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d esi g n of f urt ur e st u di es.  

-T o e n a bl e m o d elli n g of 
P K d at a t o st art aft er 
c o h ort 3 . 

 
-As c o h orts 3 a n d 4 ar e 
i d e nti c al  

 
 

, d at a fr o m t h e 
t w o c o h orts will b e 
p o ol e d a n d r e p ort e d 
to g et h er.  

C CI
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1. INTRODUCTION 

The purpose of this SAP is to describe the planned analyses to be included in the Clinical 
Study Report for Study 213497.  

Descriptive study population analyses such as summary of demography and baseline 
characteristics and additional detail with regards to data handling conventions and the 
specification of data displays (including COVID-19 reporting) will be provided in the 
Output and Programming Specification (OPS) document. 

1.1. Objectives, Estimands and Endpoints 

1.1.1. Objectives and Endpoints 

1.1.1.1. Parts A and B (Healthy participants) 

Objectives Endpoints 

Primary 

• To evaluate the safety and tolerability of 
GSK3923868 following single and repeat 
inhaled administration in healthy 
participants. 

• Adverse events (AEs) and serious 
adverse events (SAEs). 

• Clinically significant laboratory values, 
vital signs,12-lead electrocardiogram 
(ECG) and spirometry measurements up 
to Day 2 of the final treatment period in 
Part A, and Day 18 in Part B. 

Secondary 

• To evaluate the plasma pharmacokinetics 
of GSK3923868 following single and 
repeat inhaled administration in healthy 
participants. 

Derived pharmacokinetic parameters as data 
permit, including (but not limited to): 

Single dose (Part A, Cohorts 1 & 2): 

• Area under the plasma GSK3923868 
concentration versus time curve from time 
zero to last quantifiable concentration 
(AUC(0-t)) and from time zero to infinity 
(AUC(0-∞)) (if determined). 

• Maximum observed GSK3923868 plasma 
concentration (Cmax). 

• Time to maximum observed plasma drug 
concentration (Tmax). 

Repeated dose (Part B, Cohorts 3 & 4):  

• AUC(0-) on Day 1 and Day 14 (=24h for 
once a day dosing regimen) (if 
determined). 

• Cmax and Tmax on Day 1 and Day 14. 
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1.1.1.2. Part C (Participants with Asthma) 

Objectives Endpoints 

Primary 

• To evaluate the safety and tolerability of 
GSK3923868 following repeat inhaled 
administration in participants with 
asthma. 

• AE and SAEs 

• Clinically significant laboratory values, vital 
signs, 12-lead ECG and spirometry 
measurements up to Day 8. 

Secondary 

To evaluate the plasma pharmacokinetics of 
GSK3923868 following repeat inhaled 
administration in participants with asthma. 

• AUC(0-) on Day 1 and Day 7 (=24h for 
once a day dosing regimen) (if 
determined). 

• Cmax and Tmax on Day 1 and Day 7. 
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1. 2.  St u d y D e si g n  

O v e r vi e w of St u d y D esi g n a n d K e y F e at u r es  
 

 
 

D esi g n 
F e at u r es  

A r a n d o mi z e d d o u bl e -bli n d, pl a c e b o c o ntr oll e d, t hr e e-p art ( P arts A, B 
a n d C) , First Ti m e i n H u m a n ( F TI H) st u d y t o ass e ss s af et y, t ol er a bilit y 
a n d p h ar m a c o ki n eti cs of G S K 3 9 2 3 8 6 8 i n h al ati o n p o w d er  

I n P art A, si n gl e as c e n di n g d os es of G S K 3 9 2 3 8 6 8 will b e ass ess e d i n 
t w o s e q u e nti al cr oss o v er c o h orts ( C o h orts 1 a n d 2, 1 2 p arti ci p a nts p er 
c o h ort ) of h e alt h y p arti ci p a nts, e a ch wit h u p t o t hr e e tr e at m e nt p eri o ds.  
T h er e will b e a mi ni m u m of 1 0 d a ys b et w e e n d os e s, b ef or e a f oll o w u p 
visit 7 -1 4 d a ys p ost t h e fi n al d os e.  

C CI

C CI
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Overview of Study Design and Key Features 
Part B will assess repeat doses of GSK3923868 for 14 days across two 
parallel cohorts (Cohorts 3 and 4) of 8 healthy participants (total 16 
participants in Part B).  

In Part C, further repeat dosing of GSK3923868 for 7 days will be 
assessed in a single parallel cohort (Cohort 5) of 16 participants with 
stable asthma. Part C will be randomized according to two strata:1) 
SABA and/or intermittent ICS/LABA users and 2) ICS or ICS/LABA 
users. 

A Dose Escalation Committee (DEC) will be responsible for the review 
of emerging safety, tolerability and plasma PK results to determine the 
progression of single ascending dose levels in each treatment period in 
Part A and the progression to repeat dose levels in Parts B and C.   

Study 
intervention 

The starting dose in Part A Cohort 1 Period 1 is 50 mcg.  

The planned doses for dose escalation in Part A after the first cohort 
with 50 mcg are 100, 250, 500, 1000, and 3000 mcg. The planned dose 
for Part B (Cohorts 3 and 4) and Part C is 3000 mcg. 

Part Screening Treatment Period Washout Period Follow-Up 

A 

Up to 30 
days 

before the 
first dose. 

Each cohort will be 
comprised of three 

treatment periods (3 days 
each) with a follow up 
phone call at 48 hours 

after each dose. 

Will be at least 10 
days between 
doses for each 

participant. 
Between 7 
to 14 days 
following 
the final 
dose. 

B 

Each participant will  
receive up to 14 days of 
treatment with additional 

observation up to 96 hours 
after their final dose. 

N/A 

C 
Each participant will 

receive up to 7 days of 
treatment. 

N/A 

The total duration of the study will be approximately 11 weeks in Part 
A, approximately 9 weeks in Part B and approximately 8 weeks in Part 
C. 

Study 
intervention 
Assignment 

In Part A (Cohorts 1 and 2), each cohort has a crossover design with 
four treatment sequences that participants will be randomized to. Of the 
four sequences, three include placebo for one of the treatment periods 
whilst the last contains active for all treatment periods. This gives a 3:1 
active:placebo ratio within each treatment period of the cohort (as 
shown below): 
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Overview of Study Design and Key Features 

 

Part B (Cohorts 3 and 4), follow a parallel group design where 
participants will be randomized in a 3:1 ratio (active:placebo) to receive 
study treatment. 

Part C (Cohort 5) also follows a parallel group design with participants 
randomized in a 3:1 ratio (active:placebo) to receive study treatment. In 
addition, Part C will be stratified to ensure 8 SABA and/or intermittent 
ICS/LABA participants (6 active and 2 placebo) and 8 ICS or 
ICS/LABA participants (6 active and 2 placebo) are randomized. 

Interim 
Analysis 

There are no formal interim analyses conducted as part of this study, 
however the  following in-stream analyses will be performed as 
described in the sections below. 

Dose 
Escalation 
Committee  

A review of preliminary safety, tolerability and plasma PK data will be 
conducted by the DEC prior to each dose level in Part A, before 
initiating repeat dosing in Part B, and before initiating repeat dosing 
asthmatics in Part C. 
 
Safety and tolerability data includes adverse event/serious adverse 
event (AE/SAE), clinical laboratory values, 12-lead electrocardiogram 
(ECG), vital signs and spirometry measurements. 
 
Additional details are available in the Dose Escalation Plan. 

Instream 
Analysis of 
PK Data  

Once each of Part A (Cohorts 1 and 2) and Part B (Cohorts 3 and 4) 
have completed, selected members of the GSK team will be formally 
unblinded to the treatment allocations of the completed participants for 
PK and safety data from these cohorts to enable the analysis and 
modelling of PK data to start. 
 
The aim of this analysis is to inform internal decision making around 
dose selection for future studies in the development plan of this 
compound. This analysis will not impact the conduct or the design of 
the current study and will be reported separately from this SAP. 
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2. SUCCESS CRITERIA 

Given this study is the FTIH for GSK3923868, no formal statistical hypotheses will be 
tested. The primary objective is to evaluate the safety and tolerability of GSK3923868 in 
healthy participants and stable asthmatics.  
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3. ANALYSIS SETS 

 

3.1. Definitions for Per Protocol Analysis Set 

This study does not have a per protocol analysis set. 

Analysis Set Definition  Analyses Evaluated 

Screened All participants who were screened for 
eligibility.  

Study Population 

Enrolled The All Subjects Enrolled (ASE) population 
will consist of all participants who enrolled in 
the study. 

Note: screening failures (who never passed 
screening even if rescreened) and 
participants screened but never enrolled into 
the study (Reserve, Not Used) are excluded 
from the Enrolled analysis set as they did not 
enter the study. 

Study Population 

Randomized The randomized population will consist of all 
participants who were randomized including 
those randomized in error. A participant who 
is recorded as a screen failure and was also 
randomized will be considered as 
randomized in error provided that they have 
not performed any study assessments.  

Study Population 

Safety All randomized participants who received at 
least 1 dose of study intervention. 
Participants will be analysed according to 
the treatment they received.  

Safety 

Pharmacokinetic 
(PK) 

All randomized participants in the Safety 
population who had at least 1 non-missing 
PK assessment (Non-quantifiable [NQ] 
values will be considered as non-missing 
values). 

• Participants will be analysed 
according to the treatment they 
received. 

PK 
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4.  S T A TI S TI C A L A N A L Y S E S  

4. 1.  G e n er al C o n si d er ati o n s  

4. 1. 1.  G e n er al M et h o d ol o g y  

T h e S af et y  A n al ysis S et will b e us e d f or all o ut p uts e x c e pt f or  p h ar m a c o ki n eti c ( P K )  
 e n d p oi nt s w hi c h will us e t h e P h ar m a c o ki n eti c A n al ysis 

S et.   

All c o h orts will b e pr es e nt e d s e p ar at el y , e x c e pt C o h orts 3 a n d 4 w hi c h will b e c o m bi n e d, 
u nl ess ot h er wis e st at e d . I n a d diti o n, f or P art A, all o ut p ut s  e x cl u di n g st u d y p o p ul ati o n 
will b e s u m m aris e d a c c or di n g t o tr e at m e nt a n d d o s e l e v el of G S K 3 9 2 3 8 6 8 .  

I n t h e c as e of wr o n g str atifi c ati o n assi g n e d at t h e ti m e of r a n d o mi z ati o n, t h e a n al ys es will 
b e p erf or m e d b as e d o n t h e d at a c oll e ct e d i n t h e e C R F, n ot t h e a ssi g n e d str at u m at  
r a n d o mi z ati o n. 

C o nfi d e n c e i nt er v als will us e 9 5 % c o nfi d e n c e l e v els  f or b ot h s u m m ar y st ati sti cs a n d 
st atisti c al a n al ysis , u nl es s ot h er wis e st at e d.  

U nl ess ot h er wis e s p e cifi e d, c o nti n u o us d at a will b e s u m m ari z e d usi n g d es cri pti v e 
st atisti cs: n, m e a n, st a n d ar d d e vi ati o n (st d), m e di a n, mi ni m u m a n d m a xi m u m. 
C at e g ori c al d at a will b e s u m m ari z e d as t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts i n e a c h 
c at e g or y.  

4. 1. 2.  B a s eli n e D efi niti o n  

F or all e n d p oi nt s t h e b as eli n e v al u e will b e t h e l at est pr e -d os e wit h a n o n -mi ssi n g v al u e, 
i n cl u di n g d a y 1 pr e -d os e a n d t h os e fr o m u ns c h e d ul e d visits pri or t o t h e first d os e of st u d y 
tr e at m e nt. F or P art A, b a s eli n e will b e d efi n e d as t h e l at est pr e -d os e as s ess m e nt at t h e 
st art of e a c h tr e at m e nt p eri o d.   

B as eli n e Q T c F will b e c al c ul at e d as t h e a v er a g e of t h e t hr e e pr e -d os e m e as ur e m e nts o n 
D a y 1.  

U nl ess ot h er wis e st at e d, if b as eli n e d at a is missi n g n o d eri v ati o n will b e p erf or m e d a n d 
b as eli n e will b e s et t o  mi ssi n g.  

4. 1. 3.  M ulti c e ntr e  St u di e s  

D u e t o t h e s m all s a m pl e si z e of t his first ti m e i n h u m a n st u d y, if m ulti pl e c e ntr es ar e 
utili s e d f or r e cr uit m e nt p ur p os es, all d at a will b e p o ol e d a n d n o s u m m ari es will b e 
pr o vi d e d b y sit e  or c o u ntr y .  

C CI

C CI
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4.1.4. Model Checking Diagnostics 

Model checking diagnostics for dose proportionality and dose accumulation analysis will 
include the following: 

• The Kenward and Roger method for approximating the denominator degrees of 
freedom and correcting for bias in the estimated variance-covariance of the fixed 
effects will be used. 

• An unstructured covariance structure for the R matrix will be used by specifying 
‘type=UN’ on the REPEATED line. 

o In the event that this model fails to converge, alternative correlation structures 
may be considered such as CSH or CS.  

o Akaike's Information Criteria (AIC) will be used to assist with the selection of 
covariance structure. 

• Distributional assumptions underlying the model used for analysis will be examined 
by obtaining a normal probability plot of the residuals and a plot of the residuals 
versus the fitted values (i.e. checking the normality assumption and constant variance 
assumption of the model respectively) to gain confidence that the model assumptions 
are reasonable.  

 

4.2. Primary Endpoints Analyses 

The safety analyses will be based on the Safety Analysis Set, unless otherwise specified.  

Primary Endpoints: 

• Adverse events (AEs) and serious adverse events (SAEs). 
• Clinically significant laboratory values, vital signs, 12-lead electrocardiogram 

(ECG) and spirometry measurements up to Day 2 of the final treatment period in 
Part A, and Day 18 in Part B. 

• Clinically significant laboratory values, vital signs, 12-lead ECG and spirometry 
measurements up to Day 8 in Part C. 

4.2.1. Definition of endpoints 

Adverse events will be coded using the standard Medical Dictionary for Regulatory 
Affairs (MedDRA dictionary).  

Grade 1 AEs are defined as mild. Grade 2 or higher AEs are defined as moderate or 
severe. This study will report AEs as mild, moderate or severe. 

A study intervention-related AE/SAE is defined as an AE/SAE for which the investigator 
classifies the possible relationship to study intervention as “Yes”. A worst-case scenario 
approach will be taken to handle missing relatedness data, i.e. the summary table will 
include events with the relationship to study intervention as ‘Yes’ or missing.  

Spirometry assessments are performed in triplicate with the highest value reported. 
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Clinically significant values are defined as: 

• Values in the potential clinical interest (PCI) ranges for laboratory values, vital 
signs and ECGs 

• Values that achieve the study stopping criteria (protocol section 7.2.5) for 
spirometry  

The same PCI ranges will be used for both healthy volunteers and stable asthmatics, with 
all ranges being defined in the OPS. 

4.2.2. Main analytical approach 

4.2.2.1. Adverse events and serious adverse events 

Adverse events analyses including the analysis of adverse events (AEs) and Serious AEs 
(SAEs) will be based on GSK Core Data Standards. All summaries will be tabulated by 
study intervention, cohort and dose, except for Cohorts 3 and 4. As cohorts 3 and 4 are 
identical in every aspect except the timing of bronchoscopy assessment, data from the 
two cohorts will be pooled and reported together. 

An overview summary of AEs, including counts and percentages of participants with any 
AE, AEs related to study intervention, moderate and severe AEs, moderate and severe 
AEs related to study intervention, AEs leading to permanent discontinuation of study 
intervention, study intervention related AEs leading to permanent discontinuation of 
study intervention, AE leading to dose reductions, AEs leading to dose delays, SAEs, 
SAEs related to study intervention, fatal SAEs, and fatal SAEs related to study 
intervention as well as bronchoscopy related AEs will be produced. 

The frequency and percentage of AEs will be summarized and displayed in two ways: 1) 
in descending order by preferred term (PT) only and 2) in descending order by system 
organ class (SOC) and PT.   

All SAEs will be tabulated based on the number and percentage of participants who 
experienced the event.  

Separate summaries will also be provided for study intervention-related AEs and SAEs, 
AEs leading to permanent discontinuation of study intervention and study intervention 
related AEs leading to permanent discontinuation of study intervention. These summary 
tables will be displayed by PT.   
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4. 2. 2. 2.  L a b or at or y D at a , Vit al Si g n s, E C G s a n d S pir o m et r y 

F or l a b or at or y d at a, s e p ar at e t a bl es f or h a e m at ol o g y, cli ni c al c h e mi str y a n d uri n al ysis 
t ests will b e pr o d u c e d. Li v er bi o c h e mi c al p ar a m et ers  will b e i n cl u d e d wit h cli ni c al 
c h e mi str y t ests. Vit al si g n s d at a will i n cl u d e s e mi s u pi n e s yst oli c a n d di ast oli c bl o o d 
pr ess ur e, p uls e r at e, r es pir at or y r at e a n d t e m p er at ur e m e as ur e m e nts.  

E C G d at a will i n cl u d e  P R, Q R S, Q T a n d Q T c F i nt er v als.  

S pir o m etr y d at a will i n cl u d e F E V 1  a n d F V C m e as ur e m e nts.  

F or h a e m at ol o g y, cli ni c al c h e mi str y, uri n al ysis , vit al si g ns, E C G a n d s pir o m etr y d at a t h e 
f oll o wi n g i nf or m ati o n will b e s u m m aris e d: 

1.  Cli ni c all y  si g nifi c a nt v al u es at e a c h visit  
2.  R a w a n d c h a n g e  fr o m b a s eli n e v al u es  at e a c h visit  

N ot e: T h e first t a bl e is t h e o nl y o n e i n cl u d e d as p art of t h e pri m ar y e n d p oi nt.  
 

  

I n or d er t o d et e ct p ot e nti al br o n c h os p as ms, a n a d diti o n al t a bl e f or s pir o m etr y v al u es will 
b e pr o d u c e d w hi c h s u m m aris es t h e c h a n g es b et w e e n d ail y pr e - a n d p ost -d os e F E V 1  a n d 
F V C v al u es.  

F or E C Gs, a fi g ur e pl otti n g t h e b as eli n e Q T c F  a n d t h e w orst -c as e p ost -b as eli n e v al u es 
will b e pr o d u c e d. T h e fi g ur e will h a v e r ef er e n c e li n es at 4 8 0 a n d 5 0 0 ms e c f or b ot h t h e 
or di n at e a n d t h e a bs ciss a a x es. T h er e will b e di a g o n al r ef er e n c e li n es at e q u alit y (i. e. a 4 5 
d e gr e e li n e), at e q u alit y pl us 3 0 ms e c, a n d at e q u alit y pl us 6 0 ms e c.  

4. 3.  S e c o n d ar y E n d p oi nt s A n al y s e s  

All p h ar m a c o ki n eti c a n al ys es will b e p erf or m e d o n t h e P h ar m a c o ki n eti c A n al ysis S et . 
F or P K e n d p oi nt s, all a n al ysis will b e p erf or m e d b y P art i. e. P art A ( C o h ort s 1 a n d 2 
c o m bi n e d), P art B ( C o h orts 3 a n d 4 c o m bi n e d) a n d P art C ( C o h ort 5).  

D eri v e d p h ar m a c o ki n eti c p ar a m et ers as d at a p er mit, i n cl u di n g ( b ut n ot li mit e d t o):  

P art A, C o h orts 1 & 2:  

•  Ar e a u n d er t h e pl as m a G S K 3 9 2 3 8 6 8 c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e 
z er o t o l ast q u a ntifi a bl e c o n c e ntr ati o n ( A U C( 0 -t)) a n d fr o m ti m e z er o t o i nfi nit y 
( A U C( 0-∞)) (if d et er mi n e d).  

•  M a xi m u m o bs er v e d G S K 3 9 2 3 8 6 8 pl as m a c o n c e ntr ati o n ( C m a x).  

•  Ti m e t o m a xi m u m o bs er v e d pl as m a dr u g c o n c e ntr ati o n ( T m a x).  

P art B, C o h orts 3 & 4:  

C CI
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• AUC(0- ) on Day 1 and Day 14 ( =24h for once a day dosing regimen) (if 
determined). 

• Cmax and Tmax on Day 1 and Day 14. 

Part C, Cohort 5: 

• AUC(0- ) on Day 1 and Day 7 ( =24h for once a day dosing regimen) (if 
determined). 

• Cmax and Tmax on Day 1 and Day 7. 

4.3.1. Definition of endpoint(s) 

If the AUC(0-) or AUC(0-Inf) is not calculatable due to non-quantifiable plasma 
GSK3923868 data, AUC(0-t’) may be calculated instead. t’ is the common timepoint for 
all subjects for the corresponding dose or cohort. 

Parameter Parameter Description 
AUC(0-t) Area under the concentration-time curve from time zero to the time of 

the last quantifiable concentration (C(t)) will be calculated using the 
linear trapezoidal rule for each incremental trapezoid and the log 
trapezoidal rule for each decremental trapezoid. 

AUC(0- ) Area under the concentration-time curve over the dosing interval. 
AUC(0-Inf) Area under the concentration-time curve extrapolated to infinity will be 

calculated as follows: AUC = AUC(0-t) + C(t)/λz.  
Cmax Maximum observed concentration, determined directly from the 

concentration-time data over the dosing interval. 
C  Trough concentration 
Tmax Time to reach Cmax, determined directly from the concentration-time 

data. 
t½ Apparent terminal half-life will be calculated as:  

t½ = ln2 / λz 
(NOTE: λz is the terminal phase rate constant). 

NOTE: Additional parameters may be included as required. 
 

4.3.2. Main analytical approach 

Plasma GSK3923868 concentration-time data will be analysed by non-compartmental 
methods with WinNonlin. Calculations will be based on the actual sampling times 
recorded during the study. 

Pharmacokinetic data will be presented in graphical form and will be summarised 
descriptively. Analysis of dose proportionality (Part A), steady state assessment and dose 
accumulation (Parts B and C) will be conducted.  
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4.3.2.1. Dose Proportionality 

The following pharmacokinetic statistical analyses will only be performed if sufficient 
data are available (i.e. if more than 5 subjects have well defined plasma profiles). If the 
dose with limited data is at the lower end of the dose range, the data will be excluded and 
the appropriate analysis conducted on the rest of the data. However if there are non-
calculable PK parameter data at intermittent doses no statistical analyses will be 
performed. A minimum of 3 doses will be required to assess dose proportionality.  The 
assessment of dose proportionality will utilise Part A data only.  

Dose proportionality will be assessed using the following two methods: 

Pharmacokinetic Statistical Analyses for Dose Proportionality: Power Method 

Endpoint(s) 

• AUC(0-Inf) (if determined, otherwise use AUC(0-t)), Cmax 

• Each endpoint to be assessed separately. 

Model Specification 

• loge(Y) = β × loge(dose) + loge(α) 
where Y is the pharmacokinetic parameter and loge(α) is an intercept term. 

Model Results Presentation 

• The coefficient of the slope with 90% confidence intervals, on the log scale, will be 
calculated, using the pooled estimate of variance, and used to assess dose proportionality.  

• Point estimates and confidence intervals for the slope will be reported to 2 decimal places  

 
Pharmacokinetic Statistical Analyses for Dose Proportionality: ANOVA Method 

Endpoint(s) 

• AUC(0-Inf) (if determined, otherwise use AUC(0-t’)), Cmax 

• Each endpoint to be assessed separately. 

Model Specification 

• The PK parameter will be dose-normalised prior to loge-transformation by multiplying by 
reference dose / dose 

• Dose will be fitted as a fixed effect, subject as a random effect using DDFM=KR. 

• Separate lines will be fitted for each cohort by including terms for cohort and 
cohort*loge(dose). If the slopes are not significantly (p-value<0.05) different from each other, 
the interaction term will be removed and a single slope estimate obtained. If the slopes are 
significantly different from each other, a separate slope estimate and associated 90% 
confidence interval will be reported for each cohort. 

• The reference dose will be chosen based on the lowest clinically relevant dose over which 
PK can be adequately described, with each other dose as the test doses in the construction 
of the ratio µ(test)/µ(reference). 

Model Results Presentation 

• Point estimates for the adjusted means on the loge scale, the mean difference between each 
dose (test) and the reference dose and associated 90% confidence interval will be 
constructed using the residual variance. These will not be presented. 

• The point estimate and confidence interval will then be exponentially back-transformed to 
allow the presentation of the adjusted (least square) geometric means for each treatment 
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P h ar m a c o ki n eti c St ati sti c al A n al y s e s f or D o s e Pr o p orti o n alit y: A N O V A M et h o d  
( d o s e), a n d p oi nt e sti m at e s a n d a s s o ci at e d 9 0 % c o nfi d e n c e i nt er v al s f or t h e r ati o 
t e st/r ef er e n c e. 

•  P oi nt e sti m at e s a n d 9 0 % c o nfi d e n c e i nt er v a l s f or A U C, C m a x will b e r e p ort e d t o 2 d e ci m al 
pl a c e s . Tr e at m e nt r ati o s a n d 9 0 % CI s will b e pl ott e d b y d o s e.  

•  Pl ot s will al s o b e pr o vi d e d s h o wi n g t h e a dj u st e d g e o m etri c m e a n r ati o of t e st t o r ef er e n c e 
tr e at m e nt ( d o s e) f or A U C( 0-∞)  or A U C( 0 -t’), a n d C m a x t o get h er wit h 9 0 % c o nfi d e n c e 
i nt er v al. 

 

4. 3. 2. 2.  A c c u m ul ati o n a n d St e a d y  St at e A s s e s s m e nt  

T h e ass ess m e nt of a c c u m ul ati o n  a n d st e a d y st at e  will b e p erf or m e d f oll o wi n g r e p e at e d 
d osi n g of G S K 3 9 2 3 8 6 8 i n P arts B a n d C o nl y.  

P h ar m a c o ki n eti c St ati sti c al A n al y s e s  
E n d p oi nt( s)  

•  A c c u m ul ati o n: A U C( 0 - ), C  (if d at a p er mit ), C m a x o n D a y 1 4 ( P art B), D a y 7 ( P art C) 
c o m p ar e d t o D a y 1  

•  St e a d y St at e: C   fr o m D a y 1 t o D a y 1 4  ( P art B) or D a y 7 ( P art C)  
•  E a c h e n d p oi nt t o b e a s s e s s e d s e p ar at el y f oll o wi n g a l o g -tr a n sf or m ati o n. 
M o d el S p e cifi c ati o n  
•  A mi x e d eff e ct m o d el will b e fitt e d wit h d a y a s a fi x e d eff e ct a n d s u bj e ct a s a r a n d o m eff e ct.  
•  T h e K e n w ar d & R o g er ( K R) d e gr e e s of fr e e d o m a p pr o a c h will b e u s e d.  
•  D a y 1 4 will b e c o m p ar e d t o D a y 1 i n or d er t o e sti m at e t h e a c c u m ul ati o n r ati o( s)  
•  T h e a c c u m ul ati o n r ati o( s) a n d 9 0 % c o nfi d e n c e i nt er v al will b e c al c ul at e d b y b a c k -

tr a n sf or mi n g t h e diff er e n c e b et w e e n t h e l e a st s q u ar e m e a n s f or t h e t w o d a y s a n d 
a s s o ci at e d 9 0 % c o nfi d e n c e i nt er v al.  

M o d el R e s ult s Pr e s e nt ati o n  
•  P oi nt e sti m at e s a n d c o nfi d e n c e i nt er v al s f or t h e r ati o s will b e r e p ort e d t o 2 d e ci m al pl a c e s  
•  S c att er pl ot s of e a c h e n d p oi nt a g ai n st d a y will b e pr o d u c e d. T h e d at a p oi nt s f or e a c h s u bj e ct 

will b e j oi n e d wit h str ai g ht li n e s  
•  B o x pl ot s of e a c h e n d p oi nt a g ai n st d a y will b e pr o d u c e d. E a c h tr e at m e nt will b e p ut o n a 

s e p ar at e p a g e.  
 

4. 3. 2. 3.  P o p ul ati o n P K M o d el  

A p o p ul ati o n P K d at as et m a y b e g e n er at e d t o s u p p ort s u bs e q u e nt p o p ul ati o n P K 
m o d elli n g. P o p ul ati o n P K d at as et will i n cl u d e P K d at a   fr o m all 
s u bj e cts i n t hi s st u d y ( P arts A, B a n d C).   T h e p o p ul ati o n P K d at a fil e will b e pr o d u c e d 
b y or u n d er t h e a us pi c es of Cli ni c al St atisti cs ( Pr o gr a m mi n g).  

A p o p ul ati o n P K m o d el ( P O P P K) m a y b e d e v el o p e d wit h all a v ail a bl e d at a as 
a p pr o pri at e a n d m a y b e r e p ort e d s e p ar at el y.  
 

C CI
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4. 5.  Ot h er  A n al y s e s  

T h e ot h er  a n al ys es will b e b as e d o n t h e S af et y  A n al ysis S et, u nl ess ot h er wi s e s p e cifi e d.  

4. 5. 1.  E xt e nt of E x p o s ur e  

N u m b er of d a ys of e x p os ur e t o st u d y dr u g will b e c al c ul at e d b as e d o n t h e f or m ul a:   

D ur ati o n of E x p os ur e i n D a ys = Tr e at m e nt St o p D at e –  ( Tr e at m e nt St art D at e) + 1 

F or P art A, e x p os ur e t o st u d y dr u g will b e c al c ul at e d s e p ar at el y f or e a c h tr e at m e nt 
p eri o d /tr e at m e nt r e c ei v e d.  

S u bj e cts w h o w er e r a n d o mi z e d b ut di d n ot r e p ort a tr e at m e nt st art d at e (i. e. w er e 
r a n d o mi z e d i n err or) will b e  c at e g oris e d as  h a vi n g z er o d a ys of e x p os ur e.  

T h e c u m ul ati v e d os e will b e b as e d o n t h e f or m ul a:  

C u m ul ati v e D os e = S u m of ( N u m b er of D a ys x T ot al D ail y D os e)  

 

4. 6.  I nt eri m A n al y se s  

4. 6. 1.  D o s e E s c al ati o n C o m mitt e e ( D E C)  

A r e vi e w of pr eli mi n ar y s af et y, t ol er a bilit y a n d pl as m a P K d at a will b e c o n d u ct e d b y t h e 
D E C pri or t o e a c h d os e l e v el i n P art A, b ef or e i niti ati n g r e p e at d osi n g i n P art B, a n d 
b ef or e r e p e at d osi n g ast h m ati cs i n P art C.  

S af et y a n d t ol er a bilit y d at a will b e pr o vi d e d b y t h e sit e at t h e e n d of e a c h d osi n g s essi o n, 
al o n g wit h a n al ysis of t h e pl as m a P K d at a w hi c h will b e p erf or m e d usi n g n o mi n a l 
s a m pli n g ti m es.  

T o mi ni mi z e t h e ris k of u n bli n di n g d uri n g D E C m e eti n gs, i n di vi d u al P K d at a will b e 
s cr a m bl e d s u c h t h at t h e bli n d is m ai nt ai n e d.  S u m m ar y st ati sti cs will als o b e pr o vi d e d f or 
pl as m a P K p ar a m et ers ( C m a x a n d A U C).  T h e d at a m a y b e u n bli n d e d s h o ul d a s af et y 
c o n c er n aris e d uri n g t h e bli n d e d r e vi e w.  

A d diti o n al d et ail s ar e a v ail a bl e i n t h e D os e Es c al ati o n Pl a n.  

C CI
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4.6.2. Instream Analysis of PK Data 

Once Cohort 3 has completed, selected members of the GSK sponsor staff team will be 
formally unblinded to the treatment allocations of participants who completed the study 
to enable the analysis and modelling of PK data to start. Once Cohort 4 has completed, 
the same sponsor staff will also be unblinded to the treatment allocations of the 
completed participants from Cohort 4 to incorporate their data into the ongoing PK 
analysis and modelling. Access to unblinded subject-level data will be restricted to 
members of the Statistics and Programming and Clinical Pharmacology Modelling and 
Simulation teams, DMPK Modelling and Computational Science.  

The aim of this analysis is to inform internal decision making around dose selection for 
future studies in the development plan of this compound. This analysis will not impact 
the conduct or the design of the current study and will be reported separately from this 
SAP. 

4.7. Changes to the Protocol Defined Statistical Analysis Plan 

There were no changes or deviations to the originally planned statistical analysis 
specified in the protocol (Dated: 24-Sep-2021). 
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5.  S A M P L E SI Z E D E T E R MI N A TI O N  

N o f or m al st ati sti c al t e c h ni q u es w er e us e d t o c al c ul at e t h e s a m pl e si z e f or t hi s st u d y.  

T h e n u m b er of p arti ci p a nts i n cl u d e d is d e e m e d a n a d e q u at e n u m b er t o pr o vi d e a n 
ass ess m e nt of s af et y a n d t ol er a bilit y a n d p h ar m a c o ki n eti cs m e as ur e m e nts, a n d t h er e b y t o 
all o w pr o gr essi o n t o l ar g er cli ni c al st u di es.  

A mi ni m u m of 5 p arti ci p a nts r e c ei vi n g e a c h  d os e of a cti v e dr u g ( eit h er as a si n gl e or 
r e p e at d os e) ar e r e q uir e d f or t h e d os e es c al ati o n m e eti n gs. Wit h 5 p arti ci p a nts, if t h e tr u e 
a d v ers e o ut c o m e r at e is 5 %, t h e c h a n c e of n ot o bs er vi n g a n y a d v ers e e v e nt s at a gi v e n 
d os e is 7 7 %. If t h e tr u e a d v ers e o ut c o m e r at e is 2 0 %, t h e c h a n c e of n ot o bs er vi n g a n y 
a d v ers e e v e nts at a gi v e n d os e l e v el i s 3 3 %.  

F or P art A, s uffi ci e nt h e alt h y a d ult p arti ci p a nts will b e s cr e e n e d t o e ns ur e a t ot al of 1 2 
p arti ci p a nts p er c o h ort ar e r a n d o mi z e d wit h t h e ai m t o a c hi e v e a p pr o xi m at el y 1 2 p er 
c o h ort c o m pl et e d.   

I n t ot al f or P art A, 9 p arti ci p a nts ar e pl a n n e d t o r e c ei v e e a c h d os e of a cti v e dr u g i n e a c h 
p eri o d. If t h e tr u e a d v ers e o ut c o m e r at e is 5 %, t h e c h a n c e of n ot o bs er vi n g a n y a d v ers e 
e v e nts at a gi v e n d os e is 6 3 %. If t h e t r u e a d v ers e o ut c o m e r at e is 2 0 %, t h e c h a n c e of n ot 
o bs er vi n g a n y a d v ers e e v e nts at a gi v e n d os e l e v el is 1 3 %.  

I n P art B, s uffi ci e nt h e alt h y a d ult p arti ci p a nts will b e s cr e e n e d t o e ns ur e 8 p arti ci p a nts 
ar e r a n d o mi z e d t o e a c h of t h e t w o c o h orts, wit h t h e aim t o a c hi e v e a p pr o xi m at el y 8 
c o m pl et e d i n e a c h c o h ort.   

F or P art C, s uffi ci e nt p arti ci p a nts wit h ast h m a will b e s cr e e n e d t o e ns ur e 1 6 p arti ci p a nts 
ar e r a n d o mi s e d, wit h t h e ai m t o a c hi e v e 1 6 c o m pl et ers . P art C will b e r a n d o mi s e d 
a c c or di n g t o t w o str at a, S A B A a n d/ or i nt er mitt e nt I C S/ L A B A us ers a n d I C S or I C S/ L A B A 
us ers.  

I n P arts B a n d C, 1 2 p arti ci p a nts ar e pl a n n e d t o r e c ei v e e a c h d os e of a cti v e dr u g. T h e 
c orr es p o n di n g pr o b a biliti es f or 1 2 p arti ci p a nts wit h tr u e e v e nt r at es of 5 % a n d 2 0 % ar e 
5 4 % a n d 7 %, r es p e cti v el y.   

T his l e v el of pr e di cti vit y is d e e m e d a d e q u at e wit hi n t hi s p h as e of d e v el o p m e nt.  

C CI
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F or P arts A, B a n d C if p arti ci p a nts pr e m at ur el y dis c o nti n u e i n t h e st u d y, t h e y will b e 
r e pl a c e d at t h e dis cr eti o n of t h e s p o ns or M e di c al M o nit or i n c o ns ult ati o n wit h t h e 
Pri n ci p al I n v esti g at or.   

 

C CI



C O N FI D E N TI A L  
  2 1 3 4 9 7  

2 6  

6.  S U P P O R TI N G D O C U M E N T A TI O N  

6. 1.  A p p e n di x 1 A b br e vi ati o n s a n d Tr a d e m a r k s  

6. 1. 1.  Li st of A b br e vi ati o n s  

A b br e vi ati o n  D e s cri pti o n  
A E  A d v er s e E v e nt  

CI  C o nfi d e n c e I nt er v al  
C P M S  Cli ni c al P h ar m a c ol o g y M o d elli n g & Si m ul ati o n  
C S  Cli ni c al St ati sti c s  
C S R  Cli ni c al St u d y R e p ort  
% C V  C o effi ci e nt of V ari ati o n  
D E C  D o s e E s c al ati o n C o m mitt e e  
D P  D e ci m al Pl a c e s  
e C R F  El e ctr o ni c C a s e R e c or d F or m  

F TI H  Fir st Ti m e i n H u m a n  
G S K  Gl a x o S mit h Kli n e  
I A I nt eri m A n al y si s 
M M R M  Mi x e d M o d el R e p e at e d M e a s ur e s  
O P S  O ut p ut a n d Pr o gr a m mi n g S p e cifi c ati o n  
P CI  P ot e nti al Cli ni c al I m p ort a n c e  
P K  P h ar m a c o ki n eti c  
P P  P er Pr ot o c ol  
P T   Pr ef err e d T er m  
P o p P K  P o p ul ati o n P K  
Q C  Q u alit y C o ntr ol  
Q T c F  Fr e d eri c a’ s Q T I nt er v al C orr e ct e d f or H e art R at e  
S A P  St ati sti c al A n al y si s Pl a n  
S O C  S y st e m Or g a n Cl a s s  

 

6. 1. 2.  Tr a d e m a r k s  

Tr a d e m ar k s of t h e Gl a x o S mit h Kli n e 
Gr o u p of C o m p a ni e s  

 Tr a d e m ar k s n ot o w n e d b y t h e 
Gl a x o S mit h Kli n e Gr o u p of C o m p a ni e s  

N o n e   N O N M E M  
  S A S  
  Wi n N o nli n  

 

C CI

C CI
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