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s u bst a n c e n a m e “ Di cl of e n a c ”. A n e w c h ar a ct eri sti c “ A d mi ni st er e d G el ( g) o n D a y 7 ” s u m m ari zi n g t h e t u b e 

w ei g ht diff er e n c es o n D a y 7 will b e a d d e d. T h e s u m m ar y st ati sti cs f or “ O v er all St u d y ” c ol u m n will n ot b e 

di s pl a y e d. 

I n Li sti n g 1 6. 2. 3: 1 “ Pr ot o c ol D e vi ati o ns ” t h e c ol u m ns “ St u d y D a y of D e vi ati o n ”, “ P eri o d ”, a n d “ Ti m e P oi nt of 
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T h e S A P d efi n e s C m a x, s s as t h e m a xi m u m o bs er v e d c o n c e ntr ati o n at st e a d y st at e ( D a y 7) a n d t m a x, s s  as t h e ti m e 

c orr e s p o n di n g t o o c c urr e n c e of C m a x, s s  at st e a d y st at e.  As t his dr u g w as a d mi ni st er e d BI D P K p ar a m et ers n e e d t o 

b e c al c ul at e d d uri n g t h e d osi n g i nt er v al t a u ( τ), 0- 1 2 h, o n D a y 7. 

T h e f oll o wi n g P K p ar a m et er s will b e d eri v e d f or t h e d os e i nt er v al 0- 1 2 h o ur s o n D a y 7 ( T a bl e 1): 
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Table 1: PK parameters for dose interval 0-12 on Day 7 

Primary PK 
parameters 

Normalized by weight 
of administered gel 

Normalized by weight of 
administered gel 

Without extreme value [1] 

AUC0-τ, ss [2] AUC0-τ, ss, norm by gel AUC0-τ, ss, norm by gel

Cmax, ss Cmax, ss, norm by gel Cmax, ss, norm by gel

tmax, ss - - 

[1]: Calculated only for subject 008 Period 1 Day 7; [2]: Already defined in 
Final SAP 1.0; -: Parameter will not be calculated 

The PK parameters will be listed in Listing 16.2.6:1 and Listing 16.2.6:2 and summarized in Table 15.6.3:1 and 
Table 15.6.3:2. Original and weight normalized parameters will be sorted in listings and summary tables directly 
in turn. 

2.3 Additional Analyses 

During the conduct of the study, a range of actual tube weight differences of 1 g to 5.1 g was observed in 
contrast to a planned weight of administered gel of 2 g. In order to investigate a possible bias on the study results 
it was decided to add analyses (Table 2): These will be performed for the primary PK endpoints (AUC0-τ, ss and 
Cmax, ss) normalized by the weight of the administered gel on Day 7. Only the weight of Day 7 is used because 
steady state can be assumed. The analysis will also be done for the extreme value rectified PK parameters. 

Please note that normalization by the actual administered dose is not intended. The diclofenac content is 
different in the investigated products (Diclofenac 2% versus 2.32% topical gel) and the ratio of administered 
doses can only be maintained by normalizing by the weight of the administered gel. 

The final SAP Section 6.3.12.2 “Sensitivity Analysis” will be amended by an extra sensitivity analysis of the 
main analysis. There will be no changes to the structure/format of the tables, figures and listings based on this 
change. 

Same statistical model and SAS code as per relative bioavailability will be used for additional analyses. 

2.4 Supportive and Secondary Analyses 

The analysis of the primary PK parameters, with and without extreme value and normalized by weight of 
administered gel, will also be added to the statistical analyses shown in Table 2. Primary PK endpoints in plasma 
will be calculated for diclofenac and capsaicin, however, the secondary analysis is not applicable for capsaicin. 
The statistical analyses will be added to the shells indicated in the following Table 2. 
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Table 2: Overview of analyses of PK parameters on Day 7 

PK Parameters Main 
Analysis 
Fixed Effects 

Sensitivity 
Analysis 
Random Effect 

Supportive 
Analysis 
Race 

Secondary Analysis
Main Without 
Extreme Value 

Final SAP
AUC0-τ,ss x x x x 

SAP Addendum 
Cmax, ss x x x x 
AUC0-τ, ss, norm by gel x x x x 
Cmax, ss, norm by gel x x x x 

Used shells T 15.5:1 
T 16.1.9.3:1 T 16.1.9.3:2 

T 15.5:2 
T 16.1.9.3:3 

T 15.5:3 
T 16.1.9.3:4 

Norm by gel: normalized by the weight of administered gel; τ: dosing interval 0-12 hours; 
ss: steady state; x: requested analysis. 

The first two rows in Table 2 display the planned statistical analyses described in the SAP final version 1.0. The 
clarified PK parameter Cmax, ss and the additional PK parameters normalized by weight of the administered gel 
will be added to the statistical analyses as requested above. 
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15.5 STATISTICAL EVALUATION OF CLINICAL PHARMACOLOGY ENDPOINTS

Table 15.5:1 

15.6 CLINICAL PHARMACOLOGY EVALUATION

15.6.1 Drug concentration-time data

Table 15.6.1:1 

Table 15.6.1:2 

15.6.2 Pharmacokinetic parameters

15.6.3 Overall Summary of Pharmacokinetic parameters
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9. APPENDICES TO BE INCLUDED IN SECTION 16 OF THE CLINICAL 
STUDY REPORT
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Appendix 16.1.9.3
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Appendix 16.1.9.4
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10. LISTINGS TO BE INCLUDED IN SECTION 16 OF THE CSR

16.2 SUBJECT DATA LISTINGS

16.2.1 Disposition of subjects - discontinued subjects

Listing 16.2.1:1

Listing 16.2.1:2 

Listing 16.2.1:3 

16.2.2 Subjects excluded from the efficacy analysis

Listing 16.2.2:1

16.2.3 Protocol Deviations 
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16.2.4 Demographic data 
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16.2.6 Pharmacokinetic Data  
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16.2.7 Adverse Event listings

Listing 16.2.7:1

16.2.8 Listing of individual laboratory measurements by subject and other 
relevant observations related to safety

16.2.8.1 Clinical laboratory 

Listing 16.2.8.1:1 

Listing 16.2.8.1:2 
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16.2.8.2 Other relevant observations related to safety
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