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‘ a1 |Ln<.quc)

De pe ndent Units | FormVar

FDrmRef| ReflLSM ‘REFLSM_SE REFGEDL5M| Test |TEstLSM |TestLSM_SE‘;

O00Onnn—a [oaos Farm Farm 1 26010 0.0580 55.56834 Form 2 45252 0.0580
2 |LrAUCY Farm Forrn 1 46010 0.0580 59,5834 Forrm 3 4 5088 00580 .
Al*[\ hverage Bioequivalence A Diasnostics A Sequential Tests A A4 | _PI_I
Dependent| Units Effect_LeveI‘ Estimate | StdError Dennm_DF‘ T_stat | P_value
1 [Lnfauc) int 45768 0.0950 295 4818 0.0000
Z_LH(AUC) Sequence! -00785 01174 18.0 -064) 05281
R Sequence:2 -0118 ] 074 180 -1.010 03276
4 |In(Auc) Sequences | Not estimahle
5 |LnAlc) Form:Form 1 00922 00565 380 163 01113
_ 6 |Ln(AUC) Form:Form 2 00203 00565 38.0 036 07209
7 |Le(AUC) Form:Form 3 |Not estimable
8 |Ln(Auc) Period 00111 00565 380 020 0.8451
9 |Ln(Auc) Perind2 -00214)  0.0565 380 -038 07068
10 |LnlALC) Periad3 Not estimable
4[*[\Final Fixed Paranelers AFinal Var ance Paranet]4] | D

BELl Text output

Tate:

3/20/2007

Tire: 16:58:27

WINNONLIN LINEAR MIXED EFFECTS MODELING / BIOEQUIVALENCE
Versim 5.2 with IVIVC Toolkit Build 200701231637

Core Versian 170022006

Model Specification and User Settings

Deperdent variable : AC
Trarsfam : IN

Fixed tems : int+Sequence+FormPeriod

Random/repeated terms : Sequence*Subject
Mexdmum iteratians : 50

Cawvergence Criterion 1le-010

Sirgularity tolerance : 1e-010

Denaminatar df gotion @ sattertlwaite

Class variables ard their levels
Sq|are : 1 2 3

Stject: 1 2 3 4 5 6 7 8 9 10 11 12 1B 14

Brigd: 1 2 3

Fam : Foml Fom2 Fam3

Using method of moments for starting values
Starting estimates of variance parameters:
Var (Sequence*Subject) 0.0370341

Var (Residiel) 0.0335567

Diagnostics
Total doservatians a3
Coservatians Ueed &3
(os. Missing Model Terms : 0
Residml SS : 1.27516
Residsl of 38

Residel Vardance : 0.0335567

5 16 17

18 19 20 2
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Variance paraneter estimation at each iteration:
(ojective
Tteration function Var (Sequence*Subject) Var (Residual)
0 -53.89%2 0.0370341 0.03355%67
Newton's algorithm coverged.

Final variance parameter estinates:
Var (Sequence*Subject) 0.0370341
Var (Residiel) 0.0335567

REML log(likelihood) 2.43564
-2% REML log(likelihood) -4.87128
Haike Infommetion Crit. 13.1287

Sdwmerz Bayesian Crit. 31.3569

Ordered Final Hessian Eigervalues:
17426
3747.93

Solutian
Effect:level Estimate StdError Denom DF T stat P value Conf T crit Lower CT Upper CT
int  4.57682 0.094969 29.5 48.1928  0.0000 9% 2.044 4.383 4.771
Sequence:1 -0.0755155 0.117376 18 -0.643366 0.5281 95 2.101 -0.3221 0.1711
Sequence:2 -0.11812 0.117376 18 -1.00634 0.3276 95 2.101 -0.3647 0.1285
Sequence:3  Not estineble
Form:Form 1 0.0921582 0.0565321 38 1.63019 0.1113 95 2.024 -0.02229  0.2066
Form:Form 2 0.0203437 0.0565321 38 0.35986 0.7209 95 2.024 -0.0941 0.1348
Form:Form 3  Not estimeble
Period:1 0.0111186 0.0565321 38 0.19678 0.8451 95 2.024 -0.1033 0.1256
Period:2 -0.0214274 0.0565321 38 -0.379031 0.7068 95 2.024 -0.1359 0.09302
Periad:3 Not estineble

Sequential Tests of Model Effects

Hypothesis  Nurer IF  Denam DF F stat P value
hig ol 1 18 9001.58 0.0000
Sequerce 2 18 0.51A44 0.6035
Fam 2 38 1.4662 0.24%4
Periad 2 38 0.171263 0.8432

Hypothesis  Nurer DFF Derom DF F stat P value
it 1 18 9001.58 0.0000
Sequerce 2 18 0.51A44 0.6035
Fam 2 38 1.4662 0.2434
Reriad 2 38 0.1712:3 ©®.8432

Least squares means
Form Estimate StdError Denom DF T stat P value Gnf T crit Lower CT Ugper CT
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Fom 1 4.601 0.0579782 35 79.3574 0.0000 <0 1.69 4.503  4.699
Fom 2  4.52918 0.0579782 35 78.1187 0.0000 <0 1.69 4.431 4.627
Farm 3 4.50884 0.0579782 35 77.7679 0.0000 <0 1.69 4.411  4.607

Differences between means

Form Estimate StdError Denom DF T stat P value Conf T crit Iower CT Ugper CT
Form 1 - Form 2 0.0718146 0.0565321 38 1.27033 0.2117 90 1.686 -0.0235 0.1671
Form 1 - Form 3 0.0921582 0.0565321 38 1.63019 0.1113 90 1.686-0.003152 0.1875
Form 2 - Form 3 0.0203437 0.0565321 38 0.35986 0.7209 90 1.686 -0.07497 0.1157

Biceguivalence Statistics

User-Specified Confidence Ievel for CI's and Power = 90.0000
Percent of Reference to Detect for 2-1 Tests and Power = 20.0%
AHIower = 0.800 A.H.Ugeer = 1.250

Formulation variable: Form
Reference: Form 1  LSMean= 4.600995 SE= 0.057978 GeoL9V=  99.583389

Test: Form 2 ISVean= 4.529181 SE= 0.057978 GecLQ¥=  92.682606
Difference = -0.0718, Diff SE= 0.0565, df= 38.0
Ratio(%Ref) = 93.0703
assical Testlake
CI 80% = ( 86.4%42, 100.1929) ( 88.6703, 111.3297)
CT % = ( 84.6076, 102.379%) ( 86.4385, 113.5615)
CI 95% = ( 83.0038, 104.3578) ( 84.5970, 115.4030)

Average bicequivalence shown for confidence=90.00 and percent=20.0.
Two Qre-Sided T-tests
Prdo(< 80%)=0.0055 Prdo(> 125%)=0.0000 Max=0.0055 Total=0.0055

Adersm-Hauck Procedire
AH. p-value = 0.005452

Power of ANOVA for Confidence Ievel 90.00
Power at 20% = 0.985213

Test: Form 3  LSVean= 4.508837 SE= 0.057978 GecL9¥=  90.816153
Difference = -0.0922, Diff SE= 0.0565, df= 38.0
Ratio(%Ref) = 91.19%1
assical Testlake
CI 80%=( 84.7131, 98.17%2) ( 86.9072, 113.0928)
CI 90% = ( 82.9037, 100.3179) ( 84.7114, 115.2886)
CI 9% = ( 81.332, 102.2562) ( 82.9036, 117.09¢4)

Average bicequivalence shown for confidence=90.00 and percent=20.0.
Two Qre-Sided T-tests
Prdbo(< 80%)=0.0130 Prdo(> 125%)=0.0000 Mex=0.0130 Total=0.0130

Adersm-Hauck Procedire
AH. p-value = 0.0129%4

Power of ANOVA for Confidence Ievel 90.00
Power at 20% = 0.985213
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