ----- p vValue------
Student's t t o] Pr > |t 1.0000
Sign M 0.5 Pr >= |M|  1.0000 5
Signed Rank 8 -7.5 Pr >= |§]  0.8448




e — - -Performing-Amalysis of Covartance-by-Study and Time- Wﬂjﬁmmmw

Appendix 2

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

Patient Is Random

Study 7: Huntington Study No. 2

.Time = 120 .minutes

Checking Residuals for Study 7 at The Minutes Specified

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure

Variable: Resid
Tests for Normality
--Statistic---
0.954445‘
0.136733

W
D
W-Sq 0.077333
A-Sq 0.456841

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 11.0271538
99% 11.0271538
95% 9.2909797
90% 7.8751115
75% Q3 1.8390735
50% Median 0.0321684
25% Q1 -3.8061327
10% -5.8649428
5% -7.6898147
1% -8.4648056

0% Min -8.4648056

vV V. V A
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Phenylephrine vs. Placebo .=
Change From Baseline NAR (Nasal Airflow Res1stance)

S Performing-AnalyeTs of Covariante By Study and Time Point, AGTHSTING Tor Baselind NAR
..Patient Is Random N
Study 7: Huntington Study No. 2
Tim@.#.120 minutes -
Checkmg Residuals for Study 7 at The Minutes Specn‘led

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-8.46481 7041 21 6.46087 7042 22
-7.68981 7016 8 7.05195 7021 12
-5.86494 7030 16 7.87511 7018 10
-5.72932 7036 20 9.29098 7028 15
-4.61530 7048 24 11.,027156 7002 2
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Re51stance)

B Performing-Anatysts—of Covartdants-ty-Stutdyand Time- POiﬁ’t “RUTUSTINYG “ror Baseline NAR
Patient.Is Random SR B —
Study 7: Huntington Study No. 2 o
Time = 120 minutes s . e e T
Checklng Residuals for Study 7 at The M1nutes Spec1fled

The UNIVARIATE Procedure
variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 5.77779626 Variance 33.3829296
Skewness -1.1564605 Kurtosis 0.96542263
Uncorrected S8 801.190311 Corrected 8S 801.190311
Coeff Variation . Std Error Mean 1.15555925

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 5.77780
Median 1.247371 Variance 33.38293
Mode . Range 21.50217
Interquartile Range 5.89648

Tests for Location: Mu0=0
Test -Statistic- = ----- p Value------
Student's t Pr > |t] 1.0000

0
Sign 1.5 Pr >= |M]| 0.6900
Signed Rank S 19.5 Pr >= |8] 0.6099

= +
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Phenylephrine vs. Placebo . _ . e e e . SN SO W
Change From Baseline NAR (Nasal Airflow R951stance)

or Baseline NAW U
-Patient.Is Random - . . et el S s . s s it RS HRERS—
Study 7: Huntington Study No. 2
Time = 120 minutes
Checklng Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk w 0.893006 Pr < W 0.0130
Kolmogorov-Smirnov D 0.149903 Pr>D >0, 1500
Cramer-von Mises W-8q 0.12299 Pr > W-Sq 0.0513
Anderson-Darling A-S8q 0.820953 Pr > A-Sq 0.0301

Quantiles (Definition 5)

Quantile Estimate
100% Max 6.69574
99% 6.69574
95% 6.63104
90% 5.89737
75% Q3 4,28117
50% Median 1.24737
25% Q1 -1.61532
10% -7.33981
5% -13.04605
1% -14,80644

0%. Min -14.80644
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Phenylephrine vs. Placebo
change From Baseline NAR (Nasal Airflow Res1stance)

B S A Performiny nﬂsfys&S*of"eovartancE”Uy“!tﬂﬁ?“ﬂﬁﬂ*?imﬁ*?ﬁtﬁt—ﬁﬁﬂfﬁvffﬂU“fU?*BHS#llne NAR ’ i e
E I .Patient.Is. Random — e " e A et -t T et i
Study 7' Huntington Study No. 2
Tine ®.420 minutes e i e
Checklng Residuals for: Study 7 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----c-vnue-n -e--------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-14.80644 7002 2 4.64404 7010 6
-13.,04605 7018 10 5.80552 7044 23
-7.33981 7020 11 5.89737 7027 14
-6.90743 7036 20 6.63104 7008 5
-5.16753 7041 21 6.69574 7017 9
Stem Leaf # Boxplot Normal Probability Plot
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow R951stance)
i e ?erfmtﬂmﬂsit of-Covariatce by STty aid-Time Point ] “AtfOSeLNyFor Baseline NAR .
Patient Is. Random e PR b st s il
Study 7: Huntington Study No. 2 ‘
Time =.420.minutes . e . . 3 :
Checklng Residuals for Study 7 at The Minutes Spec1f1ed et

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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L Phenylephrine vs. Placebo R
Change From Baseline NAR (Nasal Airflow Resistance)

— M Performing Amalysis—oT Covariance By Sttty dnd Time Poimt,  AGTo¥TIHY T6r Base ik NAR®
- [T e Patient..Is Random PURR i
Study 7: Huntington Study No. 2
Time.& 180.minutes

i AR SR e i + L i s R

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual Variance Method Profile

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

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 2
Columns in X 4 .
Columns in Z 25 M
Subjects 1

Max Obs Per._Subject . 50 . . . . - S . o
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PhenyLephr;ne vs, Placebo R et
Change From Baseline NAR (Nasal Airflow R931stance) '
PETTUTmTHU"AnHT?%iS“UY'CﬁvarIHHCG“UY“@?ﬁﬁY“aﬁﬂ"T1m€'PETﬁT"‘KﬁT‘?*fﬁE’?EF'BhséIIne”FUWT“*“*““"“““““*“'bw"W"m'_
Patient. Is Random i e ot . o i et
Study 7: Huntington Study No. 2
Time =.180 minutes

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used o]
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 343.58084642
1 2 328.57317003 0.00029795
2 1 328.53407705 0.00000578
3 1 328.53336778 0.00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 49,9624

Residual 18.0848




Effect

TREAT
TREAT
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... Phenylephrine vs. Placebo ; SO 8 e g e o e e e i SR TN
Change From Baseline NAR (Nasal Airflow Res1stance)

*"'"*‘%ﬂérﬁmiwﬁmtmﬂmw1fﬂWW?umt muﬁ’fﬁﬁ”*f‘&ﬁnﬂ*inemn ' e —— '

Patient..ls. Random 2 L, e 5 10 3 i L e e
Study 7: Huntington Study No. 2 )
Time = 180.minutes

The Mixed Procedure

Fit Statistics

-2 Res Log Likelihood 328.5
AIC (smaller is better) 332.5
AICC (smaller is better) 332.8
BIC (smaller is better) 335.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr>F
BASELINE 1 42.8 4.19 0.0469
TREAT 1 20.1 1.49 0.2363
Least Squares Means
Standard
TREAT Estimate Error DF t value Pr > |t} Alpha Lower Upper
Drug -4.,2360 1.6525 26.5 -2.56 0.0164 0.05 -7.6298 -0.8422
Placebo -5.7218 1.6525 26.5 -3.46 0.0018 0.05 -9.1156 -2.3280
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e .. Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Effect

TREAT

Performing AnalySTs=sr-Covariance by Stuty™#ftTiie Point, AdjustIRG TOF BESEIIAe " NAR

Patient Is..Random B e S, e i s £

Study 7: Huntington Study No. 2 y ‘ o o ‘
Time = 180 minutes DA ot D R TR e e

The Mixed Procedure
Differences of Least Squares Means

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

Drug Placebo 1.4857 1.2172 20.1 1.22 0.2363 0.05 -1.0523 4,0237
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e Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

CresEsss e pEr YT ing Analy sTEUrTovartance by Study ant POt Adjusting T Fer  BESEIIRE NAR
- i Patient Is Random R .
Study 7: Huntington Study No. 2
Time = 180 minutes

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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e Phenylephrine vs. Placebo S e
Change From Basellne NAR (Nasal Alrflow R951stance)

.

Patlent Is. aandom i e e
Study 7: HuntlngtanStudy No. 2
. Time = 180 minutes -

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

Resid
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14:50 Thursday, December 14, 2006 621

Ghange Frdm Baseline NAR (Nasal Airflow R931stance)

"'Anziysirﬁf*cwmw Study“and - TIfe Point, Adyusting Tof Baseéline WAR
b e : . .o Patient Is Random. . L i i 42t
Study 7: Huntington Study No. 2
Time = 180:minutes s
Checklng Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure

Variable: Resid
Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 3.19172365 Variance 10.1870998
Skewness 0.62618612 Kurtosis 0.53619379
Uncorrected SS 244.,490396 Corrected SS 244.490396
Coeff Variation Std Error Mean 0.63834473

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 3.18172
Median  -0.50395 Variance 10.18710
Mode . Range 13.74517
Interquartile Range 2,97203
Tests for Location: Mu0=0
Test -Statistic-  ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M -1.5 Pr >= |M| 0.6900 .
Signed Rank S -10.5 Pr >= |S| 0.7840 .
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_...Phenylephrine vs, Placebo R S e et i
Change From Basellne NAR (Nasal Airflow Re51stance)

Pertorming Analysis 6T COVAFLATCe by Study e Tife Point, Adjusting For BaseTine NAR
: . Patient Is. Random.. . [
Study 7: Huntington Study No. 2
ST Time = 180 minutes
Checklng Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p vValue------
Shapiro-wilk 0.96484 Pr < W 0.5190
Kolmogorov-Smirnov 0.107774 Pr D >0.1500

W-Sq >0.2500
A-Sq >0.2500

VvV V. V A

w

D
Cramer-von Mises W-Sq 0.05808 Pr
Anderson-Darling A-Sq 0.341042 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 8.236437
99% 8.236437
95% 4,865590
90% 4.157843
75% Q3 1.249038
50% Median -0.503954
25% Q1 -1.,722989
10% -3.844030 N
5% -4,094119
1% -5.508730

0% Min -5,508730
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. Phenylephrine vs, Placebho,
Change From Baseline NAR (Nasal Airflow Res1stance)

Performing-Analysis-ot-Covariante by Study &ft TiMePoint;
8 bt e b com -..-Patient.Is Random.... . ; o et i [
Study 7: Huntington Study No. 2
e Time = 180 minutes . .
Checklng Residuals for Study 7 :at The Minutes Spe01f1ed

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest---------- c---------Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-5.50873 7020 11 2.99962 7021 12
-4.09412 7036 20 4.13481 7042 22
-3.84403 7010 6 4.15784 7017 9
-3.64181 7028 15 4.,86559 7018 10
-3.46019 7008 5 8.23644 7002 2
Stem Leaf # Boxplot Normal Probability Plot
8 2 1 0 9+ *
6 | et
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.. _ . Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow R951stance)

TP TOTIINY Analy S 1§ BT COVATIENCe oy “Study ERd Tife “POIHT, TAdjusting “Tor BaseITne NAR
b i e Patient Is.Random . . . . oo e . e A
Study 7: Huntington Study No. 2

Time = 180 minutes- . o : o

Checklng Residuals for Study 7 at The Minutes SpeC1f1ed B

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 3.21180607 Variance 10.3156982
Skewness -0.2729194 Kurtosis 1.1924449
Uncorrected SS 247,576757 Corrected SS 247,576757
Coeff Variation . Std Error Mean 0.64236121

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 3.21181
Median  0.384191 Variance 10.31570
Mode . Range 156.27104
Interquartile Range 3.44103

Tests for Location: Mu0=0

Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t] 1.0000
Sign M 0.5 Pr >= |M| 1.0000 .
Signed Rank S 7.5 Pr >= |S| 0.8448 .
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_ Phenylephrine vs. Placebo T i : . B
Change From Baseline NAR (Nasal Airflow R951stance)

e sescpgtToPIing -Analysis G CoVETtance by Study HWd TS FEInt; Adjusting For BaseTine NAR - V _ B
R . Patient Is.Random. ... - [P S . P
Study 7: Huntington Study No, 2
K Time = 180 -minuteés
Check1ng Residuals for Study 7 at The Minutes SpeCIfled

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality
Test --Statistic---  ----- p vValue------
Shapiro-Wilk 0.973357 Pr < W 0.7306
Kolmogorov-Smirnov 0.094322 Pr > D >0.1500
.

w
D
Cramer-von Mises W-8q 0.050159 Pr > W-Sq >0.2500
Anderson-Darling A-85q 0.330187 Pr A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.364426
99% 7.364426
95% 4.680147
90% 3.660148
75% Q3 1.374686
50% Median 0.384191
25% Q1 -2.066347
10% -3.100691
5% -6.011616
1% ~-7.906615

0% Min -7.906615
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Phenylephrine vs, Placebo.

Change Fﬁom Basellne NAR (Nasal AlelDW Resxstance)

Value

-7.90662
-6.01162
-3.10069
-2.78278
-2.39003

Leaf #
4 1
7 1
387 3
48812349 8
28541 5
18431 5
90 2
LT Y, Sy g
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Patient Is.Random..

Study 7: Huntlngton Study No. 2
Time

Checking Residuals for Study 7 at The Minutes Spec1fled

180.-minutes

The UNIVARIATE Procedure

Variable:

Resid

Extreme Observations

PATIENT

7002
7017
7034
7021
7014

Boxplot

R
R4

---------- Highest----------
Value PATIENT Obs
2.30108 7020 11
2.79574 7008 5
3.66015 7001 1
4.68015 7010 6
7.36443 7028 15
Normal Probability Plot
7+
l
[ LSk A
I kkkhkokkk ok
| ghkk ok
I Kk pkkp K
| +++4+++

B S T
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o e PDENY1Ephrine vs. Placebo N e e e e e
Change From Baseline NAR (Nasal Airflow Resistance) ' o
PEFTOItiing - Analys1§ 6T Covartancs by Study &Rd TiMe “Point,; Adjisting For Baseline NAR e o ' i

- Patient..Is Randem. ... . o s Wt b s . e e
Study 7: Huntington Study No. 2
LT CooTime =.180 -minutes - . e
Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

x
10 +
| 0
| 0
|
5 + | |
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! | |
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o Phenylephrine vs. Placebo i
Change From Baseline NAR {Nasal Airflow Resistance)

Performing-Analysis-of-Covariance by y
~Patient Is .Random.... .
Study 7: Huntington Study No. 2
Time = 240 minutes .

The Mixed Procedure

Model Information

Data Set WORK. ALL

Dependent Variable CHANGE

Covariance Structure Variance Components

Estimation Method REML

Residual variance Method Profile

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

Degrees of Freedom Method Kenward-Roger

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 25 7001 7002 7003 7007 7008 7010

7014 7016 7017 7018 7020 7021
7025 7027 7028 7030 7031 7033
7034 7036 7041 7042 7044 7048

7050
Dimensions
Covariance Parameters 2
Columns in X 4
_Columns in Z ) ) 25 .
Subjects 1 3

_..-Max _Obs Per Subject . 50 [, . . U S . et
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) __..Phenylephrine vs. Plagebo R o e e e S e
Change From Basellne NAR (Nasal Airflow Re31stance) ¢

S S . Performing Analysis=oT ToVEriance by Study &Rd- Tife Point, Adjusting Tor Baséline NAR o
Patient .Is.Random S e e
Study 7: Huntington Study No, 2
Time = 240 - minutes -

The Mixed Procedure

Dimensions
Observations Used 50
Observations Not Used 0
Total Observations 50

Iteration History

Iteration Evaluations -2 Res Log Like Criterion
0 1 355.77979351
1 2 353.52871317 0.00000004
2 1 353.52870791 0.,00000000

Convergence criteria met.

Covariance Parameter

Estimates
Cov Parm Estimate
PATIENT 25,4132

Residual 56,7242




s Rerf ormiing -Ana ly sisrof-Covariance by Study-amd-Time-Point;Adjusting-for-Baveline-NAR

Effect

TREAT
TREAT

Appendix 2
Phenylephrine vs. Placebo

14:50 Thursday, December 14, 2006 630

change From Baseline NAR (Nasal Airflow Res1stance)

Patient Is Random

Study 7: Huntington Study No.

Time = 240, minutes".

The Mixed Procedure
Fit Statistics

-2 Res Log Likelihood

AIC (smaller is better)

AICC (smaller is better)
- BIC (smaller is better)

2

353.5
357.5
357.8
360.0

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 30.1 3.31 0.0788
TREAT 1 23.4 0.56 0.4601
Least Squares Means
Standard
TREAT Estimate Error DF t Value Pr > |t} Alpha Lower Upper
Drug -4.1421 1.8154 42.2 -2.28 0.0276 0.05 -7.8051 -0.4790
Placebo -5.7493 1.8154 42.2 -3.17 0.0029 0.05 -9.4124 -2.0862




Appendix 2 14:50 Thursday, December 14, 2006 631
3 Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Re51stance)

S - b g o - P . e b e N

Performing Analyrsis<or-Covariance by Stidy-gmy Time Point;" Aﬂm‘t‘tﬁ‘g"‘mme NAR ' * F—
Patient Is.Random o i T\
Study 7: Huntington Study No. 2

Time = 240.minutes

The Mixed Procedure
Differences of Least Squares Means

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

TREAT Drug Placebo 1.6072 2.1397 23.4 0.75 0.4601 0.05 -2.8150 6.0294
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) Phenylephrine vs. Placebo e e o e e e 1
“Change From Baseline NAR (Nasal Airflow Re51stance) ) ’

'“—“P!rformiﬁg#ﬁﬁﬂjﬁﬁ%“ﬁf“eﬁvartance*by*ﬁtﬁﬂ?“iﬂﬁ*TimE Poimt;- Adjuszﬁﬁ“?B?“Bﬁ?@Tiﬁé‘Nﬁﬁ e ] e
. Patient Is.Random. [T . e

Study 7: Huntington Study No. 2 )
R Time = 240.minutes e e ERTLL i

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

Resid
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A
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A A
A A
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A A A A
A A A A AAA A A
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b e e e Phenylephrine vs. Placebo a
Change From Baseline NAR ‘(Nasal Airflow Resistance)

ferforming-Anatysts-of-Covariamce by Study-angTime Point; AdjustIRG Tor BEEEIIne NAR B
e T Patient. 1s.Random -
) Study 7: Huntington Study No. 2 ‘ ‘ -
Time = 240. minutes A s s S iy

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

Resid
20 + A
A
10 4
A A
B
B B
B B
¢ F
O+ G B
A C
A B
A
B B
B A
-10 + A A
A
-20 +
} i
Drug Placebo
TREAT o
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Appendix 2
R - Phenylephrine vs, Placebo I
Change From Baseline NAR (Nasal Airflow Resistance)

s Pepf opming -Analyyis-of-Covariance -by-Stady-End-Tine Point;-Adjusting-ror-gaseline-NAR

Patient Is Random
Study 7: Huntington Study No. 2
. B, Time = 240 minutes e
Checking Residuals for Study 7 at The Minutes Specified

e

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations [
Std Deviation 7.8577745 vVariance 61.7446201
Skewness 0.40078019 Kurtosis 1.64037387
Uncorrected SS 1481.87088 Corrected SS 1481.87088
Coeff Variation Std Error Mean 1.56715549

Basic Statistical Measures

Location Variability
Mean 0.,000000 Std Deviation 7.85777
Median  0.039240 Variance 61.74462
Mode Range 37.39382
Interquartile Range 5.35183
Tests for Location: Mu0=0

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

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

Sign M 0.5 Pr >= |M|  1.0000

Signed Rank S 0.5 Pr >= |8| 0.9896
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Phenylephrlne Vs,

_Placebo

Changeig;om Baseline NAR (Nasal Airflow R951stance)

“hah__umu“giwuwfﬁrfurming'ﬂﬁaTV%T§“374UUV§VTa"Ue
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by StOdY RN TR Foint, Ad]ustlng Tor Baseline NAR ™
Patient.ls.Random
Study 7: Huntlngton Study No. 2

Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

--Statistic---

q

w
D
W-S

A-Sq

0.930789
0.161629
0.150296
0.823852

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile

100% Max
99%

95%

90%

75% Q3
50% Median
25% Q1
10%

5%

1%

0% Min

Estimate

19.4173192
19.4173192
16.8759880
8.7971333
2.65343877
0.0392398
-2.8174420
-8.8849630
-9.9410735
-17.9765008
-17.9765008

V V. V A

0.0906
0.0801
0.0223
0.0294
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Change From Baseline NAR (Nasal Airflow Resxstance)

Stem Leaf
179

0 59

0 001112344

-0 321100

-0 9877

10

-18

Y LTS T S

Multiply Stem.tLeaf by 10**+1

Value

17.97650
-9.94107
-8.88496
-8.11443
-7.32157

N

- = h O ON

Performing nﬁaiVGTS‘ﬂT~60varianCE“by*Sfﬁﬂv"Eﬂﬂﬁ"ﬁnws'Pvint ﬁuTugffﬂgL*8F¢g§?ETiu§ ﬁﬁﬂ

Patient .Is .Random b s
Study 7: Huntington Study No. 2

Time =
Checklng Residuals for Study 7 at The Minutes Speclfled

240 minutes o i [ s A R

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

PATIENT

7002
7016
7030
7036
7041

Boxplot

20
21

----------- Highest----------
Value  PATIENT Obs
4.18704 7050 25
4.54187 7048 24
8.79713 7028 15
16.87599 7042 22
19.41732 7018 10
Normal Probability Plot
17.5+ * kbbbt
| bttt
| +ttbd*
[ KRkKKNK* ok W
I *ok ok k Kk
I % kpkpokky
| +++t+++
17,54+t +x
L e T S Sy T S )
-2 -1 0 +1 +2
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. Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resxstance)
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Performing Hﬁﬁwm*ﬂfwm§’ﬁywmmmf ""MjUS"fTFTQ’“I”GF*E‘S‘S‘éline NAR k
Patient Is Bandom . i s b i b e P ot S AT —
Study 7: Huntington Study No. 2
- Time .=.240.-minutes o T e : SR : SR o i
Checklng R951duals for Study 7 at The Minutes Sp601fled B R

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 4.84634022 Variance 23.4870136
Skewness -0.4170471 Kurtosis -0.4664871
Uncorrected S§ 563.688325 Corrected SS 563.688325
Coeff variation Std Error Mean 0.96926804

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 4,84634
Median  0,983134 Variance 48701
Mode Range .98544
Interquartile Range .80577
Tests for Location: Mu0=0

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

Student's t t Pr > |t| 1.0000

Sign M Pr >= |M| 0,4244

Signed Rank S Pr >= |S| 0.8859
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wirevreoner. . Phenylephrine vs, Placebo e e
Charige From Baseline NAR (Nasal Airflow Resistance)

R "‘"".‘"‘T:’”

il

Perfor i POt AGTUSTIRT TOF Base Tine NAR
P A b e e B * s s Patient.ls. .Bandom S SR PR "
Study 7: Huntington Study No. 2
L Time = 240.minutées SRR

Checking Residuals for Study 7 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = -.--- p value------
Shapiro-Wilk W 0.968447 Pr<w 0.6060
Kolmogorov-Smirnov D 0.114215 Pr>1D >0.1500
Cramer-von Mises W-Sq 0.039352 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.253646 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 7.598764
99% 7.598764
95% 6.848431
90% 6.673922
75% Q3 2.856615
50% Median 0.983134
25% Q1 -2.949152
10% -7.440908
5% -7.956187
1% -10.,386677

0% Min -10,386677

s R




R b A S S S -mPerforming-ﬁﬁarVEfs*Of“cvvarianvﬁ‘ﬁy”STﬁﬂV“ﬁﬁﬂ*TtMé Point, Aajustlng Tor Baseline NAR
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow R951stance)

Patient..ls..Bandom
Study 7: Huntington Study No. 2
Time .=-240 minutes
Checklng Re51duals for Study 7 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----ce-nc-n- -e--------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-10.38668 7018 10 4,73133 7002 2
-7.95619 7048 24 5.31580 7008 5
-7.44091 7021 12 6.67392 7007 4
-6.29024 7017 9 6.84843 7028 15
-5.00657 7020 11 7.59876 7016 8
Stem Leaf # Boxplot Normal Probability Plot
6 786 3 | 7+ i ek
4 173 3 | | *hpHg
2 249 3 L + | kg
0 070019 6 hEEE SR 1+ A A
-0 54 2 | | | *k
-2 394 3 LR + | *grx
-4 0 1 | -5+ ¥
-6 43 2 | | IR
-8 0 1 | | ++++
-10 4 1 | 11+ At
B R R e e L
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Reslstance)

B *Mﬁwmwﬂmﬁmmrw*ﬂwwm—ﬁm Point; mvmﬁ@%r-smune AR
A . - Patient. Is. Random
Study 7: Huntington Study No. 2
Time & 240 minutes
checklng Residuals for Study 7 at The Minutes SPECIfled

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

|
20 + *
| 0
|
|
10 + |
l l l
! | !
] toeenn + - +
0 + L S Kook
| o + Foow-- +
| ! |
| I I
-10 + | |
|
|
| 0
-20 +
............ Fenwmrcca et aan
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow R951stance)

- e Pertorming-AMEIysisof -Covartance by Stay &id Time Poimt;™
.Patient.ls.Random - o . e b e S

Study 8: Bio-evaluation
Time . ®.15 . minutes -

The Mixed Procedure

Model Information

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

Class Level Information

Class Levels Values
TREAT 2 Drug Placebo
PATIENT 80 8004 8005 8009 8012 8020 8021

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

Dimensions

Covariance Parameters t
Columns in. X.. 4.
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. Phenylephrine vs. Placebo e e et o et o e e g e
Chanige From Baseline NAR (Nasal Airflow Resistance) o ' -
Performing: g v e hy § Srime - Potnt; AGTUSYIRG TR Baseline NAR T ——— 4
- Patient.Is Random N i : I - F i e bsvniaiisin

Study 8: Bio-evaluation
Time = 15 minutes

The Mixed Procedure

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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.8399

Fit Statistics

-2 Res Log Likelihood 134.6
AIC (smaller is better) 136.6
AICC (smaller is better) 136.7

BIC (smaller is better) 138.5
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Phenylephrine vs. Placebo

S S __Patient Is Random
Study 8: Bio-evaluation
L. Time.= 16 minutes

-------------------------------------------------------------------- TIME=15 minutes
The Mixed Procedure

Type 3 Tests of Fixed Effects

14:50 Thursday, December 14, 2006 643

Change From Baseline NAR (Nasal Airflow Resistance)

Point - AUTUSTINgror-Base I e -NAR

Num Den
Effect DF DF F value Pr > F
BASELINE 1 47 0.01 0.9150
TREAT 1 47 5.11 0.0284
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower
TREAT Drug -0.5983 0.1859 a7 -3.22 0.0023 0.05 -0.9722
TREAT Placebo 0.004278 0.1859 47 0.02 0.9817 0.05 -0.3697
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t Value Pr > |t| Alpha
TREAT Drug Placebo -0.6026 0.2665 47 -2.26 0.0284 0.05

-1.1387

Upper

-0.2243
0.3782

Lower Upper

-0.06642

g 8 A A e

[T ———
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Phenylephrine vs. Placebo . ST, e e e e e ¢
Change From Baseliné NAR (Nasal Airflow R951stance)

R SR e Feffﬁ*m&ﬁg“ﬁﬁai?%is'of—eovartancg*uy*sruuy*aﬂur11mg—fmﬁynr TR REN

Patient .Is .Random . e i it
Study 8: Bio-evaluation
Time 215 minutes

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

Resid
4 |
A
2 1
A
A B
AA B AAA
A A AAA A A AAA A
0+ B AAA C
A A AB AA A A
A AB A A
A
A A
-2 4
-4 + A
| | | | } | | | ! i | | | | |
1 I [ I I ! | t i | I | | [ [
-0.65 -0.60 -0.55 -0.50 -0.45 -0.40 -0.35 -0.30 -0.25 -0.20 -0.15 -0.10 -0.05 0.00 0.05
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Phenylephrine vs, Placebo .
Change From Baseline NAR (Nasal Airflow Re51stance)

Pepforming-Anwhysis-of--Covariante ty Sty -dftTime Point, "AdJUSTIng TOF Baseline NAR
Patient.ls Random i o 0t o
Study 8: Bio-evaluation
~Time =.15.minutes i R ADTCR

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

Resid
4 4
A
2 4
A
c
D o]
E F
0+ B F
E D
D B
A
A A
o L
-4 L A
| |
1 {
Drug Placebo

TREAT -
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.~ Phenylephrine vs, Placebo . o e e e e e
Change From Baseline NAR (Nasal Airflow R951stance)

mPeffﬁFmrﬂgﬂﬂﬂﬁw%fs—vﬁfwvaPtmﬂﬂrﬁvquﬁEV“Hﬁﬁ‘TtWE1NﬁhT__ifhmTTﬁﬁhﬁﬂrﬂH§€TﬁﬂfTﬂH
..Patient. .Is Random b O e i i
Study 8: Bio-evaluation
Time ®.156.minutes
Checklng Residuals for Study 8 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.68014462 Variance 0.4625967
Skewness -0.398499 Kurtosis - -0.0119196
Uncorrected SS 11.1023208 Corrected SS 11.1023208
Coeff Vvariation . Std Error Mean 0.13602892

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.68014
Median  -0.08973 Variance 0.46260
Mode . Range 2.71640
Interquartile Range 0.95677

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

Sign
Signed Rank S

Pr > |t 1.0000
Pr >= [M| 1.0000
Pr >= |8] 0.8653

=
.
o O
o O




Test

Shapiro-Wilk

Kolmogorov-Smirnov

Cramer-von Mises
Anderson-Darling

Appendix 2

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

e e el e e esecescaies el ~Porformning Analyeis-of -Covariance-by-Study-and-Time Rointy-Adjueting for-Baseline-NAR-

. Patient Is ‘Random

Siudy 8: Bio-evaluation

~.Time = 15 minutes

The UNIVARIATE Procedure

variable: Resid
Tests for Normality
--Statistic---
0.970269
0.083657

W
D
W-Sq 0.032644
A-Sq 0.227719

Pr
Pr
Pr
Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.0528442
99% 1.0528442
95% 1.0430648
90% 0.9182868
75% Q3 0.5574044
50% Median -0.0897304
25% Q1 -0.3993619
10% -0,7668625
5% -1.0834081
1% -1.6635534

0% Min -1.6635534

D
Ww-Sq
A-Sg

Checking Heslduals for-Study 8 at The Minutes Sp901fled

0.6519
>0.1500
>0.2500
>0.2500
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v _Phenylephrine vs. Placebo . . ... . i -
Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Amatyste ot Covartaney oy Sty -and—T1 *
et s Patient. s Random e i i b A e s
Study 8: Bio-evaluation o v L

. LLLTime = 15 minutes e s e dBb e -
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest----------- -----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-1.663553 8139 18 0.647329 8076 10
-1.083408 8147 19 0.732330 8021 3
-0.766863 8170 22 0.918287 8025 4
-0.607083 8153 20 1.043065 8034 5
-0.549362 8083 11 1.052844 8122 16
Stem Leaf # Boxplot Normal Probability Plot
101 2 | 1.25+ e
0 66679 5 LR + | *okkgpkgky
0 22334 5 |+ | R R R
-0 4433311 7 LR * -0.25+ FEEH XA KK
-0 8655 4 | | FHpRprx
-1 1 1 | | At
17 1 | “1.75++++  *
B e R i LTE IS Ny S A A R




Appendi
Phenylephrine

Patient 1s
Study 8: Bio-

. . Time =158 | o
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE

Variable:
Momen
N 25
Mean o]
Std Deviation 1.08729386
Skewness -1.6843476
Uncorrected SS 28.3729906

Coeff Variation

Basic Statistic

Location

Mean 0.000000 Std Dev
Median  0.117346 Varianc

Mode . Range
Interqu
Tests for Locat
Test -Statistic-
Student's t t o]
Sign M 2,5
‘Signed Rank S 26.5

“Change From Baseline NAR (Nasal Airflow Resistance)

.
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vs. Placebo Aiii
) POt AUTUSEING “TorBEse Tine NAK B e— )

.Random e . e i : R i it siobeR

evaluation

minutes

Procedure
Resid

ts

Sum Weights

Sum Observations
Variance
Kurtosis
Corrected SS
Std Error Mean
al Measures

Variability

iation
]

artile Range

ion: Mu0O=0

Pr > |t}
Pr >= |M|
Pr >= |§]

25

0
1.18220794
7.16606661
28.3729906
0.21745877

1.08729
1.18221
6.26735
0.65250

1.0000
0.4244
0.4871
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Phenylephrine vs. Placebo

change From Baseline NAR (Nasal Airflow Resistance)

R A8 i 5 i1+ AﬁﬁiVSisﬂﬂLfMVﬂTf!ﬁB!“by*etﬁdYﬁhﬂfﬂﬁmE“?Bfﬂf‘*#dfﬁgfiﬁﬁ‘fﬁ?ﬂﬁﬂﬂﬁﬁmﬁ‘ﬁﬁﬁ i ;
... Patient Is Random. . e e
Study 8: Bio-evaluation
.. Time = 15 minutés e v it b e e e ot e o .
Checking Residuals for Study 8 at The Minutes Specified - e

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk W 0.816244 Pr < W 0.0004
Kolmogorov-Smirnov D 0.200368 Pr > D -0.0102
Cramer-von Mises W-8q 0.27151 Pr > W-Sq <0.0050
Anderson-Darling A-8Sq 1.553765 Pr > A-8q <0.0050

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.347128
99% 2.347128
95% 1.333743
90% 0.784994
75% Q3 0.425363
50% Median 0.117346
25% Q1 -0.227139
10% -0.669418
5% -1.518315
1% -3,920225

0% Min -3.920225
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_ ~ Phenylephrine vs. Placebo )
Change From Baseline NAR (Nasal Airflow Resistance)

yo Analvais of -G e Stucdv. an by . Aediiiat ina £ a 1.4 NAD.
Perferming Analysis of vaPianoe-hy -Study -and-Time--Pointy-Adjusting-Ffor-Basedine-NaR:
_.Patlent Is Random e
Study 8: Bio-evaluation
. L/ Time = 186 minutes . R o L L
Checking Residuals for Study 8 at The Minutes Specified G
--------------------------------------------------------------------- TREAT=P1aCED0 - - v mmme e ittt it et e e
The UNIVARIATE Procedure
variable: Resid
Extreme Observations
----------- Lowest----------- «---n------Highest----------
Value PATIENT Obs Value PATIENT Obs

-3.920225 - 8082 11 0.501392 8149 19

-1.518315 8134 17 0.739259 8097 13

-0.669418 8155 20 0.784994 8068 9

-0.651917 8195 25 1.333743 8020 3

-0.388681 8012 2 2.347128 8004 1

Stem Leaf # Boxplot Normal Probability Plot
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13 1 | | +Httbr bt
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-39 1 * -3.5+ *
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‘Phenylephrine vs. Placebo

. s . e —
Change ‘From Baseline NAR (Nasal Alrflow Resistance) :

Rerformning-Analysis-of-govariance by-Study-and uLME”Fﬁfﬂf*“kﬂjustiﬁﬁ*fﬁf‘ﬁﬁsB11ne NAR
Patient Is Random.. . . N,
Study 8: Bio- evaluatlon
. Time = 15 minukks. . . ... PP PR R
Checking He51duals for Study 8 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airfiow Resistance)

SOV SR DL RN S S SV .

P : Iyan i RAeaedag 2 3 N
STV ATIAN e —RY-ITUaY ¥ SCLLTTEINAR

... Patient Is Bandom.. . .. e 0
Study 8: Bio-evaluation
Time = 15 minutes. .

Checkinglﬂésiduals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots

............ Forccccananactoccnrcnenna
TREAT Orug Placebo
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow R951stance)
wu&ﬂﬂﬁeaa@ﬁgpAnalys;s—of—Go#ﬂ#ﬂcaee&by—&%udyuend—*tm!*?ﬂ%ﬂ1~—vkdjﬂsfiﬂg~fvr‘sssattﬁﬁmiﬂr" "
. Patient Is Random e ) T [
Study 8: Bio- evaluatlon
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 50 8004 8005 8009 8012 8020 8021

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

Dimensions

Py

Covariance Parameters
Columns in X 4 R . - - oo s




Appendix 2 14:50 Thursday, December 14, 2006 655
Phenylephrine vs. Placebo
From Baseline NAR (Nasal Airflow Resistance)

Change

by Stucy-—and-Fime-Poimty-Adjusting-for-Baselimer-NaAR

.....Patient Is Random . . . N , , e
Study 8: Bio-evaluation

ToiTime = 30 minutes Ul

The Mixed Procedure

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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.9158

Fit Statistics

-2 Res Log Likelihood 138.7
AIC (smaller is better) 140.7
AICC (smaller is better) 140.8

BIC (smaller is better) 142.5




Appendix 2 14:50 Thursday, December 14, 2006 656

___Phenylephrine vs, Placebo
Change From Baseline NAR (Nasal Airflow R931stance)

*“”“4?!F¢0Fm1ﬁg—ﬁna}ysts-o*—eﬂvtft!HEE“HV“Stﬂﬂy'ﬁﬁd*fiﬁ@”?ﬂiﬂf““ﬁﬂ?ﬁtttﬁg‘fth*ﬂ!ﬁ?ﬁftﬂ?‘ﬂﬁﬁ

. Patient Is Random.. st CATa T e e i e b o e i
Study 8: Bio- evaluatlon
..Time = 80 minutes ... ... .. e

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F Vvalue Pr>F
BASELINE 1 47 3.02 0.0887
TREAT 1 47 5,71 0.0209

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper
TREAT Drug -1.0354 0.1941 47 -5.83 <.0001 , 0.05 -1.4259 -0,6449
TREAT Placebo -0.3702 0.1941 47 -1.91 0.0626 0.05 -0.7607 0.02031

Differences of Least Squares Means

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

TREAT Drug Placebo -0.6652 0.2783 47 -2.39 0.0209 0.05 -1.,2251 -0.1054
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Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Resid

Popf ing-Analyeis-of -Govariance by Btudy-and-Time-RetntAdfusting for-Basebihme—NAR
.. ..Patient Is Random .. . . . i o ik
Study 8: Bio-evaluation
~.ooTime = 30 minutes. oo

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

e o it s s g s e o o e et o s e et e e bt o o

Change From Baseline NAR (Nasal Airflow Resistance) o e e
_____ — i s Repfonming Analveis of - Covapignas. B Study -and-Time--Redimty -Adiueti fan.B 1.3 NAR . .
L] 4 4 ey RRe wrey ¥ g HRATTERNY

w....batient Is Random - S P 1 T SOV i i
Study 8: Bio-evaluation
p..Time = 30 minutes .. o

O B T

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
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Phepy;ephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

Rorferming-Analyeis-of -Covariance-hy-8tudy-and-Time-Poimts~Adjustingror-Baseltme NaR"" B e 4
. Patient Is Random it o i e i R
Study 8: Bio-evaluation -
. Time = 30 minutes
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0,95301745 Variance 0.90824227
Skewness -0.4365243 Kurtosis -0.6612954
Uncorrected S8 21.7978144 Corrected SS 21.7978144
Ccoeff variation . Std Error Mean 0.19060349

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.95302
Median  0.058747 Variance 0.90824
Mode . Range 3.28968
Interquartile Range 1.59199

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

Sign
Signed Rank S

Pr > |t| 1.0000
Pr >= |M| 1.0000
Pr >= |§| 0.8244

=
o O
[5;I4 B el
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. _Phenylephrine vs. Plagebo R PP e e et

Change From Baseline NAR (Nasal Airflow Resistance)

Performning -Analysis-of-Covartance oy Sttty - and TS PO, ~AGTUStIng For BE88IINe NAR o &
PP ... .Patient Is Random.... .. . ‘ !
Study 8: Bio-evaluation
LU Yime = 30 minutes. ool
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-wilk w 0.936231 Pr < W 0.1211
Kolmogorov-Smirnov D 0.151611 Pr > D 0.1417
Cramer-von Mises W-8q 0.062721 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.48141 Pr > A-Sq 0.2197

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.2066855
99% 1.2066855
95% 1.1634310
90% 1.1237509
75% Q3 0.9304964
50% Median 0.0587466
25% Q1 -0.6614898
10% -1,3055370
5% -1.6762491
1% -2.0829945

0% Min -2,0829945
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Change From Baseéline NAR (Nasal Airflow Resistance)

i : — Performing-Analysis-of-Ouvartance by -Study—and Pime-Putmt:; At st iy For BISTrITE=NER ==
: _..Patient Is Random .. S e S L i i
Study 8: Bio-evaluation
- s Time = 30 minutes. .. .. -
Checking Residuals for Study 8 at The Minutes Specified
---------------------------------------------------------------------- TREATEDUG == - v - mom e m e et et e eaetiiiecmnesan e
The UNIVARIATE Procedure
Variable: Resid
Extreme Observations
----------- Lowest«-v--cnonnon se-e------Highest----------
Value  PATIENT Obs Value PATIENT Obs
-2.082995 8009 2 1.04478 8153 20
-1.676249 8043 6 1.11391 8189 24
-1.305537 8139 18 1.12375 8025 4
-0.979982 8179 23 1.16343 8106 14
-0.793632 8113 15 1.20669 8165 21
Stem Leaf # Boxplot Normal Probability Plot
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0 599 3 LR + | *kk gt
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-0 322 3 | l [ kK ok
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-2 1 1 | 2,25 +++++4*
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Phenylephrine vs. Placebo
- Chaige Froi Baseline NAR (Nasal AiFfIow Mesistance) T P g e A S S

Rerfonming. Analveis -of-0orManianss hu_w and-Time-Rointe Adiusting. for-Baselins. - NAR
Rg Y ¥ ¥ 3 a4

I S Y et sy e S S S o aniacpnioy

. Patient Is Random » \
sﬁmya:smi@EWQHEHVW e s i A 1 S b
ity Time = 30 minutes:: - i
Checking Residuals for Study 8 at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.94086026 Variance 0.88521804
Skewness -0.3615617 Kurtosis -0.135991
Uncorrected SS 21.2452329 Corrected S8 21.2452329
Coeff variation Std Error Mean 0.18817205

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.94086
Median  0.087071 variance 0.88522
Mode . Range 3.67651
Interquartile Range 1.27024
Tests for Location: Mu0=0

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

Student's t t 0 Pr > |t 1.0000

Sign M 0.5 Pr >= |M| 1.0000

Signed Rank S 7.5 Pr >=|§| 0.8448
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Phenylephrine vs, Placebo e oot o et e+ e e e o e
Change From Baseline NAR (Nasal Airflow Resistance) - o (T

Rerforning-Analysis-of-Sovariance-by-Study-ant-Time=Puirt;—Ad s ting for—Srseime=NAR—— I D i
e © s ——— erimevannee o PATIENT T8, BADOM. ... E— e e s i ittty
Study 8: BlO evaluatlon

Time = 30 minutes R A0
Checklng Resxduals for Study 8 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk 0.972077 Pr < W 0.6980
Kolmogorov-Smirnov 0.142001 Pr > D >0.1500

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

V V.V A

W
D
Cramer-von Mises W-Sq 0.046416 Pr
Anderson-Darling A-Sq 0.272612 Pr

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.6067222
99% 1.6057222
95% 1.4083454
90% 1.2978669
75% Q3 0.5732633
50% Median 0.0870713
25% Q1 -0,6969731
10% -1.2167367
5% -1,7339578
1% -2.0707840

0% Min -2.0707840
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Change From Baseline NAR (Nasal Airflow Resistance)
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e Patient Is. Random..
Study 8: Bio- evaluatlon
Time = 30.minutes .
Checking He51duals for Study 8 at The Minutes Spec1f1ed

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest------vn--- ----------Highest----------
Value PATIENT Obs Value PATIENT Obs
-2.070784 8167 21 0.63390 8012 2
-1.733958 8149 19 1.21763 8020 3
-1.216737 8041 6 1.29787 8068 9
-1.000548 8115 15 1.40835 8049 7
-0,908086 8134 17 1.60572 8027 4
Stem Leaf # Boxplot Normal Probability Plot
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.. Phenylephrine vs. Placebo o
‘Change From Baseline NAR (Nasal Airflow Resistance)

e s e RORAORM LRG- Analysis--of-Oovariance -by-8tudy-amd=Th ot -Adfu v R ?
. Patient. Is Random ... s e -
Study 8: Bio-evaluation
o R TR Time = 30 mlhutes. . . B R IR AN R I, L
Checking Residuals for Study 8 at The Minutes Specified : e

The UNIVARIATE Procedure
Variable: Resid

Schematic Plots
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Phenylephrine vs. Placebo B
Change “From Baseline NAR (Nasal Airflow Res1stance)
.‘n'g An e + . o

I ——

rv- .v‘vl L r\u\z‘]v.bv v- oovat J.uv!vv vy u\.uuy T -
Patient Is Random . e ettt 11 501 b+t et e
Study 8: Bio-evaluation

e i Time = 60 minirtes .

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 50 8004 8005 8009 8012 8020 8021

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

Dimensions

‘Covariance Parameters
_Columns in X . » ) 4

pry

O S S
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Change From Baseline NAR (Nasal Airflow Resistance) ) )

P ey A ~ i ™ . AT
Perforfing-Anarysry-orOvvariante vy otuly anu—Tl ]

Patient .ls..Bangdem. ... - et b s

B e ' Study 8: Bio-evaluation
Time = 60 minltas. .
-------------------------------------------------------------------- TIME=60 MAINULES -=-----w-cccrermnm e e o e o cmu o e oo s
The Mixed Procedure
Dimensions
Columns in Z 0
Subjects 1
Max Obs Per Subject 50
Observations Used 50
Observations Not Used (¢}
Total Observations 50
Covariance Parameter
Estimates
Cov Parm Estimate
Residual 1.0401
Fit Statistics
-2 Res Log Likelihood 144.7
AIC (smaller is better) 146.7
AICC (smaller is better) 146.7
BIC (smaller is better) 148.5
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vw.. . Phenylephrine vs. Placebo e i o e oo U SN 44
o Change From Baseline NAR (Nasal Airflow Resistance) o
Performds ST fGTvariance-bY - ST AT POt A T TOT=B .
U b A5 o e et Patient.ls..Bandam.... et i it
Study 8: Bio-evaluation
e i Time =.80Q finutes

The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASELINE 1 47 6.91 0.0116
TREAT 1 47 5.29 0.0259
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -1.4051 0.2069 47 -6.79 <.0001 0.05 -1.8212 -0,9889
TREAT Placebo -0.7229 0.,2069 47 -3.49 0.0010 0.05 -1,1391 -0.3068
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t value Pr > |t Alpha Lower Upper
TREAT Drug Placebo -0.6822 0.2966 47 -2.30 0.0259 0.05 -1,2788 -0.08553
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Phenylephrine vs, Placebo NPT
Change From Baseline NAR (Nasal Airflow Resistance)

Performing-Analysie~ef-Covariance-by-Study—and-Fime-Point;Adjusting—for-Baseline-NAR e .
Patient Is Random

Study 8: Bio-evaluation
Time = 60 minutes

ot e s e e P N ST ——

Plot of Resid*Pred. Legend: A = 1 obs, B = 2 obs, etc.
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Phenylephrine vs. Placebo o
“Change From Baseline NAR "(Nasal Airflow Resistance) o ' B o I R

Dﬁr‘fnnming Ang‘lymﬁa of Lovariance h\; -N“"‘,‘ and 'ri... Dl\\,’n‘r, AA;‘.. 4--‘».; £an Bacalin, MT‘D
Patient Is Random

Study 8: Bio-evaluation
Time = 60 minutes

N ] e i o v g

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

Resid
2 + A
A
A
A A
A A
1+ B c
A
B B
E
A A
0+ A
] c
B A
A A
A A
A
-1 +
A B
B A
B
B
-2 4+
’ |
Drug Placebo

TREAT




Appendix 2 14:50 Thursday, December 14, 2006 671
... Phenylephrine vs, Placebo R,
Change From Baseline NAR (Nasal Airflow Resistance)

EYITS~0 CUVET I8 8~y uUy-arnu TINe U ) UJus g
e Patient.ls.Random
Study 8: Bio-evaluation
A e e e Timg..=. 80 #Minutes B
Checking -Residuals for Study 8-at The Minutes Specified

TePTOrN

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations [
Std Deviation 0.76367432 Variance 0.58319847
Skewness -0.330074 Kurtosis -0.3761507
Uncorrected SS 13.9967633 Corrected SS 13.9967633
Coeff Variation . Std Error Mean 0.15273486

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.76367
Median  0.059018 Variance 0.58320
Mode . Range 2.84946
Interquartile Range 0.80080

Tests for Location: Mu0=0

Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t| 1.0000
Sign M 0.5 Pr >= |M|  1.0000
Signed Rank S 5.5 Pr >= |§] 0.8859 -
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Phenylephrine vs. Placebo e e e e e s e b s e e+ e
- U hange From Baseline Nasal Airflow Resistance)
Parforning-ARalysibe—0E-Covariance by=—Gtue b e Pt A e "
g y 00-by—-Bltudy—mrd=F ; i
i S Patient Is Random P R ———— i osam s it
T - Study 8: Bio-evaluation _ :

e Time ® 80 minutes s IR IA
Checking Residuals for Study 8-at The Minutes Specified

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.973998 Pr<w 0.7468
Kolmogorov-Smirnov D 0.082684 Pr >D >0.1500
Cramer-von Mises W-8qg 0.025102 Pr > W-8Sq >0.2500
Anderson-Darling A-8q 0.196133 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.2999831
99% 1.2999831
95% 1.0848141
90% 0.9893396
75% Q3 0.4050286
50% Median 0.0590179
25% Q1 -0.3957758
10% -1.1542743
5% -1.4306068
1% -1.5494807
0% Min -1.5494807
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Phenylephrine vs. Placebo i e : e e e
R ; T "7 " Chdnge From Baseline NAR (Nasal Airflow Resistance) ‘ Corn
LonLOPAING-ARGIYEE8-0F-0oVanriance Dy —Stue t=Fime-RointAdiuveting—for—Basetine-NAR
153 . & Lk 2 i e ClE

_Patient Is Random
Study 8: Bio-evaluation
VR Y K Time: linutes L ST

-....Checking Residuals for Study 8. at The Minutes Specified

it bt s i Vb b e < g o A 0 e i s i e i

---------------------------------------------------------------------- TREAT=D UG - - oo s e s em e et e e it cemeaeiceccenecaeeeaaa-

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest--------.-- -e«--------Highest-----u----
Value  PATIENT Obs Value  PATIENT Obs

-1.549481 8009 2 0.706889 8179 23

-1.430607 8100 13 0.975511 8034 s

-1.154274 8050 7 0.989340 8165 21

-0.904811 8139 18 1.084814 8189 24

-0.645776 8130 17 1.299983 8067 9

Stem Leaf # Boxplot Normal Probability Plot

1 0013 4 | 1.25+ Rk b AL
077 2 ‘ I EX LR Y]
0 1133334 7 +o-to-t | khkkk kK
-0 432211 6 LAEEEE + -0.25+ Fxkkkx
-0 965 3 | | R el
-1 42 2 | | Fhbik g
-1 5 1 | 1,75+ +Ex
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Phenylephrine vs. Placebo
Chiange From Baseline NAR {Nasal Airflow Resistance}

Performing.-Analyvsis. of. Covariance. hu Q-hmlu and.. Tima Point.. Adiusting for.-Baseline. . NAR
e 4 ¥ ¥ )

Patlent Is Random

T "Bio-evaluation
- Time = 60 minutes T wme e ke :
Checklng Residuals for Study 8 at The Minutes Spec1f19d i et

e mmabes § . e iy e e s 4 ST S —— < St

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 1.20571754 Variance 1.45375479
Skewness -0.1596879 Kurtosis -1.2026646
Uncorrected SS 34.890115 Corrected SS 34.890115
Coeff Variation . Std Error Mean 0.24114351

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 1.20572
Median -0.10400 variance 1.45375
Mode . Range 3.93564
Interquartile Range 2,06730
Tests for Location: MuO=0
Test -Statistic- = ----- p Value------
Student's t t Pr > |t] 1.0000

Sign
Signed Rank ] -

Pr >= [M|  1.0000
Pr >= |S| 0.9688 ' -

=
.

- O

o oo
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Phenylephrine vs. Placebo

Change From Baseline NAR (Nasal Airflow Resistance)
Rarfarmind--daald 3 £ O P 38800 Ol T 5 . gy A -adn oy o o 1.
g & by-Study—and-Time Point;-Ativeting—for-Baseline-NAR
. . Patient Is Random R i st o i st s . e i

Study 8: Bio-evaluation
R Time, = 60 minutes e . IR O SR : . B
Checking Residuals for.Study 8 at The Minutes Specified - : B

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test - -Statistic--- = ----- p value------
Shapiro-Wilk i} 0.944875 Pr < w 0.1917
Kolmogorov-Smirnov D 0.126576 Pr > D >0.1500
Cramer-von Mises W-8q 0.064077 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.439981 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 2.022872
99% 2.022872
95% 1.645215
90% 1.425805
75% Q3 0.972872
50% Median -0.103997
25% Q1 -1.094426
10% -1.730850
5% -1.836968
1% -1.912764

0% Min -1.912764
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Phenylephrine vs. Placebo o e " e P
““Change From Basellne NAR (Nasal Airflow Resistance)

- -PePfopning—hnetysie—of-Govariance-y-Study—and-Tine Point-AoFrstirg—for-8aselineNaR
Patient Is Random e i
Study 8: Bio-evaluation
5 . Time = B0 minutes
checkmg Residuals for Study 8 at The Mlnutes Speclfled

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest----r--nnn ----------Highest---«------
Value PATIENT Obs Value PATIENT Obs
-1.91276 8195 25 1.14654 8020 3
-1.83697 8167 21 1.39309 8068
-1.73085 8037 5 1.42580 8082 11
-1.72632 8004 1 1.64521 8077
~-1.42260 8149 19 2.02287 8041 6
Stem Leaf # Boxplot Normal Probability Plot
20 1 I 2,25+ A
16 1 | | LS L]
1 00144 5 Hooone + | Hpk g
0 6699 4 ‘ | | Kok ok kkpk
02 1 |+ | 0.25+ Rt
_0 3211 4 L U * I * ok ok ok ok
-0 75 2 | | | i+
-1 411 3 L ORI + | HHbrr x
-1 9877 4 | -1.,75+ * Rk
F LR e e T Y
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Phenylephrine vs. Placebo
Change From Basellne NAR (Nasal AlelOW Res1stance)

e - ettt i i 4 Pat;@nxwlﬁ ﬂandom A e o S e P e b st - s e < e
Study 8: Bio-evaluation
: Tife. % 80.minutes N A i L I I
Ghecklng Residuals for Study 8- at The Minutes Spec1f1ed P

The UNIVARIATE Procedure
variable: Resid

Schematic Plots

I
2 + |
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I I
I | I
1+ | Faneno +
I | I |
I MAREEE + [ !
| I | | I
0+ LT ) LI
I I I | |
| ARRRRY + | |
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-1 + | LER R +
| I |
I | I
| |
-2 4+ |
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Phenylephrine vs. Placebo
“Change From Baselineé NAR (Nasal Airflow Resistance) =~

et . e At b et e S e o ey

MAL

Porforming -ARadivs ig-0f- Gavanrian. Bt b il b T me  Padat. bt @ bk £ 5 34
g y yogird-Time Point —hejueting—for-Baseline-—NAR

...Fatient Is Random
Study 8: Bio-evaluation
‘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 50 8004 8005 8009 8012 8020 8021

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

Dimensions

pery

Covariance Parameters
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Phenylephrine vs. Placebo. .. BT e i S —

. 3

Change From aasellne AR (Nasal Airflow Res1stance)

PErPTOTMINg ANa LY.

v e b e L o g i i

g PETHt ;T AGjUSTIng fol Baseline NAR
..Patient .Is Random S i Sorteon
Study 8: Bio-evaluation

. Time =120 minutes

The Mixed Procedure

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

Covariance Parameter

Estimates
Cov Parm Estimate
Residual 0.7954

Fit Statistics

-2 Res Log Likelihood 132.1
AIC (smaller is better) 134.1
AICC (smaller is better) 134.1

BIC (smaller is better) 135.9
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Phenylephrine vs. Placebo
Thange From Bageline NAR (Nasal Airflow Re

sistance) R U S

o QY- 410 me. .rolng

 Benforu'u“M:br.“;"~

patient Is Random o3
sty BrBio avaluation e i . i
Time = 120 minutes

------------------------------------------------------------------- TIME=120 MANUTES = v e cmmmmmmmmmmmmmnmammmeemememsaenmnansmnnaennnaeennnnnaannans
The Mixed Procedure

Type 3 Tests of Fixed Effects

Num Den
Effect DF DF F value Pr > F
BASEL INE 1 47 6.61 0.0133
TREAT 1 47 13.60 0.0006

Least Squares Means

Standard
Effect TREAT Estimate Error DF t Value Pr > |t] Alpha Lower Upper
TREAT Drug -1.3082 0.1809 47 -7.23 <.0001 0.05 -1.6721 -0.9442
TREAT Placebo -0.3518 0.1809 47 -1.95 0.0578 0.05 -0.7188 0.01207

Differences of Least Squares Means

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

TREAT Drug Placebo -0.9563 0.2593 47 -3.69 0.0006 0.05 -1.4780 -0.4346
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Phenylephrine vs. Placebo .
‘A%ange From Bﬂseliﬁ‘e“"‘NA‘R '"(‘Nasal AinlOW‘ Resistance) . . BN S ""TJ

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

Patient Is Random ‘ o N
e+ ot e s e Study B Blossvaluation e e i
Time # 120 minutes

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

Resid
2 4
A
A
AA

A A

1+ A
AA A A
A
A A
A A A A

A A B A

0+ A A A
A A A A A A A
A A A
A A A
A A A
B
-1+
A A
A
A
-2 + A A
] | ! | ] ] | ] | | | | ] ! |
i 1 ] | I 1 | | I I 1 | I f T
-2.4 -2.2 -2.0 -1.8 -1.6 -1.4 -1.2 -1.0 -0.8 -0.6 -0.4 -0.2 0.0 0.2 0.4
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Phenylephrine vs. Placebo
~Change From Baselins NAR (Nasal Airflow Resistance) e b e e e g B —
R (51 -0f iance..h dy.and Time .Point.. . Adi ing aseline NAR

Patient Is Random

3 Time = 120 minutes F e

Plot of Resid*TREAT. Legend: A = 1 obs, B = 2 obs, etc.
Resid
2 4
A
A
B a
A A
1+ A
D
A
A A
B B
D A
0+ B A
D [+
Cc
B A
C
B
-1 +
B
A
A
24+ A A
| |
| |
brug Placebo
TREAT : comeon
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g} Phenylephrine vs. Placebo ..
Change From Baseline NAR (Nasal Airflow Resistance)

i it il 5 L e st e BALEENE TS BANAOM it o e i : et i et
Study 8: Bio-evaluation

T Timg e 120 minutes T St
Checking Residuals-for Study 8 at The Minutes Specified

---------------------------------------------------------------------- TREATSDIUQ =« - = = e = e e o e e et et e m e e e e et e e e e e e e e ieceeaeaaoaaan

The UNIVARIATE Procedure
variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 1.00067669 Variance 1.00135384
Skewness -0.1228143 Kurtosis -0.1472066
Uncorrected SS 24.0324922 Corrected SS 24.0324922
Coeff variation . Std Error Mean 0.20013534

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 1.00068
Median  0.074574 Variance 1.00135
Mode . Range 3.91684
Interquartile Range 0.83433

Tests for Location: Mu0O=0
Test -Statistic- @ ----- p value------
Student's t t Pr > |t| 1.0000

0
Sign 0.5 Pr >= |M| 1.0000
Signed Rank 8§ 4.5 Pr >= |S|  0.9065

=
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Phenylephrine vs. Placebo
Change From BaselineNAR (Nasal Airflow-Resistance) R e R Tt
Performing Analysis. of Covariapnge by Study and Time Point, Adjusting for Baseline NAR

Patient Is Random
~StUdy"8! Blo-evaluation s e e e T S
.Time.= 120 minutes
Checking R631duals for Study 8 at The Minutes Sp901f1ed

The UNIVARIATE Procedure
variable: Resid

Tests for Normality

Test --Statistic--- = ----- p value------
Shapiro-Wilk W 0.962118 Pr<Ww 0.4582
Kolmogorov-Smirnov D 0.137423 Pr > D >0.1500
Cramer-von Mises W-8q 0.085679 Pr > W-8q 0.1712
Anderson-Darling A-8q 0.455911 Pr > A-Sq 0.2486

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.8597458
99% 1.8597458
95% 1.6146033
90% 1.3914846
75% Q3 0.3874668
50% Median 0.0745737
25% Q1 -0.4468654
10% -1.4216638
5% -1.6754263
1% " -2.0570911

0% Min -2,0570911
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Phenylephrine vs. Placebo .
- Change Froi Baseline NAR (Nasal Airflow Re§istaiice) e ’ T TR

... RarforBind -ARalveis. of. . CoNariancs-—Ri Q-i'ndﬂu and. Tima..-Roint Addusting.for. Baseling NAR
- Ed Bl E4 ¥ ¥ &

__Patient Is Random

" study 8: Bio-evaluation rmmm——
, . Time = 120 minutes . [ D , SRR .
Checking Residuals for Study 8 at The Minutes Specified ER— e
---------------------------------------------------------------------- TREATSDIUQ + v memmermmmmmmmomm s s cscassaaeceameeaeaenenenearnnencemmanennnnnn-
The UNIVARIATE Procedure
Variable: Resid
Extreme Observations
----------- Lowest---------- «---------Highest--c----n-
Value PATIENT Obs value  PATIENT Obs
-2.05709 8094 12 1.10573 8021 3
-1.67543 8025 4 1.32549 8189 24
-1.42166 8170 22 1.39148 8179 23
-1.24483 8139 18 1.61460 8122 16
-1.13682 8083 11 1.85975 8113 15
Stem Leaf # Boxplot Normal Probability Plot
1 69 2 0 1.75+ ¥tk
1134 3 | | PR
0 | | +H++
0 11122344 8 LR EPL ) | WAL
-0 422110 6 +oeoe- + -0.25+ WAL
05 1 | | +*4+4
-1 421 3 | | SREAE
17 1 | | ik
-2 1 1 0 -2.25+ +tiir
P T L T S LT TS PR

-2 -1 0 +1 +2 i
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Phenylephrine vs. Placebo

o Change From Baselifie NAR (Nasal Airflow Résistance) R ; E
ROLLLLIIAG—ARILY I8 0F-CONRLRREI-RY-Btudy -and-Tine-PointAeiueting for-Baseime—NAR
B ek SLEENE 18 Random oo : st bt SR —— sttt

""Study 8: Bio-evaluation
s Time = 120 minutes: R LT : : o :
Checking Residuals for Study 8 at The Minutes.Specified it e

The UNIVARIATE Procedure
Variable: Resid

Moments
N 25 Sum Weights 25
Mean 0 Sum Observations 0
Std Deviation 0.74587282 Variance 0.55632627
Skewness -0.4443528 Kurtosis 0.25637603
Uncorrected SS 13.3518304 Corrected SS 13.3518304
Coeff variation . Std Error Mean 0.14917456

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.74587
Median -0.12060 Variance 0.55633
Mode . Range 3.10292
Interquartile Range 1.12915
Tests for Location: Mu0O=0
Test -Statistic- = ----- p value------
Student's t t Pr > |t 1.0000

Sign
Signed Rank S

Pr >= |M|  1.0000
Pr »>= |8] 0.8041

=

.
[(o N =]
o o o
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Phenylephrine vs. Placebo e e e et e = [
Change From Baséline NAR (Nasal Airflow Resistance) e

Porfonming-Analysis of Gevarianoe—by-

by-Study-and oot AT T FTTTITD

Study 8: Bio-evaluation
LL.Tm Time = 120 minutes U0 e S ST T L i

Checking Residuals for Study 8 at The Minutes Specified - : : : s

iR e i Lo et s e

--------------------------------------------------------------------- TREAT=PLaCEbO - - v - v - mmmc e e iiieneeaciceaaaaan

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p value------
Shapiro-Wilk w 0.952066 Pr < W 0.2780
Kolmogorov-Smirnov D 0.104531 Pr > D >0.1500
Cramer-von Mises W-8q 0.050224 Pr > W-Sq >0.2500
Anderson-Darling A-Sq 0.380585 Pr > A-8q >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.159792
99% 1.159792
95% 0.996569
90% 0.899418
75% Q3 0.695730
50% Median -0.120597
25% Q1 -0.433416
10% -0.837689
5% -0.877974
1% -1.943131
0% Min -1.943131
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Phenylephrine vs. Placebo R
R Change From Baseline NAR (Nasal Airflow Resistance) : : : T
Rarfor i 5D ONR Lo VRPN A B e AR ¥

B oS : i il TN IS Random
e Study 8: Bio-evaluation
Time = 120 minutes.

Checking Residuals for Study 8 at. The Mlnutes'8pecified i s e . et

The UNIVARIATE Procedure
Variable: Resid

Extreme Observations

----------- Lowest-----vvnn-- -----~-----Highest----------
Value  PATIENT Obs Value  PATIENT Obs
-1.943131 8195 25 0.824875 8068 9
-0.877974 8041 6 0.893465 8096 12
-0.837689 8110 14 0.899418 8082 11
-0.700837 8167 21 0.996569 8058 - 8
-0.657374 8187 24 1.159792 8138 18
Stem Leaf # Boxplot Normal Probability Plot
1 02 2 | 1,25+ b bdx
0 678899 6 toeon- + I Hhgphkpdgk
0 0134 4 |+ | | FR Kk
-0 4333221 7 Kevuoo * -0.25+ ok ko ok x
-0 98776 5 | | K oxprpRky
-9 | | +htttdt
19 1 | <A 75t
R LT RS T S L N e T S LRt T (SR R SRS
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Change From Baseline NAR (Nasal Airflow Resistance)

Appendix 2
Phenylephrine vs. Placebo
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Rapforming Analisis. £ .0
£ L4

Checking'hééiduals for Study 8 at The Minutes Specified

o b — — —  — — — o ——— 4 —

Lk rael o
WY wTRay - ang

... . Patient Is Random.
Study 8: Bio-evaluation
Time = 120 minutes

The UNIVARIATE Procedure
Variable:

Resid

Schematic Plots

0

I

I

I

[

EERE
I

O
|

.-t

|

I

I

I

|

0

+

Tt D gt 2-pls dncie & & P
e O Oy AT T U TTINg ™Y O DOST T I WA

s




Appendix 2 14:50 Thursday, December 14, 2006 690
Phenylephrine vs. Placebo e 2
“Change From Baseline NAR (Nasal Airflow Resistance) S ‘ T
Rerforming-Analyeie—f-G +aR69 By Study—and—Time-Point;-AdtustingFor—Resetime-NAR
b s e e Patient Is Fixed i e e riniromatais
Study 1: Elizabeth Study No. 2
W T Time = 1§ minutes
-------------------------------------------------------------------- TIME=15 MINUET@S - ---c-e v i o ittt cr e 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

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
Columns in Z 0
Subjects 1
Max Obs Per Subject 32
' Observations Used 32 i
Observations Not Used 0

Total Observations 32
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Phenylephrine vs. Placebo

a N - P
FO-PY AARTY S X000 VarTano e DY - OTUTYy " aMt— 11
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Patient, Is Fixed,

'Study 1: Elizabeth Study No. 2

Time = 15 minbtes

The Mixed Procedure

Covariance Parameter
Estimates

Cov Parm

Residual

Estimate

0,8932

Fit Statistics

-2 Res Log Likelihood

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

Type 3 Tests of Fixed Effects

Num
Effect DF

BASELINE 1
PATIENT 15
TREAT 1

Den
DF

14
14
14

F value

0.03
0.60
13.33

Change From Baseline NAR (Nasal Airflow Resistance)

55.0
57.0
57.3
57.6

Pr > F

0.8689
0.8288
0.0026

14:50 Thursday, December 14, 2006 691
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Phenylephrine vs. Placebo ; L .
‘Change “‘From Baseline NAR (Nasal Airflow Resistancé) ™ R ey
cerniese RParforming -—-AlRalvsis—0f -Loyvarianas —biient kot rdi T dm. Paint Asdi ) £ B 1.3 NAD
-4 4 s TWRIEINGT YT RETRG T LI
- SR : Patient Is Fixed b i e e st o i
"’ Study 1: Elizabeth Study No. 2 '
- Time = 16 minutes FETRITE
-------------------------------------------------------------------- TIME=15 MiNUEES - - - ccccmmoe et e il
The Mixed Procedure
Least Squares Means
Standard
Effect TREAT Estimate Error DF t Value Pr > |t Alpha Lower Upper
TREAT Drug -1.0143 0.2377 14 -4.27 0.0008 0.05 -1.58242 -0.5045
TREAT Placebo 0.2206 0.2377 14 0.93 0.3692 0.05 -0.2893 0.7304
Differences of Least Squares Means
Standard
Effect TREAT TREAT Estimate Error DF t Value Pr > |t| Alpha Lower Upper

TREAT Drug Placebo -1.2349 0.3382 14 -3.65 0.0026 0.05 -1.9604 -0.5095
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Change From Baseline NAR (Nasal Airflow Resistance)
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ST

yeie—ef—Govarisnce—by-raty-um P o '
st i i, o bBLEENE I8 Fixed
Study 1: Elizabeth Study No. 2
T . Y8 mihutes
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) o e B - : TRTTIE

- dyv_and. .Tima Df\\nd- Adiusting fon Rasalin AMAR
Patlent Is leed
Study 1 Elizabeth Study No. 2~
o Time = 15 minutes [T B AN O i I

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

RarformingARalyueis -0f CovariaRoe—biet i . Ti L. e i iad £. P MAD,
i 7 7

a2
L e T SFReTEING T O - DRSeTINeTIY

_Patient Is Fixed

Study 11 E

[Tzabeth Stady Ne 5" : : e ettt i SR
g = 15 minutes = o oocol L T CEEE _
Study 1 at The Minutes Specified oo "1

R —

Checking Reéidhaié

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations 0
Std Deviation 0.64561159 Variance 0.41681432
Skewness 0.09395671 Kurtosis -1.1304953
Uncorrected SS 6.25221487 Corrected SS 6.25221487
Coeff Variation . Std Error Mean 0.1614029

Basic Statistical Measures

Location Variability
Mean 0.000000 Std Deviation 0.64561
Median  0.090576 Variance 0.41681
Mode . Range 2.08866
Interquartile Range 1.20649

Tests for Location: Mu0=0

Test -Statistic- = ----- p value------
Student's t t 0 Pr > |t 1.0000
Sign M 1 Pr >= |M| 0.8036

Signed Rank S -1 Pr >= |8 0.9799 ’ ; _ -
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... Phenylephrine vs. Placebo
Change From Baseline NAR (Nasal Airflow Resistance)

forming=—Analysis-of=Sovariance=by-Study-amd=Ttme-Poimt—ruits
R e .. Patient Is Fixed
T Study 1: Elizabeth Study No. 2
= o Time = 15 minutég .
Checking Residuals for Study 1 at The-Minutes Specified

s e S S v ks R

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic---  ----- p Value------
Shapiro-Wilk W 0.948715 Pr < W 0.4696
Kolmogorov-Smirnov D 0.143047 Pr > D >0.1500
Cramer-von Mises W-Sq 0.044766 Pr > W-8q >0.2500
Anderson-Darling A-Sq 0.313707 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 1.1536088
99% 1,1536088
95% 1.1536088
90% 0.8136867
75% Q3 0.5340373
50% Median 0.0905763
25% Q1 -0.6724562
10% -0.7724562
5% -0,9350536
1% -0.9350536

0% Min -0,9350536




Appendix 2 14:50 Thursday, December 14, 2006 697
- Phenylephrine V?:,P139?P9
Change From Baseline NAR (Nasal Airflow Resistance)

OO ma’..-y Alvul’v;v of—-Ooverien :y Study m’ﬁm’,‘*ﬁﬂjuuuiuy for—Beselire—NAR
cmvee e PAtiENY Is Fixed .
Study 1: Elizabeth Study No. 2

T Time = 15 mifiytas =~ S SRS e o LI )
Checking Residuals for Study 1-at The Minutes Specified Y

O N S R = R SRR i e e

The UNIVARIATE Procedure
variable: Resid

Extreme Observations

----------- Lowest--cev--nn-- seeee--.---Highest----mceun.
Value  PATIENT Obs Value PATIENT Obs
-0.935054 1002 1 0.476284 1018 8
-0.772456 1013 5 0.591790 1020 9
-0.759859 1026 10 0.676284 1031 12
-0.727495 1035 14 0.813687 1007 2
-0.617417 1034 13 1.153609 1011 4
Stem Leaf # Boxplot Normal Probability Plot
12 1 | 1.25+ LR LB S
0 5678 4 LEEER + | gkt
0 1123 4 LERL S 0.25+ HprR gk
-0 41 2 | | +bbEdrt
-0 98876 5 +eeon- + -0.75+ L T )
R AETEL T S 4 R R e e LT Ty S S

-2 -1 0 +1 +2
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Phenylephrine vs. Placebo
-Chénge ‘From Baseline NAR (NaBal ALMflow Resistanca) — = - PR S . e -

Racforming -Analysis—of-Covariance. by Study and Time Point. . Adiusting.fon.-Basaline NAR
¥ ¥ ¥ &

Patient Is Fixed

‘ e e S s s ““Study 1: Elizabéth Study No. 2 et oo s S e bl i ot ot e e
: - Time = 15 -minutes

Checking Residuals for Study 1.a

The UNIVARIATE Procedure
Variable: Resid

Moments
N 16 Sum Weights 16
Mean 0 Sum Observations o]
Std Deviation 0.64561159 Variance 0.41681432
Skewness -0.0939567 Kurtosis -1.13049563
Uncorrected SS 6.25221487 Corrected SS 6.25221487
Coeff variation . std Error Mean 0.1614029

Basic Statistical Measures

Location Variability
Mean 0.00000 Std Deviation 0.64561
Median -0.09058 variance 0.41681
Mode . Range 2.08866
Interquartile Range 1.20649

Tests for Location: Mu0=0

Test -Statistic-  ----- p Value------
Student's t t 0 Pr > |t} 1.0000
Sign M -1 Pr >= |M| 0.8036

Signed Rank S 1 Pr >= |§j 0.9799
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Phenylephrine vs. Placebo
“change From Baseline WAR '(Nasal Airflow Resistanceé)

Performing Analvsis of Covariance. by efndy and Timne. Point. . Adiusting for-Basolina AAR.
¥ ¥ & ¥ 9

Patient Is Fixed
Study 1: Eiizabeth Study No. 2
s B Time- =46 minutes : "
Checking Residuals for Study 1 at The Minutes Specified

S e . ST —— S i 1 S S s e g e e ]

The UNIVARIATE Procedure
Variable: Resid

Tests for Normality

Test --Statistic--- = ----- p Value------
Shapiro-Wilk W 0.948715 Pr < W 0.4696
Kolmogorov-Smirnov D 0.143047 Pr > D >0.1500
Cramer-von Mises W-Sq 0.044766 Pr > W-Sq >0.2500
Anderson-Darling A-8q 0.313707 Pr > A-Sq >0.2500

Quantiles (Definition 5)

Quantile Estimate
100% Max 0.9350536
99% 0.9350536
95% 0.9350536
90% 0.7724562
75% Q3 0.6724562
50% Median -0.0905763
25% Q1 -0.5340373
10% -0.8136867
5% -1.1536088
1% -1.1536088

0% Min -1.1536088




