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2 Introduction 
The statistical analysis plan (SAP) is a detailed technical extension to the clinical investigation plan (CIP) 
and follows the principles of the guidelines ICH - E9 and E9 - R1, ISO 14155:2020 and the relevant 
standard operating procedure (SOP) DMD_MED_1003_000 "Analysis in Medical Trials" of SGS 
proderm.  
All statistical analyses mentioned in the SAP are performed by SGS proderm. 

The SAP is based on the following documents: 
 Clinical investigation plan " An open-label, prospective, comparative human participant study to evaluate 

the clinically acceptable dressing presence and conformability properties of a prototype multilayer foam 
dressing in comparison to ALLEVYN◊ LIFE and another established medical device.", final version 2.0, 
dated 19APR2024. 
 Electronic and annotated case report form (CRF) final version 3.0 dated 10DEC2024. 

3 Study design 
The clinical investigation is designed as a prospective, open-label, comparative, interventional study 
with intra individual comparison of a new wound dressing (the Prototype multilayer foam dressing) with 
two established wound dressings  on healthy 
intact skin. 

4 Study objectives 

Primary objective 
To demonstrate non-inferiority of the prototype multilayer foam dressing (10×10cm) to  

 (12.9×12.9cm) and  (10×10cm) with regards to clinically acceptable 
dressing presence in human participants on the thighs and shins at day 7. 

Secondary objectives 
The secondary objectives of this investigation are created to generate support data for: 

 retention claims for up to 7 days 
 dressing presence claims for up to 7 days 
 pad integrity claims for up to 7 days 
 pad lift claims for up to 7 days 
 border lift claims for up to 7 days 
 comfort during wear claims for up to 7 days and at dressing removal 
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6 Study centers 
This is a single-centre study performed at  
 
SGS proderm GmbH  
Kiebitzweg 2  
22869 Schenefeld /Hamburg  
Germany  
 

6.1 Identification-variable in multicenter study 
Not applicable. 
 

7 Populations of clinical investigation 
It is estimated that 120 evaluable participants randomized to the treatments will be needed to achieve 
the primary objective. Approximately 150 participants will be screened, expecting a screening failure 
rate of around 20%.  
This single-center investigation will be conducted at a clinical research facility located in Germany. 
 

8 Analysis Datasets 
The blind review committee decides on the assignment of the participants to the per protocol population 
(PP), the full analysis set (FAS) or the safety population (SP), before closure (hardlock) of the data base. 
The different populations are defined as follows. 

 Safety population (SP) includes all participants who were included to the study and who 
received at least either one of the test products, regardless of the number of further 
assessments. 

 FAS includes all participants of SP with at least one post baseline assessment. 
 PP includes all participants of FAS who finished the study in accordance with the clinical 

investigational plan without major clinical investigational plan deviations. 
 

As this study is an open label study, the data review committee (DRC) will only have access to the safety 
data as part of the decision-making process and will not have access to efficacy/performance data of 
the primary, secondary or explorative endpoints. 
The cleaned data base – inclusive performance data – will be locked before it is transmitted to the study 
statistician ('closure of data base').  
All analyses are carried out on the basis of the intention-to-treatment principle. 
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9 Target variables 
The following variables are recorded in the final database and will be presented adequately in the final 
report. 

9.1 Variables evaluated for efficacy  
 
Objective dressing assessment for all four application sites separatly     
 
Primary target variable 

 Does the dressings meet the definition of " acceptable dressing presence"? [yes/no] 

 

Other target variable 

Dressing presence 

 Is the dressing in place? [yes/no] 

 Specify the reason if "no" [free text] 

 When was the dressing removed/missing? [dd.mm.yyyy] 

 

Objective dressing assessment 

 Is there any tracking to the pad? [yes/no/dressing missing] 

 What is the percentage border lift? [0%/1-25%/26-50%/51-75%/76-100%/dressing missing] 

 Is there border lift reaching the pad? [yes/no/dressing missing] 

 What is the percentage pad lift? [0%/1-25%/26-50%/51-75%/76-100%/dressing missing] 

 Is the pad lifted or exposed? [yes/no/dressing missing] 

 Are there any changes in pad integrity? [0%/1-25%/26-50%/51-75%/76-100%/dressing missing] 

 Did the dressing require removal today? [yes/no/dressing missing] 

 Specify the reason if "yes" [free text] 

 

Dressing application and assessment 

General information 

 Packaging of all dressings were intact [yes/no] 

 No dressing was damaged [yes/no] 

 There are no visual contaminants on any of the dressings [yes/no] 

 Specification, if at least one of three questions was answered with no [free text] 

 Were all dressings applied according to protocol? [yes/no] 

 Specify the dressing, area and reason if not applied [free text] 
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 Assessment of skin condition 
 How is the condition of the skin in terms of any skin-related adverse events (AEs) and device 

deficiencies (DDs) assess? [ok/not ok] 

 Specify skin condition if “not ok” [free text] 

 

Subjective dressing assessment, water exposure and activity assessment 

Subjective dressing assessment 

 Was the dressing comfortable during wear? 

o right thigh [yes/no/dressing missing] 

o right shin [yes/no/dressing missing] 

o left thigh [yes/no/dressing missing] 

o left shin [yes/no/dressing missing] 

 

 Was the dressing itching during wear? 

o right thigh [None/ mild intermittent/mild persistent/ severe /dressing missing] 

o right shin [None/ mild intermittent/mild persistent/ severe /dressing missing] 

o left thigh [None/ mild intermittent/mild persistent/ severe /dressing missing] 

o left shin [None/ mild intermittent/mild persistent/ severe /dressing missing] 

 

  

  

 

  

  

  

 

Activity Assessment (for all application sites) 

 Kneeling/crouching on the floor with legs beneath them [0 min/<1 h/ 1-6 h/ >6 h/all dressings missing] 

 mild activity [0 min/<1 h/ 1-6 h/ >6 h/ all dressings missing] 

 moderate activity [0 min/<1 h/ 1-6 h/ >6 h /all dressings missing] 

 strenuous activity [0 min/<1 h/ 1-6 h/ >6 h / all dressings missing] 
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 Listing of every strenuous activity done by the participant [free text] 

 

Photographs of the dressings 

 Photographs of all four dressings done according to protocol? [yes/no] 

 Reason if "no" [free text] 

  

 

  

 

 

  

  

  

  

  

 

Objective dressing removal and quality assessment 

General information 

 Were all dressings removed or missing? [yes/no] 

 Specify the reason if "no" [free text] 

 

Objective dressing removal assessment for all four application sites separately  

 Dressing missing? [yes/no] 

 Dressing removed on/went misson on [dd.mm.yyyy] 

 Extent of skin erythema 5 minutes after removal [no reddening/mild reddening (slight pink) /moderate 

reddening (red) / severe reddening (beet red)] 

 Any sign of blistering 5 minutes after dressing removal [yes/no] 

  

 Specify the reason if "no" [free text] 
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 Extent of skin occlusion after dressing removal [none/clammy skin/noticeable moisture/whitening of 

skin/skin breakdown] 

 Any visible signs of skin stripping after dressing removal [yes/no] 

 

Investigator dressing quality assessment 

 Rank of the quality of the four dressings rated by investigator 

o right thigh [Rank between 1 and 4] 

o right shin [Rank between 1 and 4] 

o left thigh [Rank between 1 and 4] 

o left shin [Rank between 1 and 4] 

9.2 Variables evaluated for safety analysis 

 

(Serious) Adverse Events  

(Serious) Adverse events [(S)AEs] as reported spontaneously by the participant or observed by the 

Investigator, recorded in the course of the clinical investigation will be described individually. The 

following data will be compiled in the (e)CRF: 

 Randomization number 

 Screening number 

 AE number 

 Reported term [free text] 

 Localization on body [free text] 

 Age [years] 

 Sex [male/female/diverse] 

 

Relation to product and procedure  

 Relation to investigational product [not related/possible/probable/causal relationship/not applicable] 

 Relation to study procedure [not related/possible/probable/causal relationship/not applicable] 

 Spreading in test field(s)? [yes/no] 

o right thigh [yes/no] 

o right shin [yes/no] 

o left thigh [yes/no] 

o left shin [yes/no] 
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Details  

 Onset date [dd.mm.yyyy hh:mm] 

 Date when investigator was informed [dd.mm.yyyy] 

 Pattern [single episode/continuous/intermittent/unknown] 

 Time between application and onset [hh:mm:] 

 Severity [Mild/Moderate/Severe] 

 Action taken with study treatment [Medical device removed/none/unknown/not applicable] 

 Other action taken [none/none drug therapy/ concomitant therapy altered/other action taken] 

 Specify if other action [free text] 

 

Seriousness  

 Is event serious (SAR/SAE)? [yes/no] 

 Specification 

- death [yes/no] 

- is life threatening [yes/no] 

- permanent impairment of a body structure or a body function [yes/no] 

- hospitalization or prolongation of patient hospitalization [yes/no] 

- foetal distress, foetal death or a congenital physical or mental impairment or birth defect 

[yes/no] 

- medical or surgical intervention to prevent life-threatening illness or injury or permanent 

impairment to a body structure or a body function [yes/no] 

- chronic disease [yes/no] 

 

 Hospitalization and/or death (including primary cause) [free text] 

 Admission date [dd.mm.yyyy] 

 Discharge date [dd.mm.yyyy] 

 Date of death [dd.mm.yyyy] 

 

Outcome 

 Outcome [not recovered or not resolved/recovering or resolving/recovered or resolved/ recovered 

with sequalae or resolved with sequalae/ fatal/unknown] 

 End date [dd.mm.yyyy] 

 Ongoing [yes/no/unknown, due to lost to follow-up] 

 

Investigator 

 Name of investigator [free text] 
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 Address [free text] 

 Code [five digit number] 

 City [free text] 

 Telephone [fifteen digit number] 

 Fax [fifteen digit number] 

 Type of investigative site [hospital in-patient/hospital out-patient/general practitioner/specialist] 

 

Standardized classification of adverse events  

 IMDRF or MedDRA coding of (S)AEs  

 

Device deficiency details 

 Are there any device deficiencies? [yes/no]   

 Device deficiency identifier  [DD01, DD02..] 

 Date and time of device deficiency [dd.mm.yyyy – hh:mm] 

 Please enter details for device deficiency [free text] 

 Is this Device Deficiency associated with an AE? [yes/no] 

 If yes, please enter the associated AE# [XXX] 

 For which area is this device deficiency being reported? [right thigh/right shin/left thigh/left shin] 

 Which dressing type is the dressing in question? [Prototype multilayer foam dressing   

] 

 Lot/batch number of device [free text] 

 Reference number of device [free text] 

 Could the device deficiency have led to a serious adverse event? [yes/no]  

 

Pregnancy test 

 Results of pregnancy test on participants of childbearing potential [positive/negative/not done] 

 If pregnancy test was not performed, please clarify reason why [free text] 

 Check if participant is "male or not of childbearing potential" [male or not of childbearing potential] 

 Is the visit day 0 less than 5 days after screening? [yes/no] 

 

Concomitant Therapies  

Any change of concomitant therapy for participant during the course of the clinical study will be reported 

individually, the following data will be collected on the (e)CRF: 

 Are there any concomitant medications currently being taken by the participant?  [yes/no] 

 Therapy number (CT01, CT02,…) 

 Therapy/Medication (trade name) 



Statistical analysis plan 
Sponsor: Smith + Nephew 
Sponsor code: HVS2313 

a 

 

Confidential  
SGS proderm study no.: 24.0062 
EudraCT-no: CIV-24-02-046076 

  
 

Page 18 of 59 
Version: Final V1.0 
Date: 13JAN2025  

 

 Indication (AE01, AE02,...) 

 Does the medication belong in one of the groups? [pain relief medication / other] 

 Combination drug?  [yes/no] 

 Details for active ingredient  

o Dose 

o Unit of administration  

o Specification of other 

 Details for second active ingredient (Only for combination drugs) 

o Dose 

o Unit of administration  

o Specification of other 

 Dose form  

 Frequency 

 Specification of other 'Frequency' [free text] 

 Route 

 Specification of other 'Route' [free text] 

 Topical therapy in test area(s) [yes/no] 

 Right thigh [yes/no] 

 Right shin [yes/no] 

 Left thigh [yes/no] 

 Left shin [yes/no] 

 Start date [dd.mm.yyyy] 

 End date [dd.mm.yyyy] 

 Ongoing  [yes/no] 

 Start date unknown [yes/no] 

 

 

9.3 Other variables  

Other relevant variables include the following: 

 

Inclusion and exclusion criteria  

 Inclusion criteria met [yes/no 
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 Exclusion criteria met [yes/no] 

 

General questions 

 Did the participant adhere to the rules since last visit? [yes/no] 

 Specify if "no" [free text] 

 New adverse event since last visit? [yes/no] 

 Visit 7 or early termination? [Visit 7/early termination] 

 

Demographic and baseline characteristics 

Baseline characteristics and demographic information will be recorded. This will include: 

 Sex [male/female/diverse] 

 Age [years] 

 Height [XYZ cm] 

 Weight [XYZ.X kg] 

 Is the participant of childbearing potential? [yes/no] 

 

Sweating severity self-assessment (SSSA) 

 What is normal level of sweat according to the participant? [mild/moderate/severe] 

 

 

Physical examination and hair removal 

 Is the skin in the dressing applications sites healthy? 

o Right thigh [yes/no] 

o Right shin [yes/no] 

o Left thigh [yes/no] 

o Left shin [yes/no] 

o Specification if any "no" [free text] 

 

 Are the applications sites cleaned, hair removed and free of lotions? [yes/no] 

 Are there any shaving related injuries at the application sites? [yes/no] 

 

 

Re-check of eligibility and randomization 

 Date of randomization [dd.mm.yyyy] 

 Are there any changes concerning in- and exclusion criteria since screening visit? [yes/no] 
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 Drop-down list of all in- and exclusion criteria for selection 

 Assigned randomization number 

 

Medical history  

 Does the participant have any relevant medical or surgical history during the last year before 

screening? [yes/no] 

 Medical history: Concomitant diagnosis and therapy  

 Concomitant Diagnosis 

o Diagnosis number (MH01, MH02,…) 

o Diagnosis/Surgery [free text] 

o Start date [dd.mm.yyyy] 

o End date [dd.mm.yyyy] 

o Ongoing  [yes/no] 

 

 Was there any therapy/medication prior to study start that needs to be registered? [yes/no] 

 Prior therapies 

o Therapy number  (PT01, PT02, …) 

o Therapy/Medication (trade name) 

o Indication (MH01, MH02,...) 

o Combination drug?  [yes/no] 

o Details for active ingredient  

 Dose 

 Unit of administration  

 Specification of other 

o Details for second active ingredient (Only for combination drugs) 

 Dose 

 Unit of administration  

 Specification of other 

o Dose form  

o Frequency 

o Specification of other 'frequency' [free text] 

o Route 

o Specification of other [free text] 

o Topical therapy in test area(s) [yes/no] 
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 Right thigh [yes/no] 

 Right shin [yes/no] 

 Left thigh [yes/no] 

 Left shin [yes/no] 

o Start date [dd.mm.yyyy] 

o End date [dd.mm.yyyy] 

 Any concomitant therapy at present? [yes/no] 

 

 

Standardized classification of medical history – concomitant diagnosis 

 IMDRF or MedDRA coding of all collected medical history – concomitant diagnosis 

 

 

Termination 

 Date of last contact [dd.mm.yyyy] 

 Check one primary reason to indicate end of study [screen failure/ completed/ drop out] 

 Please specify screen failure [did not fulfill inclusion or exclusion criteria/met eligibility criteria but 

not needed/other] 

 Specification of screen failure [free text] 

 Please specify drop out [adverse event/lost to follow-up/pregnancy/withdrawal by 

participant/protocol deviation/other] 

 Specification of drop out [free text] 

 Who took the decision [Investigator/subject] 

 Date of completion or discontinuation [dd.mm.yyyy] 

 

Visit remarks 

 Are there any remarks for the current visit? [yes/no] 

 Remark [free text] 

 

Additional remarks 

 Are there any additional non-visit specific remarks? 

 Remark [free text]  
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10 Data handling 

10.1 Transfer of data 
After doing the hard lock of the cleaned secuTrial® database, the data management will transfer an 
export of all datasets to the responsible trial statistician. The trial statistician will get the information that 
the database is locked by receiving the database hard lock form for signature. Afterwards, the trial 
statistician will generate permanent SAS® master data sets on the server and file the corresponding 
code. 

10.2 Unblinding 
Not applicable, as this is an open label investigation. 
 
For emergency unblinding 
Not applicable, as this is an open label investigation. 
 

10.3 Treatment of baseline values 
The "Baseline" for this study is defined as "Day 0 assessment" as this is the day when the first application 
of the IPs takes place. 
 

10.4 Categorizations 
Not applicable  
 

10.5 Calculation of derived variables 
Not applicable  
 

10.6 Treatment of missing values 
In case of the occurrence of missing data, the following rules apply: 
In the primary analysis, missing values are continued using a last observation carried forward imputation 
(LOCF) to ensure the intention-to-treat principle. To ensure comparability with other secondary results, 
the secondary and exploratory analyses, which are carried out with the dressings present, are also 
performed using LOCF-imputed values. 
 

10.7 Treatment of outliers 
No replacement of outlying data values will be performed. 
 

11 Statistical methods 

11.1 Dichotomous and categorical variables 
For all dichotomous and categorical variables, absolute and relative frequencies will be calculated if not 
stated otherwise. 
 
For safety variables: 
Two separate counting rules apply for AEs: 
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 Total number of AEs (possibly counting participants with several AEs more than once) 
 Total and relative number of participants suffering from at least one AE 

 
Frequencies of AEs will be summarised in tables overall and by terminology based on International 
Medical Device Regulators Forum (IMDRF) Coding including only adverse events with onset dates on 
or after baseline (treatment emergent adverse events [TEAEs]).  
 
Two separate counting rules apply for concomitant therapies: 

 Total number of concomitant therapies (possibly counting participants more than once) 
 Total and relative number of participants having at least one concomitant therapies 

 
Two separate counting rules apply for concomitant diagnoses: 

 Total number of diagnoses/therapies (possibly counting participants more than once) 
 Total and relative number of participants having at least one diagnose/therapies  

 

11.2 Continuous and quasi-continuous variables 
For all continuous and quasi-continuous variables the following sample characteristics will be calculated 
for descriptive presentation: 

- count of participants evaluated (n) 
- arithmetic mean (Mean) 
- standard deviation (SD) 
- median (Median) 
- minimum (Min) 
- maximum (Max) 
- lower confidence interval limit (lower CI limit) 
- upper confidence interval limit (upper CI limit). 

 

11.3 Graphical presentations 
The following plots will be presented: 
 TBD after first sponsor review.  

 

11.4 Statistical tests employed 
The following methods are employed in this study: 
 Newcombe’s score method for calculation of confidence intervals for paired proportion difference 

o The actual statistical test is carried out by comparing the confidence intervals with the 
predefined threshold 

 Wilcoxon signed-ranks test for paired data 
 Paired t-test 
 Logistic mixed model 

 
For primary endpoint: 
The primary analysis is based on the two statistical non-inferiority comparisons of Prototype multilayer 
foam dressing (10cm x 10cm) vs  (12.9cm x 12.9cm) and Prototype multilayer foam 
dressing vs  product (both 10cm x 10cm) regardless of dressing location, whereby 
the primary binary-outcome variable is the "clinically acceptable dressing". 
Non-inferiority is tested using the classic approach of comparing a confidence interval with a predefined 
threshold. Based on the corresponding proportion values of the binary endpoint of both products, a 
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proportion difference (statistically more precisely referred to as "risk difference") of both products is 
calculated. Given paired data structure, the confidence intervals of the proportion difference are 
calculated using the Newcombe's score method. Since the study has two primary endpoints, the 97.5% 
confidence intervals will be calculated due to a Bonferroni adjustment for multiple testing. 
The primary test examines whether the lower 97.5% Newcombe confidence limit of the proportion 
difference is smaller than the non-inferiority threshold, which statistically results in the following non-
inferiority comparison: 

%C - %IMD < 15%, 
where %IMD and %C denotes the proportion of devices with clinically acceptable dressing presence for 
IMD and comparator. 
 
The Newcomb confidence intervals required for the primary analysis are generated using the following 
syntax: 
 
PROC FREQ DATA = TEST; 
 TABLE TIME*PRODUCT / CHISQ RELRISK RISKDIFF(CL=NEWCOMBE) ALPHA=0.025; 
RUN; 
 
The primary analysis is carried out in the FAS collective. A sensitivity analysis is performed in the PP 
collective. The primary analysis is performed on the basis of the intention to treat principle. 
 
For secondary endpoints 
The secondary and safety endpoints are analysed according to the scale level of the dependent and 
independent variables. The analyses of the secondary endpoints are conducted in the PP collective and 
are based on performed on the basis of the intention to treat principle. 
A descriptive presentation of all parameters used in the primary and secondary analysis is given. 
 

 Non-inferiority comparison of clinically acceptable dressing presence (thigh and shin) at days 1 
and 3 between Prototype multilayer foam dressing vs both comparators separately.  

- Comparison of the lower confidence interval according to Newcomb with a non-
inferiority threshold 

- Non-inferiority threshold: 15% based on proportion difference 

 Non-inferiority comparison of presence of dressings at days 1, 3 and 7 between Prototype 
multilayer foam dressing vs both comparators separately. 

- Comparison of the lower confidence interval according to Newcomb with a non-
inferiority threshold 

- Non-inferiority threshold: 15% based on proportion difference 

 Non-inferiority comparison of pad integrity at days 1, 3 and 7 between Prototype multilayer foam 
dressing vs both comparators separately. 

- Comparison of the lower confidence interval according to Hodges–Lehmann for paired 
data with a non-inferiority threshold 

- Non-inferiority threshold: 15% based on median difference, whereby the concrete 
threshold, which corresponds to 15% of the median difference, is only determined on 
the basis of the real data 

 Non-inferiority comparison of percentage pad lift at days 1, 3 and 7 between Prototype multilayer 
foam dressing vs both comparators separately. 
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 Presence of dressings at days 1, 3 and 7. 
 Pad integrity at days 1, 3 and 7. 
 Percentage pad lift at days 1, 3 and 7. 
 Percentage border lift at days 1, 3 and 7. 
 Dressing comfort at days 1, 3 and 7. 
  
  
  
  
 
  
  

 
 

Descriptive 
analysis 

A descriptive analysis is performed for each of the primary, secondary and safety 
endpoints separately for each product. 

 
 

97.5 % 
confidence 
intervals 
 

The corresponding 97.5% confidence intervals are calculated and given for all primary, 
secondary and exploratory endpoints.  

 
External 
Report 

Not applicable 
 

 
Sensitivity 
analysis 

The primary analysis is carried out in the FAS collective. A sensitivity analysis, the 
primary is repeated in the PP collective.  
No sensitivity analyses are planned as part of the secondary analyses. 
 

 

12.3 Considerations for non-inferiority and equivalence testing 
The primary and all secondary endpoints will be tested in the first instance as part of a non-inferiority 
analysis.  
The clinical experts specified that a negative deviation of less than 15% is considered clinically non-
inferior.  
Accordingly, the threshold for non-inferiority is set at 15%. This limit applies irrespective of the respective 
endpoint.  
In the case of a risk difference, this value can be used directly. In the case of medians and mean values, 
the corresponding 15% limit must first be determined in relation to the comparator. 

12.4 Model Assumptions 
Due to the study design, all data are available in paired form. Therefore, only statistical parameters and 
tests for paired data are used. 
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Description of the randomization process: 
 
The following aspects are considered for the generation of the randomization list: 

 Patients will be assigned a 3-digit randomization number from 01 to 120 (based on the 120 
planned participants) 

 One single blinded randomization list for the whole study will be prepared 
 The randomization list will be uploaded to TrialMaster in a pre-specified format. 

 
Randomization is carried out according to the guidelines of the site with the help of the randomization 
list. Here, the smallest previously unused randomization number is always assigned to the eligible 
participant. 
  

12.8 Interim analyses 
Not applicable.  
 

12.9 Subgroup analyses 
Not applicable. 
 

12.10 Adjustment for covariates 
Not applicable. 
 

12.11 Confidence intervals 
Confidence intervals (CI) for means are given where suitable. They are computed two-sided based on 
asymptotic normality at a confidence level of 95 % =100*(1- α) %, if not stated otherwise: 
 

 

  

for μ = Sample mean for the respective variable  
 Percentile of the t distribution 

 = Sample standard deviation for the respective variable 
n = Sample size 

 
Confidence Intervals for Wilcoxon signed rank test are calculated according to Hodges-Lehmann. This 
is done according to the following method: 
 

Let  be the exact  confidence interval for the median difference. Let  and 

let  be the  averages,  for all , sorted in ascending order.  

The lower confidence interval is formed by setting where   where  rounds down   
to the nearest integer.  
The upper confidence interval is formed by setting where  where  rounds up   to the 
nearest integer.  
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 is determined by finding a value for  so that the formula satisfies the following condition: 
 

 

 
is determined by finding a value for  so that the formula satisfies the following condition: 

 

 

 
 
Confidence Intervals for paired proportion difference are calculated according to Newcomb. 
The following applies: . 

Where  is the total number of IMDs and  is the number of IMDs that fulfill the respective criteria, 
whereby  is the proportion value. 
 

 

 
 
 
Here,  and  result according to the Wilson score confidence intervals.  
 

 

And 

 

12.12 Conventions 
Number of decimal places for raw data and calculated values are determined by an internal guideline. 
The presentation of target variables follows the SGS proderm style guide. 
For frequency tables, only those categories for which there is at least one participant represented, will 
be included in the tables, except the intention is the direct visual comparison between categories. 
 

13 Preparation and control of program code 
All SAS® Code used for statistical analysis is in the responsibility of the trial statistician but may be 
delegated to a programmer. The statistical output programmed in SAS® version 9.4 is based on this 
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Additional tables and figures are acceptable for illustrative purposes. Additional statistical tests can be 
performed, if reasons are given in the final report. The corresponding p-values have to be interpreted 
purely descriptive in the context of an explorative data analysis.   
Examples of crucial tables, listings and figures can be seen in Chapter 20. 
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20 Appendices 

20.1 Mock listing 
A complete listing of participants' raw data will be integrated in the final report. The layout will be 
according to the following mock listings: 
 
Listing general data 

Random No. [Variable 1 
NUMERIC] 

[Variable 2  
DATE] [Variable …] [Variable N 

ALPHANUMERIC] 

1 [VALUE] [VALUE]  [VALUE] 

2 [VALUE] [VALUE]  [VALUE] 

... ... ...  ... 

n-1 [VALUE] [VALUE]  [VALUE] 

n [VALUE] [VALUE]  [VALUE] 

 
Listing demographic data 

Random No. 
 

Participant ID 
 

Screening Date Age [years]  

1 X DDMMMYYYY X  

2 X DDMMMYYYY X  

... ... ... ...  

n-1 X DDMMMYYYY X  

n X DDMMMYYYY X  

 
Listing efficacy/tolerability data (derandomized) 

RandomNo. Time Product Variable 1 
[<unit>] 

Variable 2 
[<unit>] 

Variable 3 
[<unit>] 

Variable 4 
[<unit>] 

1 [TIME 1] [PRODUCT 1] X X X X 

 [TIME…] [PRODUCT 1] X X X X 
 [TIME N] [PRODUCT 1] X X X X 
2 [TIME 1] [PRODUCT N] X X X X 
 [TIME…] [PRODUCT N] X X X X 

 [TIME N] [PRODUCT N] X X X X 
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Mock table for results of non-inferiority product comparison 
       

Results of non-inferiority product comparison (FAS or PP) 

Risk Difference  
or  

Median 
Difference 

Non-Inferiority threshold in 
percent 

Non-Inferiority 
threshold 

97.5% Confidence 
interval 

Non-inferiority 
accepted 

Lower 
Limit 

Upper 
Limit 

XX.XX 15% XX.XX XX.XX XX.XX Yes 

Note on the result:  bold character: accepted 
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20.3 Mock graphs
Graphs of the following kind will be presented to illustrate the efficacy analysis in the final report of the 
study:

20.4 Tables planned

The following tables with the respective descriptive statistics to deliver the data basis for the results part 
of the report (Chapter 11 and 14) are planned:

14.1. Demographic, baseline and compliance data for participants (if available) (SP)
Table 14.1.1 Counts and percentages of participants per analysis set

Table 14.1.2 Counts and percentages of protocol deviations

Table 14.1.3 Counts and percentages of eligible participants

Table 14.1.4 Counts and percentages of screening failures

Table 14.1.5 Counts and percentages of premature terminations (if applicable)

Table 14.1.6 Descriptive statistics for demographics 

Table 14.1.7 Counts and percentages of result of pregnancy test at screening 

Table 14.1.8 Counts and percentages of skin condition screening

Table 14.1.9 Counts and percentages of medical history

14.2. Efficacy Data
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20.5 Listings planned  
 

All data collected within the scope of the clinical investigation are mapped within the listings. This 

includes collected raw data as well as derived data.  

Technical variables (indicated by "tc_" in the variable name) are an exception here, as they only contain 

redundant information and can therefore be omitted without any loss of information. 
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