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1. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 

AD Atopic dermatitis 
AE(s) Adverse event(s) 
ATC Anatomical therapeutic chemical 

AUC(0-last) 
Area under the plasma concentration-time curve from time zero to the time 
of last quantifiable plasma concentration 

BLQ Below the limit of quantitation 
BSA Body surface area 
Cmax Maximum plasma concentration 
CV Coefficient of variation 
DSMB Data Safety Monitoring Board 

  
ECG Electrocardiogram 
GM Geometric mean 

  
ITT Intent-to-treat 
MedDRA Medical Dictionary for Regulatory Activities 
Max Maximum 
Min Minimum 
n Number of observations 
nquant Number of quantifiable concentrations 
N Number of subjects (sample size) 

  
PDE Phosphodiesterase 
PK Pharmacokinetic 

  
QTcB QT interval corrected for heart rate using Bazett’s formula 
QTcF QT interval corrected for heart rate using Fridericia’s formula 
SAE(s) Serious adverse event(s) 
SAS® Statistical Analysis System (SAS® Institute Inc., Cary, NC) 

  
SD Standard deviation 
TCIs Topical calcineurin inhibitors 
TEAE(s) Treatment-emergent adverse event(s) 
Tmax Time of  maximum plasma concentration 
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W H O -D D E  W orl d H e alt h Or g a ni z ati o n  Dr u g D i cti o n ar y 

2.  I N T R O D U C T I O N  

M M 3 6 ( als o k n o w n as O P C- 2 7 1 a n d O P A- 1 5 4 0 6) is a n o v el n o nst er oi d al p h os p h o di est er as e t y p e 

4 ( P D E 4) i n hi bit or w hi c h s el e cti v el y i n hi bits t h e s y nt h esis of t h e i ntr a c ell ul ar s e c o n d m ess e n g ers 

t h at a cti v at e i nfl a m m ati o n.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

3.  S T U D Y O B J E C T I V E S  

3. 1  P ri m a r y O bj e cti v e  

T h e pri m ar y o bj e cti v e of t his st u d y is t o ass ess t h e d e gr e e of s yst e mi c e x p os ur e ( a cti v e p ar e nt 

c o m p o u n d a n d m et a b olit es) f oll o wi n g 4 w e e ks of t wi c e d ail y d osi n g wit h M M 3 6 1 %, a p pli e d 

t o pi c all y u n d er m a xi m al- us e c o n diti o ns; ≥ 3 5 % B o d y S urf a c e Ar e a [ B S A] i n v ol v e m e nt 

( e x cl u di n g s c al p a n d v e n o us a c c ess ar e as) i n s u bj e cts 2 t o l ess t h a n 1 2 y e ars of a g e, a n d ≥ 2 5 % 

C or p or at e C o nfi d e nti al I nf or m ati o n



C O N FI D E N TI A L  

   
St atisti c al A n al ysis Pl a n  f or M e di m etri k s P h ar m a c e uti c al s, I n c. P a g e 7 
Pr ot o c ol N u m b er: M E DI -M M 3 6 -2 0 6  M a y 1 8, 2 0 1 7  

( e x cl u di n g s c al p a n d v e n o us a c c ess ar e as) i n s u bj e cts at l e ast 1 2 y e ars of a g e t o < 1 8 y e ars of a g e 

wit h at o pi c d er m atitis.  

3. 2  S e c o n d a r y O bj e cti v es  

T h e s e c o n d ar y o bj e cti v e of t his st u d y is t o ass ess t h e s af et y pr ofil e of M M 3 6 1 % a p pli e d 

t o pi c all y t wi c e d ail y f or u p t o 4 w e e ks i n p e di atri c s u bj e cts 2 t o < 1 8 y e ars of a g e, wit h at o pi c 

d er m atitis.  

3. 3  E x pl o r at o r y O bj e cti v es  

T his st u d y will als o e x pl or e t h e I n v esti g at or - a n d s u bj e ct - ass ess e d effi c a c y pr ofil e of M M 3 6 1 %, 

a p pli e d t o pi c all y t wi c e d ail y f or u p t o 4 w e e ks i n p e di atri c s u bj e cts 2 t o < 1 8 y e ars of a g e, wit h 

at o pi c d er m atitis,  

 

 

 

. 

4.  S T U D Y D E S I G N  

4. 1  O v e r all St u d y D esi g n 

C or p or at e C o nfi d e nti al I nf or m ati o n

T his m ulti c e nt er, o p e n- l a b el st u d y, will e v al u at e th e p h ar m a c o ki n eti cs, s af et y, t ol er a bilit y, a n d 

t h e e x pl or at or y effi c a c y of M M 3 6 1 % oi nt m e nt w h e n a p pli e d t wi c e d ail y f or u p t o 4 w e e ks i n 

s u bj e cts 2 t o < 1 8 y e ars of a g e wit h at o pi c d er m atitis, at t h e u p p er r a n g e of dis e as e s e v erit y. T his 

st u d y will als o e v al u at e t h e s yst e mi c a v ail a bilit y of M M 3 6 1 % w h e n a p pli e d t o pi c all y u n d er 

m a xi m al us e c o n diti o ns.  

A p pr o xi m at el y 4 5 s u bj e cts will b e r e gist er e d f or a n esti m at e d 3 2 c o m pl et e d s u bj e cts. F oll o wi n g 

s cr e e ni n g ( wit hi n 3 0 d a ys pri or t o t h e first d os e of st u d y dr u g) a n d c o nfir m ati o n of st u d y 

q u alifi c ati o n, s u bj e cts will b e r e gist er e d a n d assi g n e d ( D a y 1) t o o n e of t hr e e gr o u ps b as e d o n t h e 

s u bj e ct’s a g e at S cr e e ni n g. T h e first d os e of st u d y dr u g will b e a p pli e d i n t h e st u d y cli ni c ( D a y 1) 

a n d bl o o d s a m pl es will b e c oll e ct e d f or e v al u ati o n of p h ar m a c o ki n eti cs ( P K ) pri or t o t h e first 

a p pli c ati o n ( 0 h o urs) a n d at 1 h o ur ( ± 1 5 mi n ut es), 4 h o urs ( ± 3 0 mi n ut es) a n d at 8 h o urs ( ± 1 

h o ur) aft er a p pli c ati o n of st u d y dr u g. O n D a y 1 5, t h e st u d y dr u g will a g ai n b e a p pli e d i n t h e 

st u d y cli ni c, a n d bl o o d s a m pl es will b e c oll e ct e d f or P K pri or t o d osi n g a n d at 1 h o ur ( ± 1 5 

mi n ut es), 4 h o urs ( ± 3 0 mi n ut es) a n d at 8 h o urs ( ± 1 h o ur) aft er a p pli c ati o n of st u d y dr u g. 

 

  

At S cr e e ni n g a n d B as eli n e ( D a y 1) , s u bj e cts wit h at o pi c d er m atitis t h at ar e 2 t o l ess t h a n 1 2 y e ars 

of a g e ( Gr o u p 2 a n d 3) m ust h a v e a tr e at a bl e ar e a c o m prisi n g ≥ 3 5 % B S A i n v ol v e m e n t 

C or p or at e C o nfi d e nti al I nf or m ati o n
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(excluding scalp and venous access areas), and subjects 12 years of age and older (Group 1) must 
have ≥ 25% BSA involvement (excluding scalp and venous access areas) (i.e., maximal use 
conditions). The same (or greater, BSA if area involved expands) amount of study drug topically 
applied at baseline will continue to be applied twice daily, to the same area where study drug was 
applied on Day 1, even if the % BSA improves over the course of the first 2 weeks (14 days) of 
treatment. Between Day 15 (after the maximal use application and collection of PK samples) and 
Day 28, the study drug will only be applied to the involved areas. The last application of study 
drug will be given the evening before the final visit (Day 29).  

The maximum individual study participation is approximately 60 days (screening (Day -30) 
through final Day 29 (± 1 day) Visit). 

4.1.1 Schedule of Visits and Assessments 

The schedule of assessments can be found in Section 1 of the protocol. 

4.1.2 Method of Assigning Subjects to Treatment Groups 

This is a non-randomized one-arm study with subjects split into three groups based on the 
subject’s age at Screening. Group 1 will consist of approximately 16 subjects who are 12 to < 18 
years of age. Subjects in Group 1 must have ≥25% BSA involvement. Groups 2 and 3 will each 
contain approximately 8 subjects, and subjects must have ≥35% BSA involvement.  Group 2 will 
consist of subjects 6 to < 12 years of age and Group 3 will have subjects 2 to < 6 years of age. 

Following screening and confirmation of study qualification, subjects will be registered and 
assigned a kit of study drug. Five labeled tubes will be assembled into a subject box. Each box 
will be labeled with a single panel label and tamper sealed. Five labeled subject boxes will be 
assembled into block kits. Each kit will be labeled with a 2-part tear away label and tamper 
sealed. At Visit 2/Baseline, Visit 3/Week 1, Visit 4/Week 2 and Visit 5/Week 3, subjects will be 
dispensed tubes of study drug from the assigned kit. 

4.1.3 Blinding 

Not applicable. 

4.2 Determination of Sample Size 

The sample size is not driven by inferential statistics. A sample size of 32 subjects is set for 
qualitative investigation of the pharmacokinetic profile as well as the safety and tolerability and 
responsiveness (efficacy) of MM36 1% when applied topically twice daily for 4 weeks to 
pediatric subjects 2 to < 18 years of age. 
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5.  C H A N G E S I N T H E C O N D U C T O F T H E S T U D Y O R P L A N N E D A N A L Y S E S  

T h er e ar e n o c h a n g es i n t h e c o n d u ct of t h e st u d y or pl a n n e d a n al ys es. 

6.  P H A R M A C O KI N E T I C, E F FI C A C Y  A N D S A F E T Y  E N D P OI N T S  

6. 1  P h a r m a c o ki n eti c E n d p oi nts  

6. 1. 1  P ri m a r y P h a r m a c o ki n eti c E n d p oi nt  

D et er mi n ati o n of pl as m a c o n c e ntr ati o ns, of t h e p ar e nt c o m p o u n d M M 3 6 a n d its m et a b olit es, 

aft er t h e first t o pi c al a p pli c ati o n of M M 3 6 a n d aft er t w o w e e ks of t wi c e d ail y a p pli c ati o n (st e a d y 

st at e).  

6. 2  Effi c a c y E n d p oi nts  

6. 2. 1  P ri m a r y Effi c a c y E n d p oi nt s 

T h er e ar e n o pri m ar y effi c a c y e n d p oi nts.  

6. 2. 2  S e c o n d a r y Effi c a c y E n d p oi nt s 

T h er e ar e n o s e c o n d ar y effi c a c y e n d p oi nts. 

6. 2. 3  A d diti o n al Effi c a c y E n d p oi nts  

T h e e x pl or at or y effi c a c y e n d p oi nts ar e as f oll o ws: 

  

 

 

 

  

 

 

 

  

 

 

C or p or at e C o nfi d e nti al I nf or m ati o n
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6. 3  S af et y E n d p oi nts  

6. 3. 1  P ri m a r y S af et y E n d p oi nt 

T h er e ar e n o pri m ar y s af et y e n d p oi nts.  

6. 3. 2  S e c o n d a r y S af et y E n d p oi nts 

T h e s e c o n d ar y s af et y  e n d p oi nts ar e as f oll o ws: 

•  I n ci d e n c e a n d s e v erit y of a p pli c ati o n sit e a d v ers e e v e nts ( A Es); 

•  I n ci d e n c e a n d s e v erit y of all A Es a n d t h eir r el ati o ns hi p t o st u d y dr u g; 

•  

C or p or at e C o nfi d e nti al I nf or m ati o n

I n ci d e n c e of cli ni c all y m e a ni n gf ul c h a n g e fr o m b as eli n e i n s af et y l a b or at or y p ar a m et ers, 

1 2- l e a d el e ctr o c ar di o gr a ms ( E C G ), a n d vit al si g n s; 
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•  Pr o p orti o n of s u bj e cts w h o dis c o nti n u e tr e at m e nt d u e t o a n a d v ers e e v e nt. 

7.  S T A T I S T I C A L M E T H O D S  A N D A N A L Y S I S  

7. 1  G e n e r al M et h o d ol o g y 

All a n al ys es will b e p erf or m e d b y  T h e st a n d ar d o p er ati n g pr o c ed ur es of 

 will b e f oll o w e d i n t h e cr e ati o n a n d q u alit y c o ntr ol of all d at a dis pl a ys a n d 

a n al ys es.  

Effi c a c y a n al ys es will b e p erf or m e d f or t h e i nt e nt -t o-tr e at (I T T) p o p ul ati o n a n d s af et y a n d P K 

a n al ys es will b e p erf or m e d usi n g t h e s af et y p o p ul ati o n.  

All a n al ys es will b e p erf or m e d usi n g S A S ® V ersi o n 9. 3 or l at er. 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 u m b er of v al u es [ n], m e a n, st a n d ar d d e vi ati o n [ S D], 

m e di a n, mi ni m u m [ mi n], a n d m a xi m u m [ m a x]) . A d diti o n al s u m m ar y st atisti cs, c o effi ci e nt of 

v ari ati o n ( C V %) a n d g e o m etri c m e a n ( G M), will b e i n cl u d e d f or P K d at a s u m m ari es. P K 

c o n c e ntr ati o n s u m m ari es will i n cl u d e C V %, a n d P K p ar a m et er s u m m ari es will i n cl u d e b ot h 

C V % a n d G M. C at e g ori c al d at a will b e s u m m ari z e d usi n g fr e q u e n c y t a bl es  (fr e q u e n ci es a n d 

p er c e nt s). 

R e p ort e d A Es, m e di c al hist or y t er ms , a n d pri or a n d c o n c o mit a nt pr o c e d ur e s a n d t h er a pi es will 

b e cl assifi e d o n t h e b asis of M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A) 

t er mi n ol o g y, V ersi o n 1 9. 1. Pri or a n d c o n c o mit a nt m e di c ati o ns a n d s ki n c ar e pr o d u cts will b e 

cl assifi e d o n t h e b asis of W orl d H e alt h Or g a ni z ati o n Dr u g Di cti o n ar y ( W H O- D D E) t er mi n ol o g y, 

F or m at B 2, V ersi o n M ar c h 1, 2 0 1 6. 

D at a c oll e ct e d at a ti m e p oi nt  will b e s u m m ari z e d r e g ar dl ess of tr e at m e nt wit h st u d y dr u g. P ost -

tr e at m e nt ass ess m e nts f or s u bj e cts w h o dis c o nti n u e tr e at m e nt b ut c o nti n u e d t o b e f oll o w e d i n t h e 

st u d y will b e i n cl u d e d i n s u m m ari es.  

7. 2  A dj u st m e nts f o r C o v a ri at es  

N ot a p pli c a bl e t o t his st u d y.  

7. 3  H a n dli n g of D r o p o uts o r Missi n g D at a 

U nl ess ot h er wis e s p e cifi e d, m issi n g d at a will n ot b e i m p ut e d f or a n al yses.    

7. 4  I nt e ri m A n al ys es a n d D at a M o nit o ri n g 

C o nfi d e nti al

A n i n d e p e n d e nt D at a S af et y M o nit ori n g B o ar d ( D S M B) will f a cilit at e t h e m a n a g e m e nt a n d 

i d e ntifi c ati o n of p ot e nti al s af et y c o n c er ns, o n a r e g ul ar b asis, t h at c o ul d aff e ct t h e s af et y of tri al 

s u bj e cts, a n d will e x a mi n e w h et h er t h e i nf or m ati o n c oll e ct e d d uri n g t h es e p eri o di c i nt er v als is 

c o nsist e nt wit h k n o wl e d g e a b o ut t h e pr o d u ct’s s af et y ( e. g., u n a nti ci p at e d a d v ers e e v e nts). T h e 

C o nfi d e nti al
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D S M B will al s o ass ess w h et h er r e visi o ns t o t h e st u d y pr ot o c ol a n d/ or c o ns e nt ar e r e q uir e d, a n d 

will e v al u at e t h e o v er all pr o gr ess of t h e st u d y.  

T h e D S M B will c o nsist of 3 v oti n g m e m b ers , a n d t h e first D S M B d at a r e vi e w m e eti n g will b e 

s c h e d ul e d aft er at l e ast 5 0 % or 1 6 e nr oll e d s u bj e cts i n t h e st u d y. A d h o c m e eti n gs m a y b e 

r e q u est e d b y a n y m e m b er of t h e D S M B or a n y ot h er i n v ol v e d p art y, if d e e m e d n e c ess ar y. 

F oll o wi n g e a c h D S M B m e eti n g ( pl a n n e d or a d h o c), t h e D S M B will m a k e r e c o m m e n d ati o ns 

r e g ar di n g st u d y c o nti n u ati o n, m o difi c ati o n or t er mi n ati o n b as e d o n t h e o bs er v e d a d v ers e eff e cts 

of t h e tr e at m e nt u n d er st u d y. D et ails r e g ar di n g t h e p oli ci es a n d pr o c e d ur es of t h e D S M B a n d 

i nt er v als a n d d at a t o b e e v al u at e d will b e d es cri b e d i n t h e D S M B C h art er.  

A pr e -s p e cifi e d i nt eri m a n al ysis will n ot b e c o n d u ct e d.  

7. 5  M ulti c e nt e r St u di es  

T h e cli ni c al st u d y will b e c o n d u ct e d u n d er a c o m m o n pr ot o c ol f or e a c h i n v esti g ati o n al sit e wit h 

t h e i nt e nti o n of p o oli n g t h e d at a f or a n al ysis. E v er y eff ort will b e m a d e t o pr o m ot e c o nsist e n c y 

i n st u d y e x e c uti o n at e a c h st u d y sit e. 

7. 6  M ulti pl e C o m p a ris o n s/ M ulti pli cit y  

N o a dj ust m e nts f or m ulti pl e c o m p aris o ns or m ulti pli cit y will b e m a d e.  

7. 7  E x a mi n ati o n of S u b g r o u p s 

 a d v ers e e v e nts will  b e s u m m ari z e d b y 

a g e gr o u p (s u bj e cts 2- 5 y e ars ol d a n d s u bj e cts 6- 1 7 y e ars ol d). 

7. 8  A n al ysis P o p ul ati o n s 

7. 8. 1  I nt e nt -t o-T r e at (I T T) P o p ul ati o n  

All e nr oll e d s u bj e cts w h o t o o k at l e ast o n e d os e of st u d y dr u g will b e i n cl u d e d i n t h e I T T 

p o p ul ati o n .  All effi c a c y a n al yse s will b e pr e s e nt e d usi n g t h e I T T p o p ul ati o n. 

7. 8. 2  S af et y P o p ul ati o n 

All s u bj e cts i n t h e I T T p o p ul ati o n w h o h a v e at l e ast o n e p ost- b as eli n e s af et y ass ess m e nt will b e 

i n cl u d e d i n t h e s af et y p o p ul ati o n. All s af et y a n al ys es will b e p erf or m e d usi n g t h e s af et y 

p o p ul ati o n. 

7. 9  St atisti c al A n al ysis  

7. 9. 1  B as eli n e D efi niti o n  

C or p or at e C o nfi d e nti al I nf or m ati o n

B as eli n e is d efi n e d as t h e l ast n o n- missi n g ass ess m e nt pri or t o first d os e of st u d y dr u g.   
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7.9.2 Visit Windowing 

Data will be summarized based on nominal visit indications with the exception of data captured 
at early termination and unscheduled visits. Data from early termination and unscheduled visits 
will be summarized based on mapped visit values.  The analysis windows for early termination 
and unscheduled visits are presented in the following table. 

Analysis Windows for Efficacy and Safety Assessments 

Scheduled Visit Target Study Day Window (Days) 

Day 8 8 5 to 11 
Day 15 15 12 to 18 
Day 22 22 19 to 25 
Day 29 29 26 to 32 

Data collected at early termination and unscheduled visits prior to study day 5 will not be 
analyzed, with the exception of those identified as baseline values. Data collected at early 
termination and unscheduled visits after study day 32 will not be included in analyses. 

The definition for the study day included in each study window is defined as below: 

 Study Day Prior to Day 1 = Visit Date – Day 1 Date 

 Study Day On or After Day 1 = Visit Date – Day 1 Date + 1 

If an assessment’s mapped visit is a visit at which the subject has data present, or if no analyses 
are planned for the assessment at the mapped visit, the data collected at the early termination or 
unscheduled visit will not be included in analyses.   

In the event of multiple values from unscheduled or early termination assessments within an 
analysis window, the value closest to the scheduled visit target study day will be used for 
analyses.  If two values tie as closest to the time point (for example, one value is before and the 
other value is after the time point), then the later value will be selected.  

Data collected at all visits will be included in the data listings. 

7.9.3 Subject Disposition 

The number of subjects included in each analysis population (ITT and safety), as well as the 
number of subjects in the safety population with PK data will be summarized.  The number of 
subjects treated, completed, discontinued treatment (including the reason for treatment 
discontinuation), and discontinued study (including the primary reason for study discontinuation) 
will be presented. 

Subjects who are excluded from an analysis population will be summarized by the reasons for 
exclusion. 
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7.9.4 Protocol Deviations 

Protocol deviations will not be entered into the database and therefore will not be summarized.   

7.9.5 Demographic and Baseline Characteristics 

All baseline summaries will be done on the ITT and safety populations. 

Sex, race, ethnicity, Fitzpatrick skin type, dietary habits, and alcohol, tobacco and drug use will 
be summarized by counts and percentages.  Age, height, and weight will be summarized with 
descriptive statistics (n, mean, SD, median, min, and max).   

Atopic dermatitis history, including family history of atopic dermatitis, location of disease, and 
diagnoses of allergic rhinitis and asthma, will be summarized by counts and percentages. 

Medical histories will be coded using the MedDRA dictionary and will be summarized by 
MedDRA system organ class and preferred term. 

7.9.6 Prior and Concomitant Medications 

Prior and concomitant medications will be coded to preferred term and anatomical therapeutic 
chemical (ATC) classification of ingredients using the WHO-DDE. 

Counts and percentages will be provided to summarize the use of medications other than the 
study drug reported throughout the study.  The number and percent of subjects reporting 
medications will be summarized by ATC level 2 term and preferred name.  Medications which 
start prior to first dose will be considered prior medications, and medications which start on or 
after first dose will be considered concomitant medications. Medications with incomplete start 
dates which could be prior to first dose or after first dose will be considered concomitant. 

Skin care products used during the study and prior and concomitant procedures and therapies 
will be included in by-subject listings. 

7.9.7 Pharmacokinetic Analyses 

The pharmacokinetic analysis will be conducted using non-compartmental analysis on plasma 
concentrations of MM36 and its metabolites (MAP-15484, MAP15497 and MAP-15485) in the 
subjects in the safety population who have PK data. 

Individual plasma concentrations of MM36 and its metabolites will be summarized descriptively 
at Day 1 and Day 15 using the arithmetic mean, SD, CV%, median, min, and max. Individual 
plasma concentration-time profiles of MM36 and its metabolites will be plotted on both a linear 
and a semi-logarithmic scale at each visit. Mean values will also be presented graphically.  

Plasma concentrations below the lower limit of quantitation (BLQ) (< 0.2 ng/mL) will not be 
considered quantifiable concentrations. BLQ values and quantifiable concentrations will be 
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summarized separately using summary statistics. Any quantifiable concentrations at pre-dose at 
Day 1 will be set to zero in both concentration summaries, as well as in PK parameter 
calculations. Plasma concentration-time profiles will display BLQ values as 0 ng/mL on the 
linear scale, and will omit BLQ values on the semi-logarithmic scale. 

The following pharmacokinetic parameters will be analyzed for each subject at Day 1 and Day 
15 if there are a sufficient number of quantifiable concentrations of MM36 or its metabolites to 
permit their derivation. 

Cmax Maximum plasma concentration 

Cmax = BLQ if concentrations are BLQ at all time points 

Tmax Time of maximum plasma concentration 

Tmax will be calculated if at least one quantifiable plasma concentration is 
detected in the time interval. Individual elapsed sampling times will be 
used. If the maximum concentration is observed pre-dose, Tmax will be 
considered 0 hours. 

AUC0-last Area under the plasma concentration-time curve from time zero to the 
time of last quantifiable plasma concentration 

AUC0-last will be calculated if at least two consecutive quantifiable 
plasma concentrations are detected in the time interval. Area will be 
computed using the linear trapezoidal rule with individual elapsed 
sampling times and observed concentratinos. BLQ values will be set to 
zero before Tmax and missing after Tmax. 

Descriptive summary statistics (n, arithmetic mean, SD, CV%, median, min, max, and GM) will 
be reported for PK parameters. Individual plasma concentrations and PK parameter values will 
be included in by-subject listings. 

7.9.8 Efficacy Analyses 

7.9.8.1 Primary Efficacy Analysis 

There is no primary efficacy analysis. 

7.9.8.2 Secondary Efficacy Analysis 

There is no secondary efficacy analysis. 
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7. 9. 8. 3  E x pl o r at o r y Effi c a c y A n al ys es 
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7. 9. 8. 3. 4. 2   
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7. 9. 9  S af et y A n al ys es 

7. 9. 9. 1  E xt e nt of E x p os u r e 

T h e e xt e nt of e x p os ur e t o st u d y dr u g will b e s u m m ari z e d b y t ot al n u m b er of d a ys of e x p os ur e, 

t ot al n u m b er of a p pli c ati o ns, p er c e nt c o m pli a n c e , a n d t ot al a m o u nt of st u d y dr u g a p pli e d. T ot al 

n u m b er of a p pli c ati o ns will b e d et er mi n e d b y t h e n u m b er of e ntri es i n t h e d osi n g di ar y. T ot al 

n u m b er of d a ys of e x p os ur e will b e c o m p ut e d as f oll o ws: 

D a ys of E x p os ur e = D at e of L ast A p pli c ati o n  – D at e of F irst A p pli c ati o n + 1. 

T o c o m p ut e p er c e nt c o m pli a n c e, t ot al n u m b er of e x p e ct e d a p pli c ati o ns will b e c al c ul at e d b y:  

E x p e ct e d a p pli c ati o ns = 2 *( St u d y C o m pl eti o n/ Dis c o nti n u ati o n D at e  – D at e of First A p pli c ati o n).  

If t h e t ot al n u m b er of e x p e ct e d a p pli c ati o ns e x c e e ds 5 8 t h e n it will b e s et t o 5 8. P er c e nt 

c o m pli a n c e will b e c al c ul at e d fr o m t ot al n u m b er of a p pli c ati o ns a n d t ot al n u m b er of e x p e ct e d 

a p pli c ati o ns as f oll o ws: 

P er c e nt C o m pli a n c e  = 1 0 0 *( T ot al A p pli c ati o ns/ E x p e ct e d A p pli c ati o ns). 

P er c e nt c o m pli a n c e will n ot b e c al c ul at e d f or s u bj e cts w h o ar e l ost t o f oll o w- u p. 

7. 9. 9. 2  A d v e rs e E v e nts  

C or p or at e C o nfi d e nti al I nf or m ati o n

Tr e at m e nt -e m er g e nt A E s ( T E A Es) ar e d efi n e d as A Es wit h a n o ns et o n or aft er t h e d at e of t h e 

first st u d y dr u g a p pli c ati o n. Tr e at m e nt -e m er g e nt A E s will b e s u m m ari z e d b y s yst e m  or g a n cl ass 

a n d pr ef err e d t er m  a n d f urt h er b y s e v erit y a n d r el ati o ns hi p t o st u d y dr u g. W h e n s u m m ari zi n g 

A Es b y s e v erit y a n d r el ati o ns hi p, e a c h s u bj e ct will b e c o u nt e d o n c e w it hi n a s yst e m or g a n cl ass 
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or preferred term by using the event with the highest severity and strongest relationship within 
each classification.  

Serious AEs (SAEs) will be summarized by system organ class, preferred term, severity, and 
relationship to study drug. Application site AEs and any TEAEs reported by ≥ 5% of subjects 
will be summarized by system organ class and preferred term. Adverse events leading to 
treatment or study discontinuation will be summarized by system organ class and preferred term. 

Listings will be presented for all adverse events as well as for serious adverse events, and 
adverse events leading to discontinuation from the study. 

7.9.9.3 Clinical Laboratory Evalutions 

Laboratory test results will be summarized with descriptive statistics at Baseline and Day 29. 
Additionally, change from baseline values will be summarized at Day 29, and shifts from 
Baseline to Day 29 in laboratory test results based on normal ranges will be summarized with 
frequency counts and percentages. Individual laboratory test results, including urine and serum 
pregnancy test results, will be presented in a by-subject listing.  

7.9.9.4 Other Observations Related to Safety 

7.9.9.4.1 ECG Measurements 

ECGs will be performed in triplicate at Screening, Day 1, Day 15 and Day 29, and the following 
parameters will be measured for each ECG: heart rate, RR duration, QRS duration, PR duration, 
QT duration, QT interval corrected for heart rate using Bazett’s formula (QTcB), and QT interval 
corrected for heart rate using Fridericia’s formula (QTcF). For each parameter and each visit, the 
mean of all measurements collected at the visit will be calculated, so each subject will have one 
value associated with each ECG parameter at each visit.  

Descriptive statistics at Baseline, Day 15, and Day 29 will be provided for each ECG parameter. 
Change from baseline values will be summarized at Day 15 and Day 29. 

Individual ECG measurements, as well as means of triplicates, will be presented in a by-subject 
listing. 

7.9.9.4.2 Vital Signs 

Temperature, respiratory rate, heart rate, blood pressure, and weight will be summarized at each 
visit, and change from baseline values will be presented for post-baseline visits. Weight will be 
summarized at Baseline, Day 15, and Day 29, and all other vital signs will be summarized at 
Baseline, Day 8, Day 15, Day 22, and Day 29. 

Heart rate and blood pressure measurements are collected in triplicate at each visit. Prior to 
computing summary statistics, the mean of each measurement will be calculated for each subject 
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at e a c h vi sit. S u m m ar y st at isti cs will b e c o m p ut e d fr o m e a c h s u bj e ct’s m e a n h e art r at e a n d bl o o d 

pr ess ur e v al u es at e a c h vi sit.  

I n di vi d u al vit al si g n d at a, as w ell as m e a ns of h e art r at e a n d bl o o d pr ess ur e tri pli c at es, will b e 

pr es e nt e d i n a b y -s u bj e ct listi n g.  

7. 9. 9. 4. 3  P h ysi c al E x a mi n ati o n 

P h ysi c al e x a mi n ati o n d at a will b e pr es e nt e d i n a b y -s u bj e ct listi n g.  

8.  R E F E R E N C E S  
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