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1.  I N T R O D U C TI O N

T his St atist i cal  A n al ysis Pl a n ( S A P) d es cri b es t h e pl a n n e d a n al ys es t o e v al u at e t h e s af et y a n d 
eff e ct i v e n ess of diff er e nt i nj e ct i on t e c h ni q u es of  c oll a g e n as e c l ostridi u m h ist ol yti c u m (C C H ) i n 
a d ul t w o me n wi t h mil d, mo d er at e or s e v er e e d e m at o u s fi br os cl er oti c p a n ni c ul o p at h y
( E F P)/c ell ulit e.

T h e g e n er al i nf or m at i on a b o ut t h e st u d y  is d et ail e d i n t h e E N 3 8 3 5 -2 0 9 pr ot o c ol a m e n d m e nt 1 , 
d at e d A u g ust 2 9, 2 0 1 8 .(1 )

2.  S T U D Y O B J E C TI V E S

2. 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 tr e at m e nt eff e cts of C C H w h e n a d mi nist er e d 
b y diff er e nt i nj e cti on t e c h ni q u es i n s u bj e cts wit h E F P .

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

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 of  C C H w h e n a d mi nist er e d usi n g
diff er e nt i nj e ct i on t e c h ni q u es i n s u bj e cts wit h E F P.

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

T h e e x pl or at or y  o bje ct i ve s i n cl u d e:

 T o ass ess t h e i m m u n o g e ni cit y of C C H i n t h e tr e at m e nt of E F P

 T o ass ess t h e us ef ul n ess of 3 -D p h ot o gr a p h y  in e v al u at i ng o ut c o m es of tr e at m e nt f or 
E F P

3.  S T U D Y D E S I G N A N D M E A S U R E S

3. 1.  St u d y D esi g n

T his is a P h as e 2 a, o p e n -l ab el, m ul tic e nt er, e x pl or at or y  st u d y t o e v al u at e t h e s af ety a n d
eff e ct i v e n ess of diff er e nt i nj e cti on t e c h ni q u es o f C C H f or t h e tr e at m e nt of a d ult w o m e n with
E F P. T hi s st u d y will b e p erf or m e d at a p pr o xi m at el y 5 sit es i n t h e U nit e d St at es ( U S).

S u bj e cts h a vi n g t h e e vi d e n c e of c ell ulit e i n 2 b utt o c ks or 2 t hig hs (tr e at me nt ar e a) at t h e 
S cr e e ni n g V isit will b e e nr o ll e d if t he y s atisf y t h e cri t eri a b el o w :

 H a v e a C R -P C S S s c or e of 2 ( mil d), 3 ( m o d er at e) or 4 (s e v er e) as r e p ort e d b y  t h e 
I n v esti g at or i n 2 tr e at m e nt ar e as (t w o t hi g hs or t w o b utt o cks) 

 H a v e at l e ast 2 di m pl es fr o m e a c h tr e at m e nt ar e a t h at:

 ar e is o l ate d a n d s e p ar at e d b y  at l east 5 c m  fr o m a n y ot h er di mpl e s
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 s c or e 2 or 3 o n t h e H e xs el d e pr essi o n s c al e

 h a v e d i m pl e wi dt h: l e n gt h r ati o ≥ 0. 5

If b ot h b utt o c ks a n d b ot h t hi g hs m e et e ntr y  crit eria f or a si n gl e s u bj e ct, t h e n t h e t hi g hs will b e 
tr e at e d. N o s u bj e ct will b e tr e at e d f or E F P i n b ot h t h e b utt o c ks a n d t h e t hi g hs d uri n g t his st u d y.

T h e st u d y  will e nr oll a p pr o xi m at el y 6 0 s u bj e cts; 3 0 s u bj e cts wi t h 2 eli gi bl e b utt o c ks (t o b e d os e d 
i n t h e b utt o c ks) a n d 3 0 s u bj e cts wi t h 2 eli gi bl e t hig hs (t o b e d os e d i n t h e t hi g hs). T h e 3 0 s u bj e cts 
i n e a c h tr e at m e nt r e gi o n ( b utt o c ks or t hi g hs) will b e assi g n e d s e q u e nt i all y t o 1 of 5 i nj e cti on 
t e c h ni q u e tr e at m e nt ar ms o n D a y 1 (i e, 6 s u bj e cts p er r e gi o n p er tr e at m e nt ar m) . N o c o ntr ol 
gr o u ps will b e e m pl o y e d. S u bj e cts w h o dis c o nti n u e fr o m t he st u d y  will not b e r e pl a c e d.

S u bj e cts w h o c o m pl et e t h e st u d y  will p arti ci p at e f or a p pr o xi m at el y 9 2 d a ys i n cl u di n g a 2 1 -d a y  
of  scr e e ni n g p eri o d, a 4 3 -d a y tr e at me nt p eri o d a n d a 2 8 -d a y  fol l ow- u p p eri o d. S u bj e cts will 
r e c ei v e t h e st u d y inj e ct i ons o n D a y s 1, 2 2 , a n d 4 3. A d dit i on al s c h e d ul e d ass ess m e nts will b e 
p erf or m e d o n D a y s 4, 8, 1 5 , a n d 7 1.

T a bl e 1 b el o w d es cri b es t he s c h e d ul e o f e v e nts a n d ass ess m e nts p erf or m e d d uri n g s cr e e ni n g, 
tr e at me nt visi t s, a n d ass ess m e nt visits.



St ati st ic al A n al ysis Pl a n ( S A P) M o d ul e 1 – St u d y  E N 3 8 3 5- 2 0 9

1 1- F e b- 2 0 1 9 E n d o P h ar m a c e ut i c als I n c. P a g e 1 0

T a bl e 1:  S c h e d ul e of E v e nts

P r o c e d u r e

S c r e e ni n g

( D a y-2 1 t o D a y -1)  D a y 1

D a y 4

( ± 1 d a y)

D a y 8

( ± 1 d a y)

D a y 1 5

( ± 2 d a ys)

D a y 2 2

( ± 2 d a ys)

D a y 4 3

( ± 2 d a ys)

E n d of St u d y/
E a rl y 

T e r mi n ati o n/

D a y 7 1

( ± 3 d a ys)

U ns c h e d ul e d

Cli ni c Visit a

I nf or m e d c o ns e nt b X

I ncl usi o n/ e x cl usi o n crit eri a r e vi e w X X c

D e m o gr a p hi c d at a X

3 -D P h ot o gr a p h y X X d, e X    X    X    X d, e X d, e X

M e di c al/s ur gi c al/ E F P hist or y (i n cl u di n g 
pr e vi o us tr e at m e nt)

X

Pri or/ c o n c o mit a nt m e di c ati o ns/ pr o c e d ur es X X e X    X    X    X X X X

P h ysi c al E x a mi n ati o n X X X

H ei g ht X

W ei g ht X X e X X

Fit z p atri c k s ki n t y p e X

Vit al si g ns X X f X f X f X X

1 2- l e a d E C G X

S af et y L a b or at or y T ests X X X

A nti -A U X - 1/ a nti-A U X -II a nti b o d y l e v el 
s a m pl e

X e X

S er u m pr e g n a n c y t est X

Uri n e pr e g n a n c y t est X e X e X e X X

Assi g n m e nt of tr e at m e nt ar e a ( b utt o c ks or 
t hi g hs)

X

S el e cti o n of 2 di m pl es wit hi n e a c h tr e at m e nt 
ar e a f or v ol u m etri c ass ess m e nt

X e

C R -P C S S X

H e xs el D e pr essi o n D e pt h S c al e X X X X

Assi g n Tr e at m e nt Ar m ( d osi n g i nj e cti o n 
t e c h ni q u e)

X e

M ar k t h e di m pl e i nj e cti o n sit es X e X e X e
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T a bl e 1:  S c h e d ul e of E v e nts ( C o nti n u e d)

P r o c e d u r e

S c r e e ni n g

( D a y-2 1 t o D a y -1)  D a y 1

D a y 4

( ± 1 d a y)

D a y 8

( ± 1 d a y)

D a y 1 5

( ± 2 d a ys)

D a y 2 2

( ± 2 d a ys)

D a y 4 3

( ± 2 d a ys)

E n d of St u d y/ 
E a rl y 

T e r mi n ati o n/

D a y 7 1

( ± 3 d a ys)

U ns c h e d ul e d

Cli ni c Visit a

St u d y  dr u g a d mi nistr ati o n X X X

I nj e cti o n sit e r e a cti o ns/l o c al t ol er a bilit y i n t h e 
tr e at e d ar e as

X    X    X    X    X X X X

All ot h er a d v ers e e v e nts  -------------------------------------------------X ------------------------------------------------------------------
a D uri n g u ns c h e d ul e d visits t h e i n v esti g at or or d esi g n e e m a y p erf or m a n y st u d y pr o c e d ur e t h at t h e y d e e m cli ni c all y n e c ess ar y ( e g, vit al si g ns, cli ni c al l a b or at or y 

ass ess m e nts, pr e g n a n c y t est, et c).
b P erf or m e d pri or t o a n y st u d y -r e q uir e d ass ess m e nts.
c S h o ul d b e r e ass ess e d a n d v erifi e d pri or t o st u d y dr u g a d mi nistr ati o n.
d C o m pl et e b ef or e a n d aft er m ar ki n g i nj e cti o n sit es.
e C o m pl et e pri or t o st u d y dr u g a d mi nistr ati o n.
f Vit al si g ns will b e c oll e ct e d u p t o 4 h o urs pri or t o, a n d at 1 5 a n d 3 0 mi n ut es aft er st u d y dr u g a d mi nistr ati o n o n D a ys 1, 2 2, a n d 4 3.
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3. 2.  I n cl usi o n C rit e ri a

N o s u bj e ct will b e assi g n e d t o tr e at m e nt u ntil all eli gi bilit y cri t eria h a v e b e e n s at isfi e d. T o
q u alif y  for t h e st u d y  a s u bj e ct must:

1. B e a bl e t o pr o vi d e v o l unt ar y  writt e n i nf or m e d c o ns e nt prior t o t h e i nit i ati on of a n y  st u d y 
s p e cifi c pr o c e d ur es p er t h e p oli c y of t h e g o v er nin g I nsti t utio n al R e vi e w B o ar d (I R B)/
I n d e p e n d e nt Et hi cs C o m mitt e e (I E C).

2. B e f e m al e a n d at l e ast 1 8 y e ars of a g e at t h e ti m e of c o ns e nt.

3. H a v e e vi d e n c e of c ell ulit e i n 2 bil at er al tr e at m e nt ar e as ( d efi n e d as ri g ht a n d l eft b utt o c ks 
O R ri g ht a n d l eft p ost er ol at er al  t hig hs) as ass ess e d b y  t h e I n v esti g at or at t h e S cr e e ni n g 
visit, a n d f ulfil ls t h e f o ll owi n g r e q ui r e m e nts:

a. h as a s c or e of 2 ( mil d), 3 ( m o d er at e) or 4 (s e v er e) as r e p ort e d b y  t h e I n v estig at or 
( C R-P C S S) i n 2 tr e at m e nt ar e as (t w o t hi g hs or t w o b utt o c ks) at t h e S cr e e ni n g Visit.

b. h as at l e ast 2 di m pl es fr o m e a c h tr e at m e nt ar e a t h at:

 ar e is o l ate d a n d s e p ar at e d b y  at l east 5 c m  fr o m a n y ot h er di mpl e s

 s c or e 2 or 3 o n t h e H e xs el d e pr essi o n s c al e

 h a v e d i m pl e wi dt h: l e n gt h r ati o ≥ 0. 5

4. B e willi n g t o a p pl y s u ns cr e e n t o t h e d osi n g ar e as b ef or e e a c h e x p os ur e t o t h e s u n w hil e
p arti ci p at i n g i n t h e st u d y (i e, s cr e e ni n g t hr o u g h e n d of st u d y).

5. B e j u d g e d t o b e i n g o o d h e alt h, b as e d u p o n t h e r es ults of a m e di c al hist or y , p h ysi c al
e x a mi n at i on, a n d l a b or at or y  pr ofil e at s cr e e ni n g.

6. H a v e a n e g at i v e s er u m pr e g n a n c y t est at t h e S cr e e ni n g Visit a n d n e g ati v e uri n e
pr e g n a n c y at D a y  1 ( b ef or e i nj e cti o n of st u d y dr u g), b e usi n g a n eff e cti v e c o ntr a c e pti o n
m et h o d ( e g , a bst i n e n c e, i ntr a ut eri n e d e vi c e, h or m o n al [ estr o g e n/ pr o g esti n]
c o ntr a c e pti v es, or d o u bl e b arri er c o ntr ol) f or at l e ast 1 m e nstr u al c y cl e pri or t o st u d y
e nr o llm e nt a n d t hr o u g h D a y  7 1; or b e me n o p a us al  d efi n e d as at le a st 1 2 m o nt hs of
a m e n orr h e a i n t h e a bs e n c e of ot h er bi o l ogi c al or p h ysi o l ogi c al c a us es ( as d et er mi n e d b y
t he I n v est i g at or), or b e p ost-m e n o p a us al f or at l e ast 1 y e ar, or b e s ur gi c all y  st eril e
( h yst er e ct o m y, bil at er al o o p h or e ct o m y, bil at er al t u b al li g ati o n).

7. B e willi n g a n d a bl e t o c o m pl y wit h all pr ot o c ol r e q uir e d st u d y  visits a n d ass ess m e nts.

3. 3.  E x cl usi o n C ri t e ri a

A s u bj e ct will b e e x cl u d e d fr o m st u d y p artici p at i on if s h e:

1. Is pr e g n a nt or is i nt e n di n g t o b e c o m e pr e g n a nt d uri n g t h e st u d y.

2. Is pr es e ntl y n ursi n g/ br e astf e e di n g or pr o vi di n g br e ast mil k.

3. H as a n y o f t he f o ll owi n g s yst e mi c c o n dit i ons:

a. C o a g ul ati o n dis or d er.
b. E vi d e n c e or hi st or y of mali g n a n c y ( ot h er t h a n e x cis e d b as al -c ell  c ar ci n o ma) u nl ess 

t her e h as b e e n n o r e c urr e n c e i n at l e ast 5 y e ars.
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c. Hi st or y of k eloi d al  s c arri n g or a b n or mal  w o u n d h e ali n g.
d. C o n c urr e nt dis e as es or c o n dit i ons t h at mi g ht i nt erf er e wi t h t h e c o n d u ct of t h e st u d y, 

c o nf o u n d t h e i nt er pr et ati o n of t h e st u d y  r e s ults, or e n d a n g er t h e s u bj e ct’s w ell-b ei n g. 
A n y q u est i ons a b o ut c o n c urr e nt dis e as es s h o ul d b e dis c uss e d wit h t h e M e di c al 
M o ni t or.

e. E vi d e n c e of cli ni c all y  sig nifi c a nt a b n or m alit i es o n ph ysi c al e x a mi n at i on, vit al si g ns, 
el e ctr o c ar di o gr a m  ( E C G), or cli ni c al l a b or at or y v al u es.

4. H as a n y o f t he f o ll owi n g l o c al  c o n ditio n s i n t h e ar e as t o b e tr e at e d:

a. Hi st or y of lo w er e xtr e mi t y t hr o m b osis or p ost-t hr o m b osis s y n dr o m e.
b. V as c ul ar dis or d er ( e g , v ari c os e v ei ns, t el a n gi e ct asi a).
c. I nfl a m m ati on or a cti v e i nf e ct i on.
d. S e v er e s ki n l a xit y, fl a c ci dit y,  a n d/ or s a g gi n g.
e. A ct i v e c ut a n e o us alt er ati o n i n cl u di n g r as h, e c z e m a, ps ori asis, or s ki n c a n c er.

5. H as a t att o o l o c at e d wit hi n 2 c m o f t he si t e of inj e cti o n.

6. R e q ui r es a nti c oa g ul a nt or a nti pl at el et m e di c at i on d uri n g t h e st u d y  or h as r e c ei v e d 
a nt i c oa g ul a nt or a nti pl at el et m e di c at i on ( e x c e pt f or ≤ 1 5 0 m g as piri n d ail y) wit hi n 7 d a ys 
b ef or e i nj e ct i on of st u d y  dr u g.

7. H as us e d a n y  of t h e f oll owi n g f or t h e tr e at m e nt of E F P o n t h e ar e a t o b e tr e at e d wit hi n 
t he ti m eli n es i d e nt ifi e d b el o w or i nt e n ds t o us e a n y of  t h e fol l owi n g at a n y  ti m e d uri n g 
t he c o urs e of t h e st u d y :

a. Li p os u ct i on wi t hi n t h e tr e at me nt ar e as d uri n g t h e 1 2 -m o nt h p eri o d b ef or e i nj e ct i on of 
st u d y dr u g.

b. I nj e ctio ns ( e g , m es ot h er a p y); r a diof r e q u e n c y d e vi c e tr e at m e nts; l as er tr e at m e nt; or 
s ur g er y (i n cl u di n g s u b cisi on a n d/ or p o w er e d s u b cisi o n) wit hi n t h e tr e at m e nt ar e as 
d uri n g t h e 1 2 -m o nt h p eri o d b ef or e i nj e ct i on of st u d y  dr u g.

c. A n y i n v est i g ati on al tr e at m e nt f or E F P/ c ell ulit e o n tr e at m e nt ar e as d uri n g t h e 
1 2- m o nt h p eri o d b ef or e t h e i nj e ct i on of st u d y  dr u g.

d. E n d er m ol o gi e ® or si mil ar tr e at m e nts wit hi n t h e tr e at m e nt ar e as d uri n g t h e 6 -m o nt h 
p eri o d b ef or e i nj e cti o n of st u d y  dr u g.

e. M ass a g e t h er a p y  wit hi n t h e tr e at m e nt ar e as d uri n g t h e 3 -m o nt h p eri o d b ef or e 
i nj e cti on of st u d y  dr u g.

f. Cr e a ms ( e g , C ell u v er a™ , Tri L asti n® ) t o pr e v e nt or miti g at e E F P wit hi n t h e tr e at m e nt 
ar e as d uri n g t h e 2 -w e e k p eri o d b ef or e i nj e ct i on of st u d y dr u g.

8. H as r e c ei v e d a n i n v est i g ati on al dr u g or tr e at m e nt w ithi n 3 0 d a ys b ef or e i nj e ct i on of  st u d y 
dr u g.

9. H as a k n o w n s yst e mi c all er g y  t o c oll a g e n as e or a n y ot h er e x ci pi e nt of st u d y dr u g.

1 0. H as a hist or y  of dr u g or alc o h o l a b us e.

1 1. I nt e n ds t o i nit i at e a n i nt e nsi v e s p ort or e x er cis e pr o gr a m d uri n g t h e st u d y.

1 2. I nt e n ds t o i niti at e a w ei g ht r e d u cti o n pr o gr a m d uri n g t h e st u d y.

1 3. I nt e n ds t o us e t a n ni n g s pr a y or t a n ni n g b o ot hs d uri n g t h e st u d y.
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1 4. H as pr e vi o usl y r e c ei v e d a n y  c oll a g e n as e tr e at me nts ( e g , S a nt yl® oi nt m e nt  a n d/ or 
XI A F L E X/ XI A P E X ® ).

1 5. W as a s u bj e ct i n a pr e vi o us c ell ulit e c li ni c al tri al of C C H : A U X-C C -8 3 0, A U X -C C -8 3 1, 
E N 3 8 3 5 -1 0 2, E N 3 8 3 5 -1 0 4, E N 3 8 3 5 -2 0 1, E N 3 8 3 5 -2 0 2, E N 3 8 3 5- 2 0 5, E N 3 8 3 5 -3 0 2, or 
E N 3 8 3 5 -3 0 3.

1 6. A n y ot h er c o n dit i on(s) t h at, i n t h e I n v est i g at or’s o pi ni on, mi g ht i n di c at e t h e s u bj e ct is 
u ns uit a bl e f or t h e st u d y .

3. 4.  T r e at m e nt R e gi o n a n d A r e a

Tr e at m e nt r e gi o n is d efi n e d as b utt o c ks O R p ost er ol at er al  t hig hs. A s u bj e ct will h a v e t w o 
tr e at me nt ar e as d efi n e d as b ot h b utt o c ks ( l eft a n d ri g ht b utt o c ks) O R b ot h t hig hs (l eft a n d ri g ht 
p ost er ol at er al  t hig hs).

3. 5.  S el e cti o n of Di m pl es a n d I nj e cti o n Sit es D u ri n g T r e at m e nt Visits

3. 5. 1.  S el e cti n g a n d M a r ki n g t h e Di m pl es

T h e i n v est i g at or will s el e ct di m pl es i n t h e tr e at m e nt ar e as (l eft a n d ri g ht b utt o c ks O R l eft a n d 
rig ht p ost er ol at er al  t hig h s ) t hat ar e w ell d efi n e d, e vi d e nt w h e n t h e s u bj e ct i s st a n di n g i n a 
c o nsist e nt r el a x e d p os e ( wit h o ut t h e us e of a n y m a ni p ul at i on s u c h as s ki n pi n c hi n g or m us cl e 
c o ntr a cti o n), a n d s uit a bl e f or tr e at me nt . If b ot h b utt o c ks a n d b ot h t hi g hs m e et e ntr y  crit eria f or a 
si n gl e s u bj e ct, t h e n t h e t hi g hs will b e tr e at e d. N o s u bj e ct will b e tr e at e d f or E F P i n b ot h t h e 
b utt o c ks a n d t h e t hi g hs d uri n g t his st u d y .

T h e I n v esti g at or will i d e ntif y at l e ast t w o ( 2) di m pl es p er tr e at m e nt ar e a w hi c h s h o uld b e s p a c e d 
o ut b y  at l e ast 5 c m fr om ot h er di m pl es a n d s c or e 2 or 3 o n t he H e xs el d e pr essi o n s c al e ( se e 
T a bl e 6 f or Q u esti o n B o n H e xs el s c or e).

3. 6.  St u d y D r u g A d mi nist r ati o n

E a c h s u bj e ct will r e c ei v e 2 4 i nj e ct i ons f or a t ot al of 1. 6 8 m g ( 0. 8 4 m g p er tr e at m e nt ar e a ) at e a c h 
tr e at me nt visi t. T h e c u mul at i v e C C H d os e will b e 5. 0 4 m g f or e a c h s u bj e ct w h o c o m p l et es t h e 3 
tr e at me nt visi t s.

E a c h s u bj e ct will r e c ei v e st u d y  dr u g o n D a y  1, D a y  2 2 a n d D a y 4 3 (tr e at me nt visi t s) u nl ess t h e 
tr e at me nt ar e a i s di m pl e-fr e e at Tr e at m e nt Visit 2 ( D a y 2 2) a n d/ or Tr e at m e nt Visit 3 ( D a y 4 3). 
A di m pl e -fre e b utt o c k or t hi g h at Tr e at m e nt Visit 1 ( D a y1) i s pr e cl u d e d b y  t h e eli gi bilit y crit eria. 
A di m pl e -fre e b utt o c k or t hi g h at Tr e at m e nt Visit 2 ( D a y  2 2) a n d/ or Tr e at m e nt Visit 3 ( D a y  4 3) 
d o es n ot pr e cl u d e tr e at m e nt of t h e c o ntr al at er al b utt o c k or t hi gh u nl ess it i s als o di m pl e-fre e.

T h e st u d y  dr u g, C C H , will b e a d mi nist er e d usi n g 1 of  5 i nj e ct i on t e c h ni q u es. E a c h of t he 
i nj e cti on t e c h ni q u es ar e r ef err e d t o as a tr e at me nt ar m  (I - V). S u bj e cts will b e s e q u e nt i ally 
assi g n e d t o a tr e at me nt ar m at D a y  1. I nje ct i on t e c h ni q u es diff er fr o m e a c h ot h er i n, 
c o n c e ntr ati o n of t h e C C H i nj e ct at e, a n gl e of i nj e ctio n, d e pt h of i nj e ct i on, v ol u m e o f i nj e cti on 
a n d st u d y  dr u g a d mi nistr ati o n at i nj e cti o n sit e.

At  e v er y tr e at me nt visi t, irr es p e cti v e of t h e tr e at m e nt ar m (i nj e ct i on t e c h ni q u e) assi g n e d, all 
eli gi bl e s u bj e cts will r e c ei v e t h e s a m e a m o u nt of st u d y  dr u g (C C H , 0. 8 4 m g) i nj e ct e d i n e a c h 
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assi g n e d tr e at m e nt ar e a. All eli gi bl e s u bj e cts wit h di m pl es (i n e a c h b utt o c k or t hi g h) t h at r e q uir e 
tr e at me nt t o i m pr o v e t h e a est h et i c a p p e ar a n c e will r e c ei v e f ull tr e at m e nt c o urs e wit h C C H
i nj e cti ons. A cr oss all tr e at m e nt ar ms, s t u d y dr u g will be a d mi nist er e d s u b c ut a n e o usl y  w hil e 
s u bj e ct is i n a pr o n e p ositi o n. 

T h e i nj e ct i on v o l um e a n d c o n c e ntr ati o n f or e a c h tr e at m e nt ar m ar e o utli n e d i n T a bl e 2 b el o w.
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T a bl e 2:  V ol u m e a n d C o n c e nt r ati o n of I nj e cti o ns

T r e at m e nt
N u m b e r of 

S u bj e cts/ A r e a
D os e/

I nj e cti o n V ol u m e/I nj e cti o n

D r u g 
C o n c e nt r ati o n/

I nj e cti o n
T ot al V ol u m e/

T r e at m e nt Visit

Tr e at m e nt I: S h all o w i nj e cti o n, 3 ali q u ots 6 ( b utt o c ks)
6 (t hi g hs)

0. 0 7 m g  0. 3 m L ( gi v e n as 3 - 0. 1 m L ali q u ots)  0. 2 3 m g/ m L  7. 2 m L ( 1 2 i nj e cti o ns/ tr e at m e nt 
ar e a x 2 tr e at m e nt ar e as x 0. 3 m L)

Tr e at m e nt II: S h all o w i nj e cti o n, 1 ali q u ot 6 ( b utt o c ks)
6 (t hi g hs)

0. 0 7 m g  0. 3 m L ( gi v e n as 1 - 0. 3 m L ali q u ot)  0. 2 3 m g/ m L  7. 2 m L ( 1 2 i nj e cti o ns/ tr e at m e nt 
ar e a x 2 tr e at m e nt ar e as x 0. 3 m L)

Tr e at m e nt III: D e e p i nj e cti o n, 1 ali q u ot 6 ( b utt o c ks)
6 (t hi g hs)

0. 0 7 m g  0. 3 m L( gi v e n as 1 - 0. 3 m L ali q u ot)  0. 2 3 m g/ m L  7. 2 m L ( 1 2 i nj e cti o ns/ tr e at m e nt 
ar e a x 2 tr e at m e nt ar e as x 0. 3 m L)

Tr e at m e nt I V: D e e p a n d s h all o w i nj e cti o ns, 5 ali q u ots  6 ( b utt o c ks )
6 (t hi g hs)

0. 0 7 m g  1. 5 m L ( gi v e n as 5 - 0. 3 ali q u ots)  0. 0 4 7 m g/ m L  3 6 m L ( 1 2 i nj e cti o ns/ tr e at m e nt 
ar e a x 2 tr e at m e nt ar e as x 1. 5 m L)

Tr e at m e nt V: S h all o w i nj e cti o n, 4 ali q u ots 6 ( b utt o c ks)
6 (t hi g hs)

0. 0 7 m g  1. 2 m L ( gi v e n as 4 - 0. 3 m L ali q u ots)  0. 0 6 0 m g/ m L  2 8. 8 m L ( 1 2 i nj e cti o ns/ tr e at m e nt 
ar e a x 2 tr e at m e nt ar e as x 1. 2 m L)
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3. 6. 1.  D et e r mi n ati o n of S a m pl e Si z e 

A s a m pl e si z e o f 6 0 s u bj e cts ( 3 0 wit h t w o eli gi bl e b utt o c ks a n d 3 0 wit h t w o eli gi bl e t hi g hs) w as 
c h os e n e m piri c all y b as e d o n t h e pr a g m at i c crit eri a a n d p u blis h e d d at a of pr e vi o us st u di es.

3. 6. 2.  Bli n di n g a n d R a n d o mi z ati o n

T his is a n o p e n -l a b el st u d y. S u bj e cts will b e s e q u e nt i all y assi g n e d to a tr e at me nt ar m  at D a y 1 .

3. 7.  Cli ni ci a n R e p o rt e d P h ot o n u m e ri c C ell ulit e S e v e rit y S c al e 
( C R-P C S S)

T h e C R -P C S S - B utt o c k ( T a bl e 3 ) a n d t h e C R-P C S S - T hi g h ( T a bl e 4 ) will b e us e d t o ass ess t h e 
s e v erit y of  c ell ulit e of bot h tr e at m e nt ar e as r es p e cti v el y at S cr e e ni n g ( e a c h b utt o c k or e a c h t hi g h
i n d e p e n d e ntl y). 

T h es e r ati n gs will b e m ar k e d o n t h e s o ur c e d o c u m e nt ati o n a n d t h e n e nt er e d i nt o t h e El e ctr o ni c 
D at a C a pt ur e ( E D C) s y st e m. 

T h e s c al e is a 5 -l ev el p h ot o n u m eri c s c al e d e v el o p e d s p e cifi c all y f or cli ni ci a ns a n d us e d b y t h e 
I n v esti g at or t o ass ess t h e s e v erity of  t h e s u bj e ct’s c ell ulit e i n e a c h b utt o c k or t hig h b y  li v e 
ass ess m e nts. 

T h e r ati n gs r a n g e fr o m 0 ( N o n e) t o 4 ( S e v er e) wit h l a b els a n d d es cri pt ors t o ai d t h e I n v est i g at or 
i n t h e ass ess m e nts. T his ass essm e nt s h o ul d b e m a d e w hil e t h e s u bj e ct is i n t h e st a n di n g p osit i on 
wi t h r ela x e d gl ut e us m us cl es. S e e c h art b el o w f or d et ails .

T a bl e 3:  C R -P C S S B utt o c k S c al e

R ati n g  L e v el of S e v e rit y  D es c ri pti o n

0  N o n e N o di m pl es or e vi d e nt c ell ulit e

1  Al m ost N o n e  F e w di m pl es t h at ar e m ostl y s u p erfi ci al i n d e pt h

2  Mil d S e v er al di m pl es of w hi c h m ost ar e s h all o w i n d e pt h

3  M o d er at e M a n y  di m pl es of w hi c h m ost ar e m o d er at e i n d e pt h

4  S e v er e A l ot of di m pl es wit h s o m e of m or e s e v er e d e pt h

T a bl e 4 :  C R -P C S S T hi g h S c al e

R ati n g  L e v el of S e v e rit y  D es c ri pti o n

0  N o n e N o d e pr essi o ns or r ais e d ar e as

1  Al m ost N o n e  A f e w d e pr essi o ns or u n d ul ati o ns t h at ar e m ostl y s u p erfi ci al i n d e pt h

2  Mil d S e v er al u n d ul ati o ns t h at ar e s h all o w i n d e pt h wit h ar e as of sli g ht pr ot u b er a n c es

3  M o d er at e M a n y  u n d ul ati o ns wit h alt er n ati n g ar e as of pr ot u b er a n c es a n d d e pr essi o ns, of 
w h i c h m ost ar e m o d er at e i n d e pt h

4  S e v er e A l ot of u n d ul ati o ns wit h alt er n ati n g ar e as of pr ot u b er a n c es a n d d e pr essi o ns, s o m e 
of m or e s e v er e d e pt h.

T h e i n v est i g at or will g o t hr o u g h a tr ai ni n g pr o c ess a n d will n e e d t o p ass a q u alif yi n g e x er cis e
pri or t o usi n g t h e C R -P C S S .
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3. 8.  3- D P h ot o g r a p h y

T h e 3 -D p h ot o gr a p hs ar e n o t dir e ct effi c a c y m e as ur e m e nts; h o w e v er , 3- D p h ot o gr a p h y  will b e
utili z e d i n t h e ass ess m e nt of tr e at m e nt eff e ct. T h e i n v esti g at or or q u alifi e d d esi g n e e will 
p h ot o gr a p h e a c h tr e at me nt ar e a ( b ot h b utt o c ks a n d b ot h t hig hs) pri or t o i nj e ct i ons usi n g a 
S p o ns or -s u p pli e d st a n d ar di z e d di git al c a m er a i n a st a n d ar di z e d m a n n er as p er 3-D p h ot o gr a p h y  
m a n u al , at t h e f o ll owi n g ti m e p oi nts:

 B ef or e a n d aft er m ar ki n g di m pl es a n d i nj e ct i on sit es o n tr e at m e nt D a y s 1, 2 2, a n d 4 3 

 Si n gl e s et of p h ot o gr a p hs will b e t a k e n at s cr e e ni n g a n d all ot h er visits

T h e 3- D p h ot o gr a p h s t a k e n at D a y s 4, 8, 1 5, 2 2, 4 3 , a n d 7 1 [ E n d of St u d y ( E O S)/ E arl y 
t er mi n ati o n) will b e ass ess e d b y a c e ntr al ass ess or bli n d e d t o t h e tr e at m e nt ar m a n d st u d y  vi sit 
d a y . T h e c e ntr al ass ess or will c o m p l et e a 5-p oi nt Li k ert S c al e t o g a u g e t h e l e v el o f a est h et i c 
i m pr o v e m e nt a c hi e v e d (fr om b as el i n e) i n e a c h tr e at m e nt ar e a (i e, s c ori n g fr o m w ors e t o v er y  
m u c h i m pr o v e d, f or a est h etic i m pr o v e m e nt). 

T h e l ab els a n d d es cri pt i ons ass o ci at e d wi t h e a c h l e v el of a est h eti c i m pr o v e m e nt a c hi e v e d of  
Li k ert S c al e ar e s h o w n i n T a bl e 5 b el o w:

T a bl e 5:  Li k e rt S c al e of L e v el of A est h eti c Im p r o v e m e nt

R ati n g  D es c ri pti o n

- 1  W ors e ( T h e tr e at e d ar e a a p p e ar a n c e is w ors e t h a n b ef or e tr e at m e nt)

0  N o c h a n g e ( T h e tr e at e d ar e a a p p e ar a n c e is ess e nti all y t h e s a m e as b ef or e tr e at m e nt)

1  I m pr o v e d ( O b vi o us i m pr o v e m e nt i n t h e tr e at e d ar e a a p p e ar a n c e fr o m b ef or e tr e at m e nt, b ut a d diti o n al 
tr e at m e nt is i n di c at e d)

2  M u c h I m pr o v e d ( M ar k e d i m pr o v e m e nt i n t h e tr e at e d ar e a a p p e ar a n c e fr o m b ef or e tr e at m e nt, b ut n ot 
c o m pl et el y o pti m al)

3  V er y  m u c h i m pr o v e d ( O pti m al c os m eti c r es ult fr o m tr e at m e nt of t h e tr e at e d di m pl es)

3. 9.  Di m pl e A n al ysis

T h e I m a g e A n al ysis T e c h ni ci a n (I A T) will us e t h e D a y  1-P o st m ar ki n g i m a g e as a r ef er e n c e t o 
d et er mi n e t h e l o c ati o n of t h e t ar g et di m pl e o n t h e D a y 1-Pr e m ar ki n g i m a g e .

A tr a ci n g will b e m a d e ar o u n d t h e b or d er of c o n c a vit y of  t h e di m pl e o n t h e D a y 1-Pr e m ar ki n g. 

T h e di m pl e tr a ci n g will b e tr a ns p os e d o n t o t h e D a y 2 2- Pr e M ar ki n g, D a y  4 3-Pr e m ar k i n g, a n d 
D a y  7 1/E T i m a g es.

T his tr a ci n g will b e us e d t o m e as ur e t he:

 M a x le n gt h, t h e l ar g est str ai g ht li n e dist a n c e a cr oss t h e di m pl e 

 M a x w i dth, t h e l ar g est str ai g ht li n e dist a n c e p er p e n di c ul ar t o t h e m a x l e n gt h 
m e as ur e m e nt 

 S urf a c e a r e a of t h e di m pl e

 V ol u m e b et w e e n t h e b as e of t h e di m pl e a n d t h e i nt er p ol at e d s urf a c e 
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3. 1 0.  B r uis e A n al ysis

T h e I A T will tr a c e t h e b r uis e o n t h e D a y 4 i m a g e i n a d ditio n t o a n ar e a of n or m al s ki n. T h e 
br uis e tr a ci n g a n d n or m al t iss u e tr a ci n g will b e tr ans p os e d o nt o t h e D a y  1-Pr e M ar ki n g, D a y 8 ,
a n d D a y 1 5 i m a g es.

A p air of n u m eri c al v al u es of t h e m e a n l a b c o l or ( n u m b er) v al u e of br uis e d ar e a a n d n or m al s ki n 
c ol or v al u e will  be c oll e ct e d fr o m  t h e 3- D p h ot o gr a p hs at e a c h i m a gi n g e v al u ati o n visit f or 
br uisi n g.

Br ui s e a n al ysis will c o nsist of t w o L * A * B * c ol or m e as ur e m e nts. L * A * B * c ol or v al u es will  be 
m e as ur e d wit hi n t h e br uis e d tiss u e a n d n or m al tiss u e a r e a of i nt er e st ( AOI ).

3. 1 1.  H e xs el D e p r essi o n D e pt h S c al e

T h e H e xs el C ell ulit e S e v erit y S c al e ( H e xs el  C S S) is a p h ot o n u m eri c s c al e t h at l o o ks at 5 k e y
m o r p h olo gi c f e at ur es of c ell ulit e (2 ,3 ):

 A - n u m b er of e vi d e nt d e pr essi o ns

 B - d e pt h of d e pr essi o ns

 C - m o r p h ol o gi c al a pp e ar a n c e of s ki n s urf a c e alt er ati o ns

 D - l axit y,  fl a c ci dity or s a g gi n g of s ki n, a n d 

 E - c urr e nt cl assifi c at i on s c al e b as e d o n m e di c al lit er at ur e 

E a c h of t h es e f e at ur es is e v al u at e d o n a 4 -p oi nt s c al e fr o m a l o w of  0 t o a hig h of  3. F or t his 
st u d y, o nl y “B - d e pt h of d e pr essi o ns ” will b e ass ess e d.

T h e i n v est i g at or or q u alifi e d d esi g n e e will us e t h e H e xs el C S S ( B) d e pt h of d e pr essi o n s t o ass ess 
t he s e v erit y of  E F P i n e a c h b utt o c k or e a c h t hi g h. Th e ass ess m e nt will b e m a d e w hil e t h e s u bj e ct 
is i n t h e st a n di n g p ositi on wi t h r el a x e d glut e u s m u s cl es at t h e f o ll owi n g visi t s:

 S cr e e ni n g visit 

 D a y s 2 2, 4 3 , a n d 7 1( E O S / E arl y t er mi n ati on)

T h e l ab els a n d d es cri pt i ons ass o ci at e d wi t h e a c h l e v el of d e pt h of d e pr essi o n of H e x s el  C S S ( B) 
ar e s h o w n i n T a bl e 6 b el o w .

T a bl e 6:  H e xs el C S S ( B) D e pt h of D e p r essi o ns

R ati n g  D es c ri pti o n

0  N o d e pr essi o ns

1  S u p erfi ci al d e pr essi o ns

2  M e di u m d e pt h d e pr essi o ns

3  D e e p d e pr essi o ns

3. 1 2.  M e di c al a n d S u r gi c al Hist o r y

A m e di c al a n d s ur gi c al hist or y  of t h e s u bj e ct will b e t a k e n d uri n g t h e s cr e e ni n g p eri o d. M e di c al 
hist or y  will i n cl u d e r el e v a nt di a g n os es a n d/ or pr o c e d ur es/t h er a pi es wit h o ns et/r es ol ut i ons d at es. 
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If o ns et d at e is u n k n o w n, t h e n c o n dit i on w h et h er i t o c c urr e d wi t hi n 5 y e ars or mor e t h a n 5 y e ars 
will b e r e c or d e d o n t h e e C R F.

3. 1 3.  E d e m at o us Fi b r os cl e r oti c P a n ni c ul o p at h y Dis e as e (E F P ) Hist o r y

E F P di s e as e hist or y will be o bt ai n e d fr o m  t h e s u bj e ct d uri n g t h e s cr e e ni n g p eri o d . T h e E F P
di s e as e hist or y will in cl u d e t he f o ll owi n g:

 F a mil y  hi st or y of c ell ulit e ( a ns w er e d as yes, n o, or u n k n o w n)

 O ns et d at e of E F P s y m pt o ms

 Pr e vi o us tr e at m e nts us e d f or E F P

3. 1 4.  S u bst a n c e U s e

Hi st or y of t o ba c c o a n d al c o h ol us e will b e t a k e n d uri n g t h e s cr e e ni n g p eri o d a n d f o ll owi n g 
i nf or mat i on will b e r e c or d e d:

 T y p e of s u bst a n c e ( Al c o h o l/ T o b a c c o)

 Hi st or y of us a g e ( N e v er/ C urr e nt l y/F or m er)

 N u m b er of y e ars t he pr o d u ct w as us e d (f or c urr e nt or f or m er us ers)

 St o p d at e of usi n g t h e pr o d u ct (f or f or m er us ers)

3. 1 5.  P ri o r/ C o n c o mit a nt M e di c ati o ns a n d P r o c e d u r es

A n y m e di c at i ons (i n cl u di n g O T C m e di c at i on) t a k e n d uri n g t h e st u d y  or wit hi n 9 0 d a ys pri or t o 
D a y  1 will b e r e c or d e d. 

A n y di a g n osti c, t h er a p e uti c, or s ur gi c al pr o c e d ur e p erf or m e d b ef or e t h e st u d y  or d uri n g t h e 
st u d y, i n cl u di n g t h e tr e at m e nt of E F P will b e r e c or d e d.

3. 1 6.  P r o hi bit e d M e di c ati o ns

T h e f o ll owi n g m e di c at i ons a n d pr o c e d ur es ar e pr o hi bit e d f or s u b j e cts d uri n g t h e st u d y:

 A nt i c oa g ul a nts ( w arf ari n, h e p ari n, dir e ct t hr o m bi n i n hi bit ors, F a ct or X i n hi bit ors) a n d
a nt i pl at elet a g e nts ( as pi rin > 1 5 0 m g/ d a y  a n d P 2 Y 1 2 i n hi bit ors, s u c h as cl o pi d o gr el),
w hi c h c a n c a us e a d dit i on al br uisi n g. H o w e v er, t h e us e of as piri n at a d os e l e v el o f
≤ 1 5 0 m g p er d a y  will b e p er mitt e d d uri n g st u d y.

 Li p os u ct i on wi t hi n t h e tr e at m e nt ar e as.

 I nj e cti ons ( e g, m es ot h er a p y ); r a diof r e q u e n c y d e vi c e tr e at m e nts; l as er tr e at m e nt; or
s ur g er y (i n cl u di n g s u b cisi on a n d/ or p o w er e d s u b cisi o n).

 A n y i n v est i g ati on al tr e at m e nt f or E F P/ c ell ulit e o n tr e at m e nt ar e as or a n y  ot h er
i n v esti g atio n al dr u g or tr e at m e nt.

 E n d er m ol o gi e or si mil ar tr e at m e nts wit hi n t h e tr e at m e nt ar e as.
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 M ass a g e t h er a p y  wit hi n t h e tr e at m e nt ar e as d uri n g t h e 3-m o nt h p eri o d b ef or e
i nj e cti on of st u d y  dr u g.

 Cr e a ms ( e g, C ell u v er a, Tri L asti n) wit hi n t h e tr e at m e nt ar e as .

3. 1 7.  A d v e rs e E v e nts

All A d v ers e E v e nts ( A E) o c c urri n g aft er si g ni n g t h e i nf or m e d c o ns e nt a n d t hr o u g h 2 8 d a y s aft er 
l ast d ose ar e t o b e r e c or d e d o n t h e A E p a g es of t h e e C R F. C o n dit i ons e xist i n g pri or t o s cr e e ni n g 
will b e r e c or d e d as p art of s u bj e ct’s m e di c al hist or y .

3. 1 7. 1.  A d v e rs e E v e nts ( A E)

A n A E i s a n y u nf a v or a bl e or u ni nt e n d e d c h a n g e i n b o d y  str u ct ur e (sig ns), b o d y f u n cti on 
(s y m pt o ms), la b or at or y  r e s ult ( e g, c h e mistr y, E C G, X-r a y, et c.), or w ors e ni n g of a pr e -e xist i n g 
c o n di tio n ass o ci at e d t e m p or all y  wit h t h e us e of t h e st u d y me di c ati o n w h et h er or n ot c o nsi d er e d 
r elat e d t o t h e st u d y  me di c ati o n. T his w o ul d i n cl u d e A Es r es ult i n g fr om c o n c urr e nt ill n ess, 
r e a ctio ns t o c o n c urr e nt m e di c at i on us e, or pr o gr essi o n of dis e as e st at es ( e x cl u di n g t h e dis e as e 
u n d er st u d y ). A c o n ditio n p r es e nt at b as eli n e t h at w ors e ns aft er i niti ati on of st u d y  tr e at me nt will 
b e c a pt ur e d as a n A E; t h e o ns et d at e will b e t h e d at e t h e e v e nt w ors e n e d. 

3. 1 7. 2.  S e ri o us A d v e rs e E v e nts ( S A Es)

S eri o us a d v ers e e v e nt ar e t h os e A Es t hat m e et a n y  of t h e f oll owi n g cri t eria:

 R es ul ts i n d e at h 

 Lif e -t hr e at e ni n g e v e nt 

 R es ults i n or pr ol o n gs a n i n p at i ent  h os pit ali z ati on 

 R es ults i n p er m a n e nt or s u bst a nti al dis a bilit y

 Is a c o n g e nit al a n om a l y or birt h d ef e ct 

 A n y i m p ort a nt m e di c al e v e nt t h at m a y j e o p ar di z e t h e s u bj e ct or m a y  r e q uir e m e di c al 
i nter v e nt i on t o pr e v e nt o n e of t h e o ut c o m es list e d a b o v e

3. 1 7. 3.  A d v e rs e E v e nts of S p e ci al I nt e r est

A Es s u c h as br uisi n g, e c c h y m o sis, h e m at o m as, a n d c o nt usi o ns t h at o c c ur r e m ot e t o t h e sit e of 
dr u g a d mi nistr ati o n, or a n y h y p ers e nsit i vity r e a ct i o ns, i n cl u di n g a n a p h yl a xis, will b e r e c or d e d as 
a n A E of s p e ci al i nt er est a n d r e p ort e d as a n A E or S A E as a p pr o pri at e.

I n a d diti on, l o c al  AEs ass o ci at e d wit h t h e i nj e ct i on si t e, i n cl u di n g br uisi n g, p ai n, n o d ul es/ m ass,
ul c er at i on, er yt h e m a, pr urit us, s w elli n g, a n d/ or i n d ur ati o n, will b e r e c or d e d.

3. 1 8.  Cli ni c al S af et y L a b o r at o r y T ests

Bl o o d a n d uri n e s a m pl es will b e c oll e ct e d f or t esti n g t h e f oll o wi n g cli ni c al l a b or at or y  p ar a m et ers 
d uri n g t h e s cr e e ni n g p eri o d a n d at E O S.
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T a bl e 7:  Cli ni c al S af et y L a b o r at o r y P a r a m et e rs

H e m at ol o g y Bi o c h e mist r y U ri n al ysis

H e m o gl o bi n

H e m at o crit

R e d bl o o d c ell

W hit e bl o o d c ell ( W B C)

Pl at el ets

W B C Diff er e nti al

Gl u c os e

S o di u m

P ot assi u m

C al ci u m

C hl ori d e

C ar b o n di o xi d e ( C O 2 )

I n or g a ni c p h os p h at e

Bl o o d ur e a nitr o g e n ( B U N)

Cr e ati ni n e

Cr e ati ni n e cl e ar a n c e

As p art at e tr a ns a mi n as e ( A S T)

Al a ni n e tr a ns a mi n as e ( A L T)

G a m m a -gl ut a m yl tr a nsf er as e ( G G T)

T ot al bilir u bi n ( T B L) ( dir e ct bilir u bi n r efl e x if el e v at e d)

Al b u mi n

Al k ali n e p h os p h at as e ( A L P)

Ur i c a ci d

Gl u c os e

Pr ot ei n

S p e cifi c gr a vit y

p H

K et o n es

Bilir u bi n

Ur o bili n o g e n

Nitrit e

Bl o o d *

L e u k o c yt es *

* Mi cr os c o pi c e x a mi n ati o n will b e p erf or m e d if bl o o d or l e u k o c yt es ar e d et e ct e d b y di psti c k.

A n y cli ni c all y  sig nifi c a nt l a b or at or y  a b n or m ali t y o bs er v e d, will b e c o nsi d er e d as a n A E or S A E 
as a p pr o pri at e .

3. 1 9.  P r e g n a n c y T est

F e m al e s u bj e cts of c hil d b e ari n g p ot e nti al m ust h a v e n e g at i v e pr e g n a n c y t est at S cr e e ni n g a n d 
D a y  1 t o b e e nr oll e d i n t h e st u d y. F e m al e s u bj e cts of  c hil d b e ari n g p ot e nti al will u n d er g o a 
s er u m pre g n a n c y  at t h e S cr e e ni n g Visit a n d u rin e pr e g n a n c y t ests at  D a ys 1, 2 2, a n d 4 3 pri or t o 
st u d y dr u g a d mi nistr atio n a n d at D a y  7 1 ( E O S). A d di tio n al  uri n e pr e g n a n c y t e st s will b e 
p erf or m e d at t he di s cr et i on of t h e I n v est i g at or w h e n r e q uir e d.

3. 2 0.  Vit al Si g ns

V ital  si g ns m e as ur e m e nts will b e t a k e n at S cr e e ni n g, D a y  1, 2 2, 4 3, a n d at t he E O S visit. O n 
tr e at me nt visi t s (D a ys 1, 2 2, a n d 4 3 ), vital  si g ns will be ass ess e d at 4 h o urs pri or t o, a n d at 1 5 
a n d 3 0 mi n ut es aft er st u d y  dr u g a d mini str ati o n.

Vi t al si g ns m e as ur e m e nts i n cl u d e: s yst oli c a n d di ast oli c bl o o d pr ess ur e, r es pir at or y r at e, p uls e 
r at e, b o d y t e mp er at ur e, h ei g ht, a n d b o d y  w eig ht. 

H ei g ht a n d b o d y  w ei g ht me as ur e m e nts will b e t a k e n at S cr e e ni n g. B o d y  w ei g ht will als o b e 
m e as ur e d at D a y  1 a n d at E O S visit.

A n y a b n or m alit y i n vital  si g n o bs er v e d, will b e c o nsi d er e d as a n A E or S A E as a p pr o pri at e .

3. 2 1.  1 2- L e a d El e ct r o c a r di o g r a m ( E C G)

A 1 2- L e a d E C G will b e r e c or d e d d uri n g t he s cr e e ni n g p eri o d w hil e t h e s u bj e ct is i n s u pi n e 
p osi tio n f or at le ast 5 mi n ut es b ef or e t h e r e c or di n g is c o n d u ct e d.
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E C Gs will b e ass ess e d b y  t h e I n v esti g at or a n d gr a d e d as: 

 N or m al  

 A b n or m al , n ot cli ni c all y si g nifi c a nt 

 A b n or m al , cli ni c all y si g nifi c a nt 

A n y a b n or m alit y i n E C G o bs er v e d, will b e c o nsi d er e d as a n A E or S A E as a p pr o pri at e .

3. 2 2.  P h ysi c al E x a mi n ati o n

A c o m p l et e p h ysi c al e x a mi n ati on ( b y b o d y  s yst e m) o n e a c h s u bj e ct will b e p erf or m e d at 
s cr e e ni n g. T hi s e v al u at i on will i n cl u d e a n e x a mi n ati o n of h e a d, e y es, e ars, n os e a n d t hr o at, s ki n, 
n e c k, c h est , h e art , l un gs , br e ast s, l y m p h n o d es, a b d o m e n, b a c k, e xtr e mit i es, m u s c ulo s k el e t al
s yst e m, a n d c e ntr al  n er v o us s yst e m. P h ysi c al e x a mi n at i on fi n di n gs will b e r e c or d e d as n or m al ,
a b n or m al or n ot d o n e as n ot st a n d ar d of c ar e .

A n y a b n or m alit y i n p h ysi c al  e x a mi n ati on o bs er v e d , will b e c o nsi d er e d as a n A E or S A E as 
a p pr o pri at e .

T h e s u bj e ct ’s s ki n t y p e will  be ass ess e d at s cr e e ni n g usi n g t h e Fit z p atri c k s c al e s h o w n b el o w .

T a bl e 8:  Fit z p at ri c k S c al e

I P al e w hit e s ki n, bl u e/ h a z el e y es, bl o n d/r e d h air Al w a y s b ur ns, d o es n ot t a n

II F air s ki n, bl u e e y es B ur ns e asil y, t a ns p o orl y

III D ar k er w hit e s ki n T a ns aft er i niti al b ur n

I V Li g ht b r ow n  s ki n B ur ns mi ni m all y, t a ns e asil y

V Br o w n s ki n R ar el y  b ur ns, t a ns d ar kl y e asil y

VI D ar k b r ow n  or bl a c k s ki n N e v er b ur ns, al w a ys t a ns d ar kl y

3. 2 3.  I m m u n o g e ni cit y

I mm u n o g e ni cit y v ari a bl es i n cl u d e a nti -A U X -I/ a nti-A U X -II bi n di n g (i e, a nti- dr u g) a n d
n e utr ali zi n g a nt i b o d y r e s ult s. S er u m  s a m pl es will b e c o ll e ct e d at D a y 1 ( b ef or e i nj e ct i on) a n d at 
t he D a y  7 1 ( E O S) visit f or t h e d et er mi n at i on of s er u m  a nti -A U X -I a n d a nt i-A U X -II a nti b o d y 
l e v els a n d n e utr ali zi n g a nti b o di es t o A U X-I a n d A U X-II. A s u bs et ( b as e d o n e v er y  ot h er s a mpl e 
fr om t he D a y  7 1 u p p er a n d lo w er q u artil es of all p osit i v e bi n di n g a nt i b o d y tit er s) of s u bj e ct 
s a m pl es will b e t est e d f or n e utr ali zi n g a nt i b o di es fr o m t h e D a y 1 a n d D a y 7 1 visits; a d dit i on al 
s a m pl es will b e r et ai n e d.

4.  S T U D Y P A R A M E T E R S

4. 1.  S u bj e ct Dis p ositi o n

S u bj e cts will b e c o nsi d er e d as c o m pl et i n g t h e st u d y if t h e y c om p l et e a ll t h e s c h e d ul e d tre at m e nt 
a n d t he D a y 7 1 / E O S visit. A pr e m at ur e dis c o nt i n u ati o n will o c c ur if s u bj e cts di s c o nt i n u e 
tr e at me nt a n d/ or p arti ci p at i on i n t h e st u d y. S u bj e cts w h o dis c o n tin u e e arl y f or a n y r e as o n, will b e 
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e n c o ur a g e d t o h a v e all D a y 7 1/ E O S pr o c e d ur es a n d ass ess m e nt s c o mpl et e d at a n e arl y 
t er mi n ati o n visit. 

T h e r e as o n f or e arl y dis c o nt i n u ati on will b e r e c or d e d i n e C R F f or t h e s u bj e cts w h o d o n ot 
c o m pl et e t h e st u d y . T h e r e as o n of s cr e e n f ail ur e will als o b e r e c or d e d i n e C R F f or s u bj e cts w h o 
ar e n ot e nr oll e d a n d ar e c o nsi d er e d s cr e e n f ail ur es .

4. 2.  P r ot o c ol D e vi ati o ns

P r ot o c ol d e vi at i ons will b e i d e nt ifi e d a n d d o c u m e nt e d pri or t o d at a b as e l o c k. Pr ot o c ol d e vi at i ons 
will b e d eri v e d fr o m t he e C R F d at a a n d will b e o bt ai n e d fr o m t he cli ni c al m o nit ori n g r e p orts. All 
d e vi at i ons fr om t hes e t w o s o ur c es will b e r e c o n cil e d a n d d u pli c at e d e vi at i ons will b e r e m o v e d. 
W h e n a d e vi at i on is b ot h f o u n d i n t h e d at a b as e a n d i n cli ni c al m o nit ori n g r e p orts, i n m ost c as es 
t he t e xt of t h e d e vi at i on fr o m t h e d at a b as e will b e r et ai n e d. T h e e x c e pti on t o t his r ule will o c c ur 
if t h e d e vi ati on fr o m t h e m o nit ori n g r e p ort pr o vi d es i m p ort a nt i nf or m at i on n ot f o u n d i n t h e 
d at a b as e. I n t h at c as e, t h e i nf or m ati o n will b e r e c o n cil e d i n t h e d at a b as e.

P ossi bl e pr ot o c ol  d e vi at i ons i n cl u d e, b ut ar e n ot r estri ct e d t o t he f o ll owi n g d e vi at i on t y p es: 

 I n eli gi bl e s u bj e ct/st u d y e ntr y crit eria n ot s ati sfi e d 

 I nf or me d c o ns e nt n ot c o m pl et e d c orr e ctl y  

 N o n -c o m pli a n c e of st u d y  tr e at m e nt

 Pr o hi bit e d m e di c at i ons/ pr o c e d ur e 

 Vi sit/ pr o c e d ur e missi n g or o ut of wi n d o w

T h e E n d o st u d y t e a m will a p pr o v e all fi n al pr ot o c ol d e vi ati o n assi g n m e nts a n d cl assif y t h e m as 
ei t her m aj or or mi n or d uri n g a pr ot o c ol  d e vi ati on r e vi e w m e et i n g h el d pri or t o t h e d at a b as e l o c k. 

4. 3.  P ri o r C o n c o mit a nt a n d F oll o w -u p M e di c ati o ns

All m e di c ati o ns will b e c o d e d usi n g W orl d H e alt h Or g a ni z at i on ( W H O) Dr u g Di ct i on ar y  -
Gl o b al B 3 f or m at 2 0 1 8, b y a ct i v e i n gr e di e nt a n d W H O a n at o mi c al t h er a p e uti c c h e mi c al ( A T C) 
cl assifi c at i on of i n gr e di e nts.

A pri or m e di c ati o n is d efi n e d as a n y m e di c at i on t a k e n prior t o t h e first i nj e ct i on of  t h e st u d y 
dr u g.

A c o n c o mit a nt m e di c ati o n is a n y  me di c ati o n t a k e n b et w e e n t h e d at e of first i nj e cti on of t h e st u d y  
dr u g a n d t h e d at e of l ast i nj e ct i on of st u d y  dr u g or t h e m e di c at i on is r e p ort e d as o n g oi n g. A n y 
m e di c at i ons st art e d aft er t h e l ast i nj e cti o n of  t h e st u d y dr u g will b e c o nsi d er e d as f oll ow- u p 
m e di c at i ons.

4. 4.  P ri o r E F P T r e at m e nt

Pri or E F P tr e at m e nt will b e o bt ai n e d fr o m t he pri or/ c o n c o mi t a nt me di c at i on a n d / or
pri or/ c o n c o mit a nt pr o c e d ur e p a g es of t h e e C R F. If o n eit h er of t h es e p a g es a m e di c at i on or 
pr o c e d ur e is r e p ort e d wit h t h e i n di c at i on ‘ E F P/ c ell ulit e’ wit h a st art d at e pri or t o t h e first 
i nj e cti on of  st u d y dr u g, t h e n t h e m e di c ati o n or pr o c e d ur e will b e c o nsi d er e d a pri or E F P 
tr e at me nt. 
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All m e di c ati o ns will b e cl assifi e d as E F P Dr u g. All pr o c e d ur es will b e cl assifi e d i nt o o n e of t h e 
f oll owi n g gr o u ps:

 Li p os u ct i on

 L as er

 M ass a g e

 R a di of r e q u e n c y

 M es ot h er a p y

 Cr e a m

 Ot h er

T h e cl assifi c at i on will b e r e vi e w e d a n d a p pr o v e d b y t h e st u d y m e di c al m o nit or. A n y E F P 
tr e at me nt us e d aft er t h e D a y  1 vi sit will be n ot e d a n d r e p ort e d as a pr ot o c ol vi o l ati on.

4. 5.  Effi c a c y P a r a m et e rs

4. 5. 1.  I m p r o v e m e nt i n A est h eti c A p p e a r a n c e usi n g 3 -D P h ot o g r a p hi c I m a g e

I mpr o v e m e nt fr om b as eli n e i n a est h et i c a p p e ar a n c e of t h e tr e at m e nt ar e a will b e ass ess e d b y a 
bli n d e d c e ntr al ass ess or usi n g a 5- p oi nt Li k ert S c al e i n e a c h tr e at m e nt ar e a (i e, fr om w ors e t o 
v er y  mu c h i m pr o v e d , for a est h eti c i m pr o v e m e nt) at D a y  2 2, 4 3 a n d 7 1 . T h e effi c a c y will b e 
e v al u at e d at D a y  2 2, 4 3 a n d 7 1. 

4. 5. 2.  C h a n g e i n Di m pl e A n al ysis P a r a m et e rs usi n g 3 -D P h ot o g r a p hi c I m a g e

Di m pl e a n al ysis p ar a m et er s, m a x l e n gt h, ma x wi dt h, s urf a c e ar e a a n d v o l um e b et w e e n t h e 
di m pl e b as e a n d i nt er p ol at e d s urf a c e , will b e ass ess e d b y I A T i n e a c h tr e at m e nt ar e a at D a y  1, 
D a y  2 2, 4 3, a n d 7 1/ E T. T h e c h a n g e i n t h es e p ar a m et ers fr o m D a y 1 will be e v al u at e d at D a y  2 2, 
4 3, a n d 7 1/ E T.

4. 5. 3.  C h a n g e f r o m B as eli n e i n Di m pl e D e pt h D e p r essi o n b y H e xs el C S S ( B)

Di m pl e d e pt h d e pr essi o n will b e ass ess e d b y I n v esti g at or at  t he S cr e e ni n g visit , D a y  2 2, 4 3, a n d 
7 1 usi n g H e xs el C S S ( B) d e pt h of d e pr essi o ns s c al e a n d gr a d e d as; N o d e pr essi o ns ( 0), 
S u p erfi ci al d e pr essi o ns ( 1), M e diu m d e pt h d e pr essi o ns ( 2) a n d D e e p d e pr essi ons ( 3). 

T h e c h a n g e fr o m b as eli n e at e a c h p ost b as eli n e visits will b e a n al y z e d a n d s u m m ari z e d f or 
H e xs el C S S ( B) d e pt h of d e pr essi o ns s c al e s c or e of e a c h tr e at me nt ar e a .

4. 6.  S af et y P a r a m et e rs

4. 6. 1.  A d v e rs e E v e nts

A d v ers e E v e nt v er b at i m t er ms as r e p ort e d b y t h e i n v estig at or of  a d v ers e e v e nt will b e m a p p e d t o 
S y st e m Or g a n Cl ass ( S O C) a n d Pr ef err e d T er m ( P T) usi n g t he M e di c al Di ct i on ar y  for 
R e g ul at or y  Act i viti es ( M e d D R A) di cti o n ar y . T h e v ersi o n t o b e us e d will b e d efi n e d i n D at a 
M a n a g e m e nt Pl a n ( D M P).
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4. 6. 1. 1.  T r e at m e nt E m e r g e nt A d v e rs e E v e nts ( T E A Es)

T E A Es ar e d efi n e d as a n y A Es t h at o c c ur or w ors e n (i n cr e as e i n s e v erit y)  o n t h e s a me d a y  or 
af t er t h e first i nj e cti on o n D a y  1.

T h e f o ll owi n g r ul es will  a p pl y i n c as es w h er e t h e st art d at e of a n A E is k n o w n: 

 If t h e A E o ns et d at e is pri or t o first i nj e cti on o n D a y 1, t h e n t h e A E will n ot b e 
c o nsi d er e d a T E A E. 

 If t h e A E o ns et d at e or d at e of A E w ors e ni n g is e q u al t o or l at er t h a n first i nj e cti on o n 
D a y  1, t h e n t h e A E will b e c o nsi d er e d a T E A E. 

R ef er t o s e cti o n 6. 4. 1. 1 t o id e nt if y T E A E st at us w h e n st art d at e of a n A E is u n k n o w n.

4. 6. 1. 2.  I nt e nsit y of A d v e rs e E v e nts

I nt e nsity ( or s e v erit y) of AEs will b e gr a d e d as “ Mil d ”, “ M o d er at e ” or “ S e v er e ”. F or A Es wit h 
missi n g s e v erit y,  t h e most s e v er e ass ess m e nt will b e i m p ut e d f or a n al ys es, f oll o wi n g w orst c as e 
pri n ci pl e.

4. 6. 1. 3.  R el ati o ns hi p t o St u d y D r u g

C a us al r el at i ons hi p of A E wit h st u d y  dr u g will b e classifi e d b y t h e I n v esti g at or a n d will b e 
r e p ort e d as f oll ows:

 N ot r el at e d

 U nli k el y  r el at e d

 P ossi bl y r el at e d

 Pr o b a bl y  r el at e d

R el at e d a d v ers e e v e nts ar e A Es wit h t h e r el ati o ns hi p d es cri b e d b y t h e i n v est i g at or as “ pr o b a bl y 
r elat e d ” or “ p ossi bl y  r el at e d ”. “ N ot r elat e d ” or “ U nli k el y  r el at e d ” c a us alit y ass ess m e nts ar e 
c o nsi d er e d as n e g ati v e c a us alit y.

A n y missi n g r el ati o ns hi p of a n A E t o st u d y dr u g will  be c o nsi d er e d as r elat e d t o st u d y  dr u g for 
t he a n al ys es, f oll o wi n g w orst c as e pri n ci pl e. 

4. 6. 2.  Vit al Si g ns a n d Cli ni c al L a b o r at o ri e s

4. 6. 2. 1.  P ot e nti all y Cli ni c all y I m p o rt a nt L a b o r at o r y V al u es

P ot e nti all y  Cli ni c all y I mp ort a nt ( P CI) l a b or at or y  v alu es ar e pr es e nt e d i n T a bl e 9 b el o w .
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All st atist i c al t ests of  effi c a c y p ar a m et ers will b e t w o -si d e d wit h a si g nifi c a n c e l e v el o f  = 0 . 0 5, 
u nl ess s p e cifi e d ot h er wis e. St atisti c al t ests will b e s u p p ort e d b y pr es e nti n g esti m at es a n d 9 5 % 
c o nfi d e n c e i nt er v als ( CI) f or t h e r es p e cti v e tr e at m e nt eff e cts. T h es e esti m at es a n d CI w ill b e b as e d 
o n t h e li n e ar r e gr essi o n m o d el. 

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 atist i cs. Dis cr et e 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 c o u nts a n d p er c e nt a g es . Th e d e n o mi n at or will b e b as e d o n t h e 
n u m b er of s u bj e cts i n t h e a p pr o pri at e p o p ul at i on. 

F or t h e p ur p os e of dis pl a y, t h e s u m m ar y  r e s ult s will be r o u n d e d as f oll o ws: 

 Mi n i m u m a n d m a xi m u m : s a m e n u m b er of d e ci m al pl a c es as t h e r a w d at a. 

 M e a n a n d M e di a n: o n e m or e d e ci m al pl a c e t h a n t h e r a w d at a. 

 S D: T w o m o r e d e ci m al pl a c es t ha n t h e r a w d at a. 

 P er c e nt a g es will b e dis pl a y e d wit h o n e d e ci m al pl a c e pr e ci sio n . A z er o c o u nt will b e 
l eft bl a n k.

 T h e st a n d ar d f or m of a p er c e nt a g e c h a n g e v ari a bl e i s 0 d e ci m al pl a c e.

F or c at e g ori c al v ari a bl es wit h missi n g v al u es, a c at e g or y  d o c u m e nti n g t h e fr e q u e n c y of missi n g 
v al u es will b e dis pl a y e d i n t h e s u m m ar y t a bl es. 

S u m m ar y  t a bl es, s u bj e ct listi n gs, gr a p hs a n d a n y s u p p orti v e S A S o ut p ut will i n cl u d e f oot n ot es
t hat will i n di c at e:

 D at e of d at a e xtr a cti o n

 D at e a n d ti m e o f o ut p ut g e n er ati o n

 S A S pr o gr a m  n a m e, i n cl u di n g t h e p at h, t h at g e n er at e d t he o ut p ut

W h e n c al c ul ati n g p er c e nt a g es, t h e d e n o mi n at or will b e b as e d o n t h e n u m b er of s u bj e cts wit h n o n -
missi n g v al u es. I f th e d e n o mi n at or is e x p e ct e d t o c h a n g e o v er ti m e, t h e n t h e d e n o mi n at or us e d t o 
c al c ul at e t h e p er c e nt a g e will b e b as e d o n t h e n u m b er of s u bj e cts wit h n o n -missi n g v al u es at e a c h 
visit. A n y s u bj e ct r e m o v e d fr o m a n a n al ysis will b e n ot e d at t h e b ott o m of t h e t a ble al o n g wi t h 
t he r e as o n t h e s u bj e ct w as r e m o v e d. 

E m pt y s u m m ar y t a bl es will b e pr es e nt e d wit h a n ot e st ati n g t h at “ N o S u bj e cts M et Crit eri a. ”

S u bj e ct list i n gs of all d at a fr om t he e C R Fs as w ell as a n y d eri v e d v ari a bl es will b e pr es e nt e d.

6. 2.  A dj ust m e nts f o r C o v a ri at es

N ot a p pli c a bl e.

6. 3.  D e ri v e d V a ri a bl es

T a bl e 1 2 d efi n es t h e d eri v e d v ari a bl es f or st u d y p ar a met er s .
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T a bl e 1 2:    D e ri v e d V a ri a bl es a n d D efi niti o n

V a ri a bl e D efi niti o n

A g e Gr o u p < 3 5 y e ar s

3 5 – < 4 5 y e ars

4 5 – < 6 5 y e ars

≥ 6 5 y e ar s

H ei g ht ( c m) If h ei g ht is r e c or d e d i n i n c h es, t h e n h ei g ht is e q u al t o t h e r e c or d e d v al u e 
m ulti pli e d b y 2. 5 4 a n d t h e n r o u n d e d t o 1 d e ci m al pl a c e .

W ei g ht ( k g) If w ei g ht is r e c or d e d i n p o u n ds, t h e n w ei g ht is e q u al t o t h e r e c or d e d v alu e 
m ulti pli e d b y 0. 4 5 4 a n d t h e n r o u n d e d t o 1 d e ci m al pl a c e .

B o d y M ass I n d e x ( B MI) B MI will b e c o m p ut e d usi n g h ei g ht a n d b o d y w ei g ht m e as ur e d at s cr e e ni n g 
as, B MI ( k g/ m 2 ) = W ei g ht ( k g) / H ei g ht ( m)2

B MI Gr o u p U n d er w ei g ht ( < 1 8. 5 k g/ m 2)

N or m al W ei g ht ( 1 8. 5 – < 2 5. 0 k g/ m 2)

O v er w ei g ht ( 2 5. 0 – < 3 0. 0 k g/ m 2)

O b es e ( ≥ 3 0. 0 k g/ m 2)

R el ati v e D a y T h e d a y  of first i nj e cti o n of st u d y dr u g will b e c o nsi d er e d as r el ati v e d a y 1

St u d y D a y (f or ass ess m e nt o n or 
aft er D a y 1)

St u d y D a y will b e c o m p ut e d as, D at e of Ass ess m e nt – D at e of D a y 1 + 1

St u d y D a y (f or ass ess m e nt b ef or e 
D a y  1)

St u d y D a y will b e c o m p ut e d as, D at e of Ass ess m e nt – D at e of D a y 1

B as eli n e B as eli n e is d efi n e d as t h e l ast n o n -missi n g m e as ur e m e nt/ ass ess m e nt pri or 
t o t h e first d os e of st u d y dr u g. F or vit al si g ns, t h e b as eli n e will b e t h e D a y 
1 pr e -d os e v al u es. F or cli ni c al l a b or at ori es t his c o ul d b e t h e s cr e e ni n g 
v al u e, or it c o ul d b e a n u ns c h e d ul e d l a b, if t h e u ns c h e d ul e d l a b is t h e 
cl os est v al u e pr e c e di n g t h e first i nj e cti o n.

C h a n g e f r om B as eli n e C h a n g e f r om b as eli n e will b e d eri v e d as, p ost -b as eli n e visit/ti m e p oi nt 
v al u e – t h e b as eli n e v al u e.

L ast D at e i n St u d y  T h e d at e of D a y 7 1 if t h e s u bj e ct c o m pl et es t h e st u d y

 T h e d at e of e arl y t er mi n ati o n visit if t h e s u bj e ct is t er mi n at e d e arl y 
fr o m st u d y at a n o n- s c h e d ul e d visit

 T h e d at e of t h e l at est s c h e d ul e d visit if t h e s u bj e ct is t er mi n at e d e arl y 
fr o m st u d y at a s c h e d ul e d visit or l ost t o f oll o w- u p.

A g e at E F P S y m pt o m O ns et D at e of E F P s y m pt o ms r e p ort e d – D at e of Birt h/ 3 6 5. 2 5. S e e s e cti o n 6. 4. 1. 3
f or h a n dli n g of p arti al or u n k n o w n E F P s y m pt o m o ns et d at es.

Ti m e S i n c e L ast E F P T r e at m e nt  D at e of m ost r e c e nt E F P tr e at m e nt – D at e of i nf or m e d c o ns e nt)/ 3 6 5. 2 5. S e e 
s e cti o n 6. 4. 1. 3 f or h a n dli n g of p arti al or u n k n o w n E F P tr e at m e nt d at es.

B as eli n e C R -P C S S S c or e I n v esti g at or b as eli n e C R-P C S S s c or es f or e a c h tr e at m e nt ar e a will b e b as e d 
o n t h e i n v esti g at or’s C R -P C S S e v al u ati o n d o n e at t h e S cr e e ni n g visit.

B as eli n e f or H e xs el D e pr essi o n 
D e pt h S c al e

T h e i n v esti g at or ass ess m e nt p erf or m e d at S cr e e ni n g f or e a c h tr e at m e nt ar e a 
will b e c o nsi d er e d as B as eli n e.

D ur ati o n of E x p os ur e at E a c h V isit   D at e/ Ti m e of L ast I nj e cti o n – D at e/ Ti m e of First I nj e cti o n 

D ur ati o n of A E A E e n d d at e – A E st art d at e + 1

A E O ns et D a y A E st art d at e - D at e of first i nj e cti o n + 1
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6. 4.  H a n dli n g of Missi n g D at a

S u bj e cts w h o dis c o nt i n u e t h e st u d y prior t o or aft er t h e i nit i ati on of t h e st u d y  dr u g will n ot b e 
r e pla c e d a n d a v ail a bl e d at a f or t hes e s u bj e cts u ntil t h e p oi nt of dis c o nti n u at i on will  be 
s u m m ari z e d. 

T h e missi n g b as eli n e ass ess m e nt will n ot b e i m p ut e d.

F or c at e g ori c al v ari a bl es wit h missi n g v al u es, a c at e g or y  d o c u m e nti n g t h e fr e q u e n c y of missi n g 
v al u es will b e dis pl a y e d i n t h e s u m m ar y t a bl es.

S u bj e cts w h o dis c o n tin u e e arl y will b e e n c o ur a g e d t o h a v e all  D a y 7 1 pr o c e d ur es a n d 
ass ess m e nts c o m pl et e d at a n e arl y  t er mi n ati on visit. 

T h er e will b e n o i m p ut ati o n of missi n g v al u es f or s a f ety d at a, h o w e v er missi n g r el at i ons hi p 
b et w e e n A E a n d st u d y  dr u g will be c o nsi d er e d as r el at e d t o st u d y  dr u g f oll owi n g w orst c as e 
pri n ci pl e. Missi n g s e v erit y of  a n A E will b e s u m m ari z e d as a s e v er e A E.

I mm u n o g e ni ci t y sa m pl e s wi t h a p o sitiv e tit er v al u e will u n d er g o a l o g tr a nsf or m at i on f or 
a n al ys es. S a m pl es wit h tit er l e v el l ess t h a n 1 will b e assi g n e d or i m p ut e d as a l o g tr a nsf or m e d 
tit er of z er o ( 0) f or a n al ys es.

6. 4. 1.  I m p ut ati o n of P a rti al D at es

6. 4. 1. 1.  T E A E S t at us f o r Co m pl et el y U n k n o w n St a rt D at e

T h e f o ll owi n g r ul es will  a p pl y i n c as es w h er e st art d at e of a n A E is c o m pl et el y u n k n o w n: 

 If t h e A E o ns et d at e is u n k n o w n a n d t h e e n d d at e is aft er first i nj e cti on o n D a y  1 or 
o n g oi n g, t h e n t h e A E will b e c o nsi d er e d a T E A E. 

 If t he A E o ns et d at e is u n k n o w n a n d t h e e n d d at e is b ef or e first i nj e ct i on o n D a y  1, 
t he n t h e A E will n ot b e c o nsi d er e d a T E A E. 

 If b ot h t h e st art a n d e n d d at es ar e u n k n o w n ( or e n d d at e is o n g oi n g), t h e n t h e A E will 
b e c o nsi d er e d a T E A E, f o ll owi n g t h e w orst -c as e pri n ci pl e. 

If t h e A E o ns et d at e is p artl y pr es e nt a n d mo nt h/ y e ar is pri or t o t h e first i nj e ct i on d at e t h e n t h e 
A E will n ot b e c o nsi d er e d a T E A E.

6. 4. 1. 2.  C o n c o mit a nt St at us of M e di c ati o n f o r C o m pl et el y U n k n o w n St a rt D at e

T h e f o ll owi n g r ul es will  a p pl y i n c as es w h er e st art d at e of c o n c o mit a nt m e di c at i on is c om p l et el y 
u n k n o w n: 

 If t h e m e di c ati o n o ns et d at e is u n k n o w n a n d t h e e n d d at e is aft er first i nj e ct i on o n 
D a y  1 b ut b ef or e t h e l ast i nj e ct i on d at e or m e d i c ati o n is o n g oi n g, t h e n t h e m e di c ati o n 
will b e c o nsi d er e d as c o n c o mit a nt. 

 If t h e m e di c ati o n o ns et d at e is u n k n o w n a n d t h e e n d d at e is b ef or e first i nj e ct i on o n 
D a y  1, t h e n t h e me di c at i on will n ot b e c o nsi d er e d as c o n c o mit a nt. 
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 If b ot h t h e st art a n d e n d d at es ar e u n k n o w n , t h e n t h e m e di c ati on will b e c o nsi d er e d as 
c o n c o mit a nt . T his a p pr o a c h is c o nsi d e r e d t o b e t h e m ost c o ns er v ati v e f oll owi n g t h e 
w orst -c as e pri n ci pl e. 

If t h e m e di c ati o n o ns et d at e is p artl y pr es e nt a n d m o nt h/ ye ar is pri or t o t h e first i nj e ct i on d at e, 
th e n t h e m e di c at i on will  not b e c o nsi d er e d as c o n c o mit a nt.

6. 4. 1. 3.  Missi n g E F P O ns et D at e

Missi n g E F P o ns et d a ys will b e i m p ut e d wit h t h e first d a y  of t h e mo nt h a n d missi n g o ns et m o nt h 
will b e i m p ut e d wit h J a n u ar y. If t h e E F P o ns et d at e is i n di c at e d as c o m pl et el y u n k n o w n b ut 
st arti n g l ess t h a n 5 ye ars a g o, t h e E F P o ns et d at e will b e i m p ut e d as t h e i nf or m e d c o ns e nt d at e 
mi n us 5 y e ars. If t h e E F P o ns et d at e is i n di c at e d as c o m pl et el y  u n k n o w n b ut st arti n g m or e t h a n 
5 y e ars a g o, t h e E F P o ns et d at e will n ot b e i m p ut e d. M issi n g E F P m e di c ati o n/tr e at m e nt e n d d a ys 
will b e i m p ut e d wit h t h e l ast d a y  of t h e mo nt h a n d missi n g e n d m o nt hs will b e i m p ut e d wit h 
D e c e m b er, e x c e pt if t h e e n d y e ar is e q u al t o t h e d at e of i nj e ct i on y e ar a n d t h e n t h e E F P 
m e di c at i on/tr e at m e nt e n d d at e will b e i m p ut e d wit h t h e first i nj e cti on d at e.

6. 5.  I nt e ri m A n al ys es

N o i nt eri m a n al ysis is pl a n n e d i n t his st u d y . 

7.  S T A TI S TI C A L A N A L Y S E S

7. 1.  S u bj e ct Dis p ositi o n

T h e n u m b er of s u bj e cts i n cl u d e d i n e a c h st u d y  p o p ulat i on will b e s u m m ari z e d b y tr e at m e nt ar m
a n d b y tr e at me nt r e gi o n (i e, B utt o c k s, T hi g h s, a n d O v er all). S u bje ct s e x cl u d e d fr o m t he s af et y or 
e v al u a bl e p o p ul at i ons will b e list e d.

T h e n u m b er a n d p er c e nt a g es of  s u bj e cts s cr e e n e d, c o m pl et e d, a n d dis c o nti n u e d d uri n g t h e st u d y
a n d st u d y tr e at me nt , as w ell as t h e r e as o n f or dis c o nti n u ati on fr o m st u d y a n d r e as o n f or
di s c o nti n u at i on of st u d y dr u g will b e s u m m ari z e d b y tr e at m e nt ar m . 

A listi n g of dis p osi tio n d at a will b e pr o vi d e d. S cr e e n f ail ur e r e as o n s will als o b e pr es e nt e d .

7. 2.  P r ot o c ol D e vi ati o n

Pr ot o c ol  d e vi ati on will n ot b e s u m m ari z e d. A list i n g of all pr ot o c ol d e vi ati ons will b e pr es e nt e d. 

7. 3.  D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

D e m o gr a p hi cs a n d b as eli n e c h ar a ct erist i cs will b e s u m m ari z e d b y tr e at m e nt ar m a n d b y 
tr e at me nt r e gi o n ( i e, B utt o c k s, T hi g h s, a n d O v er all ) usi n g t he S af et y P o p ul ati o n. A g e, h ei g ht ( at 
s cr e e ni n g), b o d y w ei g ht ( at s cr e e ni n g) a n d b o d y mass i n d e x ( B MI) i n k g/ m 2 will b e s u m m ari z e d 
as c o nti n u o us v ari a bl es usi n g d es cri pt i v e st atisti cs. 

G e n d er, r a c e a n d et h ni cit y will  be s u m m ari z e d as c at e g ori c al v ari a bl es usi n g fr e q u e n c y c o u nts 
a n d p er c e nt a g es . 

R ef er t o T a bl e 1 2 f or d es cript i ons of a g e c at e g ori es a n d B MI gr o u ps.
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T h e f ol l owi n g b as eli n e c h ar a ct erist i cs will b e s u m m ari z e d usi n g fr e q u e n c y c o u nts a n d 
p er c e nt a g es:

 C R -P C S S c ell ulit e s e v erit y r ati n gs at s cr e e ni n g ( M e a n a n d S D will als o b e pr o vi d e d)

 H e xs el C S S ( B) d e pr essi o n d e pt h s c al e s c or es at s cr e e ni n g ( M e a n a n d S D will als o b e 
pr o vi d e d)

 S ki n c at e g or y  bas e d o n Fi t z p atric k s c al e ass ess m e nt

 R e p ort of t o b a c c o a n d al c o h ol us e 

 Al c o h o l us e ( N e v er, C urr e nt , a n d F or m er)

 T o b a c c o us e ( N e v er, C urr e nt , a n d F or m er)

All d e m o gr a p hi c a n d b as eli n e c h ar a ct e rist i cs will b e pr es e nt e d i n s u bj e ct list i n gs.

7. 4.  M e di c al a n d S u r gi c al Hist o r y

M e di c al hist or y  will b e c o d e d usi n g M e d D R A di cti o n ar y . T h e v ersio n  t o b e us e d will b e d efi n e d 
i n D M P . M e di c al  a n d s ur gi c al histor y  d at a will n ot b e s u m m ari z e d; h o w e v er , a s u bj e ct listi n g 
will b e pr o vi d e d.

7. 5.  E F P Hist o r y

E F P hist or y  will be s u m m ari z e d b y tr e at m e nt ar m a n d b y  tr e at me nt r e gi o n ( i e, B utt o c k s, T hi g h s, 
a n d O v er all ) usi n g c o u nts a n d p er c e nt a g es w hi c h will i n cl u d e: 

 F a mil y  hi st or y of c ell ulit e ( Y es/ N o)

 A g e ( y e ars) at E F P s y m p t o m o ns et (s u m m ari z e d d es cri pti v el y)

 Pri or tr e at m e nt s f or E F P i n cl u di n g li p os u cti o n, l as er, m ass a g e, r a di ofr e q u e n c y , dr u g, 
m es ot h er a p y , cr e a m, ot h er, or n o n e. S u bj e cts c a n r e p ort m or e t h a n 1 pri or E F P 
tr e at me nt.

 N u m b er of pri or E F P tr e at m e nts ( 0, 1, 2, or ≥ 3)

 Ti m e ( y e ars) si n c e m ost r e c e nt E F P tr e at m e nt (s u m m ari z e d d es cri pt i v el y)

R ef er t o T a bl e 1 2 f or c o mp ut ati o n of  “ a g e at E F P o ns et ” a n d “ti m e si n c e l ast E F P tr e at me nt .” 
E F P hist or y  will be list e d.

7. 6.    C o n c o mit a nt M e di c ati o ns a n d P r o c e d u r es

T h e pri or, c o n c o mit a nt a n d f o ll ow- u p m e d i c atio n will  be s u m m ari z e d b y tr e at m e nt ar m a n d b y 
tr e at me nt r e gi o n ( i e, B utt o c k s, T hi g h s, a n d O v er all ) usi n g fr e q u e n c y c o u nts a n d p er c e nt a g es b y 
a cti v e i n gr e di e nt wit hi n e a c h A T C, wit h A T C a n d a cti v e i n gr e di e nts or d er e d al p h a b et i c all y. 
M ul tipl e us e of  t h e s a m e m e di c ati on b y a s u bj e ct will b e c o u nt e d o nl y  o n c e.

A s u bj e ct listi n g of m e d i c atio ns i n di c ati n g pr i or, c o n c o mit a nt a n d f o ll ow- u p m e d i c ati ons a n d 
pr o c e d ur es will b e pr o vi d e d . Si mil arl y  a s e p ar at e listi n g of m e di c at i ons a n d pr o c e d ur es f or E F P/
C ell ulit e will als o b e pr es e nt e d .
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7. 7.  Effi c a c y A n al ys es

Effi c a c y p ar a m et ers will b e s u m m ari z e d a n d a n al y z e d f or e a c h tr e at me nt ar e a b y tr e at m e nt ar m 
usi n g t he E v al u a bl e P o p ul ati o n.

7. 7. 1.  I m p r o v e m e nt i n A est h eti c A p p e a r a n c e usi n g 3 -D P h ot o g r a p hi c I m a g e s

7. 7. 1. 1.  A n al ysis of T r e at m e nt R e gi o n a n d A r e a

T h e Li k ert S c al e s c or e of i m pr o v e m e nt i n a est h et i c a p p e ar a n c e fr om b as eli n e will b e a n al y z e d 
usi n g a li n e ar mi x e d m o d el wit h tr e at m e nt ar m, st u d y  vi sit, i nt er a ctio n of  tr e at me nt ar m  a n d 
st u d y vi sit as fi x e d eff e cts. T h e fi x e d eff e ct esti m at es a n d 9 5 % CIs f or i nt er a cti o n eff e ct of 
tr e at me nt ar m a n d st u d y vi sit will b e pr es e nt e d. T his m o d el will b e fitt e d usi n g t h e r es p o ns e f or 
e a c h tr e at m e nt ar e a ( i e, l eft b utt o c k, ri g ht b utt o c k, l eft t hi g h, a n d ri g ht t hi g h) a n d f or t h e a v er a g e 
of  lef t a n d rig ht of  tr e at me nt ar e a ( i e, a v er a g e of l eft b utt o c k a n d ri g ht b utt o c k; a v er a g e of l eft 
t hig h a n d ri g ht t hi g h).

T h e Li k ert S c al e r ati n g of i m pr o v e m e nt i n a est h et i c a p p e ar a n c e fr om b as eli n e will als o b e 
s u m m ari z e d usi n g c o u nt a n d p er c e nt a g e b y tr e at m e nt ar m a n d st u d y  vi sit/ da y  ( D a y 2 2, 4 3, a n d 
7 1) f or e a c h tr e at m e nt ar e a a n d wit h m e a n a n d S D .

A listi n g of Li k ert S c al e s c or es will b e pr o vi d e d.

7. 7. 2.  C h a n g e i n Di m pl e A n al ysis P a r a m et e rs usi n g 3 -D P h ot o g r a p hi c I m a g e

T h e o bs er v e d a n d c h a n g e fr o m D a y  1 pr e- mar ki n g i m a g e i n di m pl e a n al ysis p ar a m et ers , m a x 
l e n gt h, ma x wi dt h, s urf a c e ar e a , a n d v o l um e b et w e e n t h e di m pl e b as e a n d i nt er p ol at e d s urf a c e ,
will b e s u m m ari z e d at D a y  2 2, 43, a n d 7 1/ E T b y tr e at m e nt ar e a a n d tr e at m e nt ar m usi n g 
d es cri pt i v e st atisti cs. 

I n a d diti on, t h e v ol u m e a n d d e pt h d at a will b e a n al y z e d usi n g t h e li n e ar mi x e d eff e ct m o d el 
d es cri b e d i n S e cti o n 7. 7. 1. 1.

A listi n g of di m pl e a n al ysis p ar a m et ers will b e pr o vi d e d.

7. 7. 3.  C h a n g e f r o m B as eli n e i n Di m pl e D e pt h D e p r essi o n b y H e xs el C S S ( B)

T h e c h a n g e fr o m b as eli n e i n t h e H e xs el C S S ( B) d e pr essi o n d e pt h s c al e f or e a c h tr e at m e nt ar e a
at D a y s 2 2, 4 3 , a n d 7 1 will b e a n al y z e d a n d s u m m ari z e d as d es cri b e d i n S e ct i on 7. 7. 1. 1 .

I n a d diti on, a s hift t a bl e of H e xs el  C S S ( B) d e pr essio n d e pt h e v al u at i on at b as eli n e a n d p ost 
b as eli n e st u d y  visit/ d a y will b e pr es e nt e d usi n g c o u nts a n d p er c e nt a g es.

A listi n g of H e xs el C S S ( B) v al u es will b e pr o vi d e d.

7. 8.  S af et y A n al ys es

S af et y d at a will b e s u m m ari z e d b y tr e at m e nt ar m a n d b y tr e at m e nt r e gi o n ( i e, B utt o c k s, T hi g h s, 
a n d O v er all ) usi n g t he S af et y P o p u l ati on.
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7. 8. 1.  St u d y D r u g E x p os u r e

T h e n u m b er of i nj e ct i ons of st u d y  dr u g gi v e n o n D a ys 1 , 2 2, a n d 4 3, will b e s u m m ari z e d p er 
tr e at me nt ar e a a n d b y  tr e at me nt ar m  usi n g c o u nts a n d p er c e nt a g es as:

 S u bj e cts w h o r e c ei v e d 1 2 i nj e cti ons p er tr e at me nt ar e a

 S u bj e cts w h o r e c ei v e d l ess t h a n 1 2 i nj e cti ons p er tr e at me nt ar e a al o n g wit h r e as o n

T h e f ol l owi n g will b e s u m m ar i z e d at e a c h tr e at m e nt visit b y tr e at me nt ar e a a n d tr e at m e nt ar m  
usi n g d es cri pt i v e st atisti cs:

 N u m b er of i nj e cti o ns gi v e n

 N u m b er of di m pl es tr e at e d

 A v er a g e n u m b er of i nj e ct i ons p er di m pl e

 D ur a tio n of  e x p os ur e (r ef er t o T a bl e 1 2 f or c o mp ut ati o n of  e x p os ur e d ur atio n)

T h e n u m b er of s u bj e cts tr e at e d at e a c h tr e at m e nt visit will b e s u m m ari z e d usi n g fr e q u e n c y c o u nt 
a n d p er c e nt a g e b y  tr e at me nt ar e a a n d tr e at m e nt ar m.

A s u bj e ct list i n g of o v er all e x p os ur e, a n d i nj e cti on st at us will b e pr o vi d e d al o n g wi t h t h e r e as o ns 
f or r e c ei vi n g l ess t h a n 1 2 i nj e cti ons p er tr e at m e nt  ar e a.

7. 8. 2.  A d v e rs e E v e nts

All A E s u m m ar y  t a bl es will in cl u d e o nl y  T E A Es, u nl ess ot h er wis e s p e cifi e d. 

A E s will b e s u m m ari z e d b y S O C a n d P T. A s u bj e ct will o nl y  be c o u nt e d o n c e p er S O C a n d P T.

F or A Es b y  s e v erit y gr a d e ( mil d, mo d er at e, s e v er e), if a s u bj e ct h a s m ul tipl e e v e nts o c c urri n g i n 
t he s a m e S O C or s a m e P T, t h e n t h e e v e n t wit h t h e m a xi m u m i nt e nsity (ie, s e v er e) will b e 
c o u nt e d. 

F or A Es b y  r el atio ns hi p t o st u d y  dr u g, if a s u bj e ct h as m ulti pl e e v e nts o c c urri n g i n t h e s a m e 
S O C or s a m e P T, t h e e v e nt wit h t h e hi g h est ass o ci ati o n ( i e, r elat e d) t o st u d y  dr u g will b e 
s u m m ari z e d. 

A E s will b e pr es e nt e d i n d e cr e asi n g or d er of t h e i n ci d e n c es at S O C l e v el a n d wit hi n e a c h S O C, 
i n d e cr e asi n g or d er of t h e i n ci d e n c es at t h e P T l e v el.

A n o v er all s u m m ar y o f A E a n d A E r el at e d t o st u d y  dr u g will b e pr es e nt e d a n d will i n cl u d e: 

 T ot al  n u m b er of T E A Es r e p ort e d

 T ot al  n u m b er of T E A Es r e p ort e d b y s e v erit y

 T ot al  n u m b er of A Es of s p e ci al i nt er est

 S u bj e cts wit h a n y T E A E 

 S u bj e cts wit h a n y s p e ci al i nt er est A E

 S u bj e cts wit h a n y s eri o us T E A E 

 S u bj e cts wit h a n y s e v er e T E A E 
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 S u bj e cts wit h n o s e v er e T E A Es, b ut at l e ast o n e m o d er at e T E A E

 S u bj e cts wit h n o s e v er e T E A Es, b ut at l e ast o n e mil d T E A E

 S u bj e cts wit h a n y T E A Es l e a di n g t o dr u g i nt err u pti o n/ wit h dr a w n 

 S u bj e cts wi t h a n y T E A Es l e a di n g t o st u d y dis c o nti n u ati on 

 S u bj e cts wit h a n y T E A Es r es ult i n g i n d e at h 

T h e f o ll owi n g s u m m ar y t a bl es will b e pr es e nt e d b y  S O C a n d P T: 

 All T E A Es 

 T E A Es b y  se v eri t y

 T E A Es b y  r el atio ns hi p t o st u d y  dr u g

 All n o n- st u d y dr u g r elat e d T E A Es

 All st u d y dr u g r elat e d T E A Es

 St u d y  dr u g r elat e d T E A Es b y  s e v erit y

 S eri o us T E A Es

 S eri o us st u d y  dr u g r elat e d T E A Es

 D ur ati o n of  st u d y dr u g r elat e d T E A Es ( < 1 4 d a ys, 1 4 – 2 1 d a y s a n d > 2 1 d a ys)

 T E A Es l e a di n g t o dr u g i nt err u pti o n/ wit h dr a w n

 St u d y  dr u g r elat e d T E A E s l e a di n g t o dr u g i nt err u pti o n/ wit h dr a w n

 T E A Es l e a di n g t o st u d y  dis c o nti n u ati on

 St u d y  dr u g r elat e d T E A E l e a di n g t o st u d y  dis c o nti n u ati on

 T E A Es r es ult i n g i n d e at h

 St u d y  dr u g r elat e d T E A Es r es ul ti n g i n d e at h

 A Es of sp e ci al  int er est

S eri o us a n d m ost c o m m o n  n on- s erio us T E A E b y  or d er of fr e q u e n c y ( M o st fr e q u e nt, 2 n d m o st 
fr e q u e nt, a n d 3 r d m o st fr e q u e nt) will b e s u m m ari z e d b y P T. M ost c o m mo n  n o n-s erio us A Es ar e 
a n y pr ef err e d t er m t h at at l e ast 5 % of t h e s u bj e cts r e p ort e d at l e ast o n c e.

T h e f o ll owi n g listi n gs will b e pr es e nt e d b y  s u bj e ct : 

 All A Es

 S eri o us A Es 

 A Es r es ult i n g i n dr u g i nt err u pti o n/ wit h dr a w n

 A Es r es ult i n g i n st u d y dis c o nti n u ati on

 A Es r es ult i n g i n d e at hs 

 A Es of s p e ci al i nt er est
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7. 9.  Ot h e r S af et y P a r a m et e rs

7. 9. 1.  I m m u n o g e ni cit y

T h e i m m u n o g e ni cit y a n al ysis o f bi n di n g a n d n e utr ali zi n g a nt i-A U X -I a n d a nti-A U X -II
a nt i b o di es will s u m m ari z e t h e n u m b er of s u bj e cts wit h a n i m m u n o g e ni city s a m pl e, t h e 
p er c e nt a g es of s u bj e cts wit h a p o siti v e s a m pl e, a n d t h e a v er a g e titer l e v el of t h e p osi ti v e s a m pl es 
at D a y  1 a n d E O S al o n g wi t h s u m m ar y st atisti cs if a nti b o d y ass a ys ar e c on d u ct e d . T h e tit er 
l e v els will b e l o g arit h mi c all y tr a nsf or m e d pri or t o b ei n g s u m m ari z e d.

T h e n u m b er a n d p er c e nt a g e of ass a y e d s er u m s a m pl es t h at will d et e ct t h e pr es e n c e or a bs e n c e of
n e utr ali zi n g a nt i b o di es ( p ositi v e/ n e g ati v e) t o A U X-I a n d A U X-II will b e s u m m ari z e d b y 
a nt i dr u g a nt i b o d y q u artil es usi n g fr e q u e n c y  c o u nt a n d p er c e nt a g e at D a y  1 a n d E O S .

A listi n g of i m m u n o g e ni city r e s ults b y s u bj e ct will b e pr o vi d e d.

8.  C H A N G E F R O M P R O T O C O L

T his S A P is pr e p ar e d b as e d o n t h e ori gi n al  st u d y pr ot o c ol d at e d J u ne 2 7, 2 0 1 8 a n d t he a m e n d e d 
pr ot o c ol  d at e d A u g ust 2 9, 2 0 1 8 . Th er e ar e n o pl a n n e d c h a n g es eit h er 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 ysis at t h e ti m e of pr e p ari n g t his S A P. 

T a bl e 1 3 lists a n y si g nifi c a nt c h a n g es i n t h e S A P fr o m w h at is pr o p os e d i n t he pr ot o c ol .

T a bl e 1 3:  C h a n g es f r o m P r ot o c ol

T e xt i n P r ot o c ol C h a n g e i n S A P J ustifi c ati o n

a li n e ar mi x e d m o d el will b e
utili z e d t o fit c h a n g e fr o m b as eli n e 
of e a c h e n d p oi nt wit h tr e at m e nt 
ar m, c ell ulit e di m pl es, a n d st u d y 
visit as fi x e d eff e cts, s u bj e ct as 
r a n d o m eff e ct, a n d ass ess m e nts 
a cr oss st u d y visits as r e p e at e d 
m e as ur e. T h e fi x e d eff e ct esti m at es 
a n d t h e c orr es p o n di n g 9 5 % 
c o nfi d e n c e i nt er v als will b e 
pr es e nt e d f or e a c h e n d p oi nt.

T h e Li k ert S c al e s c or e of 
i m pr o v e m e nt i n a est h eti c 
a p p e ar a n c e fr o m b as eli n e will b e 
a n al y z e d usi n g a li n e ar mi x e d m o d el 
wit h tr e at m e nt ar m, st u d y visit, 
i nt er a cti o n of tr e at m e nt ar m a n d 
st u d y visit as fi x e d eff e cts. T h e 
fi x e d eff e ct esti m at es a n d 9 5 % CIs 
f or i nt er a cti o n eff e ct of tr e at m ent 
ar m a n d st u d y visit will b e 
pr es e nt e d. T his m o d el will b e fitt e d 
usi n g t h e r es p o ns e f or e a c h 
tr e at m e nt ar e a (i e, l eft b utt o c k, ri g ht 
b utt o c k, l eft t hi g h, a n d ri g ht t hi g h) 
a n d f or t h e a v er a g e of l eft a n d ri g ht 
of tr e at m e nt ar e a ( i e, a v er a g e of l eft 
b utt o c k a n d ri g ht b utt o c k; a v er a g e 
of l eft t hi g h a n d ri g ht t hi g h). 

Cl arif y  t h e s a m e m o d el will fit t o 
t h e r es p o ns e f or e a c h tr e at m e nt ar e a. 

R e m o v e t h e c o v ari at e of c ell ulit e 
di m pl es fr o m t h e m o d el as t h e
n u m b er of di m pl es tr e at e d is n ot 
pl a y  a n r ol e 
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9.  R E VI SI O N HI S T O R Y

N o n -e di t orial c h a n g es m a d e t o a n y  of t h e mo d ul e s of  t his S A P ar e r e c or d e d i n T a bl e 1 4.

T a bl e 1 4:  R e visi o n Hist o r y

V e rsi o n  D at e R e visi o n A ut h o r C o m m e nts

1. 0  2 3 -O ct - 2 0 1 8  E n d o P h ar m a c e uti c als I n c.  P u blis h e d v ersi o n

2. 0  1 1 -F e b - 2 0 1 9 U p d at e d f o r i m a g e a n al ysis

1 0.  R E F E R E N C E S

1. Cl i ni c al St u d y Pr ot o c ol: A P h as e 2 a, O p e n -L a b el  St u d y E v al u ati n g t h e S af ety a n d 
Diff er e nt I nj e cti o ns T e c h ni q u es of C C H f or t h e Tr e at m e nt of E d e m at o us Fi br os cl er oti c 
P a n ni c ul o p at h y, A m e n d m e nt 1: 2 9 A u g ust 2 0 1 8 .

2. H e xs el D M, D al ’F or n o T, H e xs el C L. A v ali d at e d p h ot o n u m eri c c ell ulit e s e v erit y s c al e. 
J E ur A c a d D er m at ol V e n er e ol . 2 0 0 9; 2 3 ( 5): 5 2 3- 8.

3. N ür n b er g er F, M üll er G. S o - call e d c ell ulit e: a n i n v e nt e d dis e as e. J D er m at ol S ur g O n c ol . 
1 9 7 8; 4( 3): 2 2 1 - 2 2 9.

1 1.  T A B L E S, L I S T I N G S, A N D G R A P H S H E L L S

T h e l a y o ut s of  t h e s u m m ar y t a bl es, s u bj e ct listi n gs, a n d gr a p hs ar e pr es e nt e d i n S A P M o d ul e 2.

T h es e l a y o uts i n c or p or at e all t h e a p pr o pri at e t a ble ti tles, t a bl e n u m b ers, a n d f o ot n ot es.




