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1. 0 I N T R O D U C TI O N

T h e p ur p o s e of t hi s d o c u m e nt i s t o d et ail t h e pl a n n e d st ati sti c al a n al y si s a n d d at a
pr e s e nt ati o n s t h at will b e p erf or m e d t o s u p p ort t h e Cli ni c al St u d y R e p ort ( C S R) f or G a g e ,
L L C st u d y pr ot o c ol G D C -2 2 9 -0 0 2 . T h e a n al y s e s d et ail e d h er ei n ar e b a s e d o n t h e st u d y
pr ot o c ol ( V er si o n 0 1. 0 0, d at e d 2 3 J A N 2 0 1 7) a n d el e ctr o ni c c a s e r e p ort f or m s ( e C R F s,
d at e d 1 6 F E B 2 0 1 7) . A n y p o st -h o c or u n pl a n n e d a n al y s e s n ot i d e ntifi e d i n t hi s S A P will
b e cl e arl y i d e ntifi e d i n t h e C S R.

2. 0 P R O T O C O L S U M M A R Y

2. 1 B a c k gr o u n d

B a ct eri al v a gi n o si s ( B V) i s a c o m m o n b a ct eri al i nf e cti o n i n w o m e n. B V i s t y pi c all y
di a g n o s e d u si n g A m s el’ s crit eri a ( A m s el 1 9 8 3) . T h e f o ur A m s el’ s crit eri a u s e d t o
d et er mi n e a cli ni c al di a g n o si s of B V ar e a s f oll o w s: ( 1) v a gi n al p H > 4. 5; ( 2) p o siti v e “ w hiff”
t e st (“fi s h y” o d or); ( 3) h o m o g e n o u s, n o n -vi s c o u s, off -w hit e ( mil k y or gr a y) di s c h ar g e ; ( 4)
t h e pr e s e n c e of ≥ 2 0 % cl u e c ell s.

O r al a n d t o pi c al a nti bi oti c s ar e u s e d t o tr e at B V. M etr o ni d a z ol e w a s a p pr o v e d f or u s e i n
t h e Unit e d S t at e s i n 1 9 6 3 a n d i s c urr e ntl y a fir st-li n e tr e at m e nt f or B V ( Fl a g yl
( m etr o ni d a z ol e) N D A 0 1 2 6 2 3, A p pr o v al D at e 1 8 J U L 1 9 6 3 ). G a g e D e v el o p m e nt C o m p a n y
i s d e v el o pi n g a dr u g pr o d u ct c a n di d at e t h at i s d e si g n e d t o b e t h er a p e uti c all y e q ui v al e nt
t o t h e m ar k et e d dr u g m etr o ni d a z ol e 0. 7 5 % v a gin al g el f or t h e tr e at m e nt of B V.

2. 2 O bj e cti v e s

T h e pri m ar y o bj e cti v e of t hi s st u d y i s t o a s s e s s t h e t h er a p e uti c e q ui v al e n c e of a n
e x p eri m e nt al f or m ul ati o n of a m etr o ni d a z ol e 0. 7 5 % v a gi n al g el ( G D C -2 2 9; t e st pr o d u ct)
v er s u s m etr o ni d a z ol e 0. 7 5 % v a gi n al g el ( O c e a n si d e P h ar m a c e u ti c al s) i n s u bj e ct s wit h
B V. A v e hi cl e ( pl a c e b o) ar m i s i n cl u d e d f or a s s a y s e n siti vit y p ur p o s e .

T h e s e c o n d ar y o bj e cti v e of t hi s st u d y i s t o e v al u at e t h e s af et y a n d t ol er a bilit y of G D C -
2 2 9 v er s u s m etr o ni d a z ol e 0. 7 5 % v a gi n al g el ( O c e a n si d e P h ar m a c e uti c al s) a n d v e hi cl e
( pl a c e b o) v a gi n al g el i n s u bj e ct s wit h B V.

2. 3 Tri al D e si g n

T hi s i s a m ulti c e nt er ( wit h a p pr o xi m at el y 4 0 st u d y sit e s), r a n d o mi z e d, d o u bl e-bli n d (f or
b ot h s u bj e ct s a n d i n v e sti g at or s) , v e hi cl e-c o ntr oll e d bi o e q ui v al e n c e st u d y wit h a cli ni c al
e n d p oi nt . F oll o wi n g c o m pl eti o n of t h e s cr e e ni n g pr o c e d ur e s, eli gi bl e s u bj e ct s will b e
r a n d o mi z e d i n a bli n d e d m a n n er a n d i n a 1: 1: 1 r ati o t o o n e of t hr e e tr e at m e nt ar m s :

 G D C -2 2 9, t h e t e st pr o d u ct
 R ef er e n c e pr o d u ct ( m etr o ni d a z ol e 0. 7 5 % v a gi n al g el b y O c e a n si d e

P h ar m a c e uti c al s)
 V e hi cl e ( p l a c e b o) v a gi n al g el .

T h er e ar e t hr e e pl a n n e d st u d y vi sit s a s f oll o w s:

1. St u d y e ntr y Vi sit ( D a y 1, s cr e e ni n g a n d r a n d o mi z ati o n);
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2. P o st -Tr e at m e nt A s s e s s m e nt ( St u d y d a y s 8 -1 5, i. e., 7 t o 1 4 d a y s aft er
r a n d o mi z ati o n), a n d

3. T e st of C ur e ( St u d y d a y s 2 2 -3 1, i. e., 2 1 t o 3 0 d a y s aft er r a n d o mi z ati o n).

T h o u g h e arl y t er mi n ati o n c a n o c c ur a n yti m e aft er e nr oll m e nt, th e st u d y g e n er all y i s u p t o
3 1 d a y s i n d ur ati o n f or e a c h s u bj e ct. T h e st u d y tr e at m e nt i s t o b e a d mi ni st er e d
i ntr a v a gi n all y o n c e da il y at b e dti m e d uri n g St u d y D a y s 1 t o 5 .

All pr o c e d ur e s a n d a s s e s s m e nt s a s s o ci at e d wit h e a c h st u d y vi sit ar e s h o w n i n t h e
A p p e n di x 5. 1  of t hi s S A P. I n cl u di n g a r e cr uit m e nt p eri o d of a b o ut s e v e n m o nt h s, t h e st u d y
d ur ati o n i s e x p e ct e d t o b e a p pr o xi m at el y ei g ht m o nt h s .

2. 4 St u d y E n d p oi nt s

2. 4. 1 P ri m a r y E n d p oi nt

T h e pri m ar y st u d y e n d p oi nt i s “ Cli ni c al C ur e”, d efi n e d as t h e r e s ol uti o n at t h e T e st of C ur e
vi sit of t h e f oll o wi n g t hr e e a b n or m al B V si g n s i n cl u d e d i n A m s el’ s crit eri a:

 R et ur n t o n or m al p h y si ol o gi c al v a gi n al di s c h ar g e a s d et er mi n e d b y t h e i n v e sti g at or
 N e g ati v e w hiff t e st
 T h e pr e s e n c e of cl u e c ell s at < 2 0 % of t h e t ot al e pit h eli al c ell s o n mi cr o s c o pi c

e x a mi n ati o n of t h e s ali n e w et m o u nt .

2. 4. 2 S e c o n d a r y E n d p oi nt s

T h e s e c o n d ar y effi c a c y e n d p oi nt s ar e t h e “B a ct eri ol o gi c al C ur e ” a n d t h e “T h er a p e uti c
C ur e ” at t h e T e st of C ur e vi sit ( Vi sit 3). Ba ct eri ol o gi c al C ur e i s d efi n e d a s N u g e nt’ s s c or e
< 4 ( vi a Gr a m st ai n c e ntr al l a b or at or y a n al y si s). A N u g e nt ’ s s c or e ≥ 4 i s c o n si d er e d
a b n or m al a n d r e pr e s e nt s a n i m b al a n c e i n v a gi n al fl or a t h at p er mit s B V t o m a nif e st
( N u g e nt 1 9 9 1). S u bj e ct s w h o ar e r e s p o n d er s ar e e x p e ct e d t o a c hi e v e a n or m al N u g e nt ’ s
s c or e (i. e., 0 t o 3) f oll o wi n g t h e st u d y tr e at m e nt.

T h er a p e uti c C ur e i s d efi n e d a s h a vi n g a c hi e v e d C li ni c al C ur e , v a gi n al p H of < 4. 7 , a n d
B a ct eri ol o gi c al C ur e (N u g e nt ’ s s c or e < 4 ) at Vi sit 3.

2. 5 S a m pl e Si z e C o n si d er ati o n

A s s u mi n g t h e t e st a n d r ef er e n c e pr o d u ct s’ C li ni c al C ur e r at e s ar e wit hi n 4 % of e a c h ot h er,
t h e pl a c e b o cli ni c al c ur e r at e i s 2 0 %, t h e t e st a n d r ef er e n ce cli ni c al c ur e r at e s ar e at l e a st
3 6 . 0% a n d 1 2. 4 % of r a n d o mi z e d s u bj e ct s d o n ot q u alif y f or t h e m o difi e d I nt e nt -t o-Tr e at
( mI T T) p o p ul ati o n ( d efi n e d i n S e cti o n 3. 4  of t hi s S A P), t h e n 6 0 3 s u bj e ct s will b e r e q uir e d
t o a c hi e v e at l e a st 9 0 % p o w er f or s u p eri orit y a n d t h er a p e uti c e q ui v al e n c e ( S c h w e b k e
2 0 1 5; C h a v o u sti e 2 0 1 5). H o w e v er, t h e pr e vi o u s st u di e s t h at w er e u s e d t o e sti m at e eff e ct
si z e h a d si g nifi c a nt diff er e n c e s i n st u d y d e si g n a n d d efi niti o n of pri m ar y e n d p oi nt. T a ki n g
t h e s e diff er e n c e s i nt o c o n si d er ati on, a p pr o xi m at el y 7 3 8 s u bj e ct s w er e pl a n n e d t o b e
r a n d o mi z e d. T h e a s s u m pti o n of a 3 6 % t e st a n d r ef er e n c e cli ni c al c ur e r at e w a s d eri v e d
aft er r e vi e w of t h e F D A’ s St ati sti c al R e vi e w of M etr o ni d a z ol e v a gi n al g el 1. 3 % ( C e nt er f or
Dr u g E v al u ati o n a n d R e s e ar c h 2 0 1 4) .
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3. 0 S T A TI S TI C A L M E T H O D S

3. 1 St ati sti c al H a n dli n g P oli c y

3. 1. 1 I nt e ri m S af et y R e vi e w

N o f or m al i nt eri m a n al y si s will b e c o n d u ct e d .  A bli n d e d M e di c al M o nit or will p eri o di c all y
p erf or m a bli n d e d r e vi e w of  a d v er s e e v e nt d at a.

3. 1. 2 A n al y si s C o n v e nti o n s

T hi s s e cti o n d et ail s g e n er al a p pr o a c h e s t o b e u s e d f or t h e st ati sti c al a n al y s e s.
D e p art ur e s fr o m t h e s e g e n er al a p pr o a c h e s m a y b e o utli n e d i n t h e s p e cifi c d et ail e d
s e cti o n s of t hi s st ati sti c al a n al y si s pl a n , a n d will t a k e pr e c e d e n c e o v er t h e g e n er al
a p pr o a c h e s. T h e f oll o wi n g a p pr o a c h e s will b e a p pli e d t o all d at a pr e s e nt ati o n s a n d
a n al y s e s.

 D at a li sti n g s will b e pr o vi d e d f or all C R F d at a wit h o n e li sti n g f or o n e C R F p a n el. All
d at a li sti n g s will b e s ort e d f or pr e s e nt ati o n i n t h e or d er of sit e i d e ntifi er (I D), s u bj e ct
I D, a n d d at e of pr o c e d ur e or e v e nt.

 St ati sti c al s u m m ar y t a bl e s will b e pr o vi d e d f or m o st C R F d at a , a n d g e n er at e d f or e a c h
of t h e 3 tr e at m e nt gr o u p s , a n d f or o v er all s u bj e ct s (i. e., 3 gr o u p s c o m bi n e d) w h e n
a p pr o pri at e .

 S u m m ar y st ati sti c s will c o n si st of t h e n u m b er a n d p er c e nt a g e of r e s p o n s e s i n e a c h
c at e g or y f or di s cr et e ( c at e g ori c al) v ari a bl e s, a n d t h e n u m b er of n o n -mi s si n g
o b s er v ati o n s ( n), m e a n, m e di a n, st a n d ar d d e vi ati o n ( S D), mi ni m u m, a n d m a xi m u m
(a b br e vi at e d a s “6 -n u m b er st ati sti c s ”) f or c o nti n u o u s v ari a bl e s.

 All m e a n v al u e s will b e f or m att e d t o o n e m or e d e ci m al pl a c e s t h a n t h e m e a s ur e d
v al u e, a n d s t a n d ar d d e vi ati o n v al u e s will b e f or m att e d t o t w o m or e d e ci m al pl a c e s
t h a n t h e m e a s ur e d v al u e. F or m e di a n v al u e s, t h e s a m e d e ci m al pl a c e a s t h e
m e a s ur e d v al u e s will b e r e p ort e d, if t h at is f e a sibl e wit h o ut l o s i n g a c c ur a c y; ot h er wi s e,
m e di a n v al u e s will b e f or m att e d t o o n e m or e d e ci m al pl a c e t h a n t h e m e a s ur e d v al u e s .

 All p er c e nt a g e s will b e r o u n d e d t o o n e d e ci m al pl a c e. T h e n u m b er a n d p er c e nt a g e
of c at e g ori c al r e s p o n s e s will b e pr e s e nt e d i n t h e f or m X X ( X X. X), w h er e t h e
p er c e nt a g e i s i n t h e p ar e nt h e s e s. T h e d e n o mi n at or f or p er c e nt a g e c al c ul ati o n s will
b e t h e n u m b er of n o n -mi s si n g o b s er v ati o n s ( n) w h e n t hi s n u m b er i s s h o w n, or will b e
t h e t ot al s a m pl e si z e of t h e r el e v a nt tr e at m e nt gr o u p f or t a bl e s li k e a d v er s e e v e nt s,
m e di c al hi st ori e s, or ot h er t a bl e s w h er e t hi s n u m b er of n o n -mi s si n g o b s er v ati o n s ( n)
i s n ot pr e s e nt e d.

 All st ati sti c al t e st s will u s e a si g nifi c a n c e l e v el o f  = 0. 0 5 .  T w o-t ail e d t e st s will b e
p erf or m e d f or all a n al y s e s t h at u s e st ati sti c al t e sti n g.

 All p -v al u e s will b e r o u n d e d t o 3 d e ci m al pl a c e s.  All p -v al u e s t h at r o u n d t o 0. 0 0 0 will
b e pr e s e nt e d a s ‘ < 0. 0 0 1’ , a n d p -v al u e s t h at r o u n d t o 1. 0 0 0 will b e pr e s e nt e d a s
‘ > 0. 9 9 9’.  A n y p-v al u e  0. 0 5 will b e c o n si d er e d st ati sti c all y si g nifi c a nt a n d will b e
m ar k e d wit h o n e a st eri s k ( e. g., 0. 0 2 5 *) .
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 All a n al y si s a n d s u m m ar y t a bl e s will h a v e t h e p o p ul ati o n s a m pl e si z e i n t h e c ol u m n
h e a di n g.

 B a s eli n e i s d efi n e d a s t h e l a st d at a p oi nt o n or b ef or e t h e d a y of r a n d o mi z ati o n.

 C al c ul ati n g c h a n g e fr o m b a s eli n e t o a vi sit will b e d o n e a s f oll o w s: C h a n g e fr o m
B a s eli n e = O b s er v e d v al u e at t h e v i sit – B a s eli n e v al u e .

 S u bj e ct s w h o h a v e o nl y b a s eli n e ( wit h o ut a n y p o st -b a s eli n e m e a s ur e m e nt s) f or a
p ar a m et er at a vi sit , or o nl y h a v e p o st-b a s eli n e v al u e f or a p ar a m et er at a vi sit, will b e
e x cl u d e d fr o m t h e s u m m ar y of c h a n g e fr o m b a s eli n e b y vi sit f or t h at p ar a m et er .

 V er si o n 9. 4 of S A S  or hi g h er will b e t h e st ati sti c al s oft w ar e p a c k a g e u s e d t o pr o d u c e
all st ati sti c al a n al y si s t a bl e s a n d d at a li sti n g s.

3. 2 S u bj e ct Di s p o siti o n

S u bj e ct di s p o siti o n will b e s u m m ari z e d a s f oll o w s: f or t h e All S cr e e n e d p o p ul ati o n wit h
t h e f oll o wi n g d at a:

 N u m b er of i nf or m c o n s e nt e d s u bj e ct s i n e a c h of t h e f oll o wi n g 4 gr o u p s:
 S cr e e n f ail ur e s
 Pl a c e b o
 G D C -2 2 9
 M etr o ni d a z ol e

 S u m m ar y of s cr e e n f ail ur es b y t h e r e a s o n f or i n eli gi bilit y f or s cr e e n f ail e d s u bj e ct s

 T h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d s u bj e ct s w h o c o m pl et e d or di s c o nti n u e d
pr e m at ur el y fr o m t h e st u d y, t h e n u m b er a n d p er c e nt a g e of s u bj e ct s w h o di s c o nti n u e d
b y e a c h r e a s o n f or all s u bj e ct s.

 A li sti n g of r a n d o mi z e d s u bj e ct s w h o di s c o nti n u e d pr e m at ur el y fr o m t h e st u d y . T h e
li sti n g will i n cl u d e i nf or m ati o n a b o ut st u d y sit e I D n u m b er , s u bj e ct I D n u m b er, a g e ,
n u m b er of d o s e s u s e d, a n d r e a s o n f or di s c o nti n u ati o n.

 T h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d s u bj e ct s at e a c h st u d y vi sit.

 T h e n u m b er of r a n d o mi z e d s u bj e ct s w h o w er e e nr oll e d , c o m pl et e d or di s c o nti n u e d
pr e m at ur el y at e a c h st u d y sit e .

T h e Di s p o siti o n p a g e of t h e C R F will b e u s e d t o d et er mi n e t h o s e s u bj e ct s t h at
di s c o nti n u e d pr e m at ur el y fr o m t h e st u d y.

3. 3 P r ot o c ol D e vi ati o n s

Pr ot o c ol d e vi ati o n s will b e s u m m ari z e d b y t y p e of d e vi ati o n s li st e d o n t h e C R F . B ot h t h e
n u m b er of d e vi ati o n e v e nt s a n d di sti n ct n u m b er a n d p er c e nt a g e of s u bj e ct s will b e
pr e s e nt e d f or e a c h t y p e of d e vi ati o n b y tr e at m e nt gr o u p a n d f or all Int e nt -t o-T r e at
s u bj e ct s .

3. 4 A n al y si s P o p ul ati o n s

All S cr e e n e d P o p ul ati o n : all s u bj e ct s w h o si g n e d C o n s e nt F or m a n d s cr e e n e d at t h e
st u d y sit e s.
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Intent-to-Treat (ITT) Population: All randomized subjects.
Safety Population: All randomized subjects who received at least 1 dose of study drug.
If the drug accountability is unknown (e.g., due to being lost to follow-up after being
randomized) then subjects will be assumed to have taken study drug and included in the
safety population. Subjects reporting 0 doses will be excluded.
Modified Intent-to-Treat (mITT) Population: a subset of the Safety Population who also
met all 4 Amsel’s criteria at baseline, but excluding those who subsequently demonstrate
a positive or indeterminate test result for other concomitant vaginal or cervical infections
at baseline (e.g. C. trachomatis, N. gonorrhoeae) which may interfere with the efficacy
assessment for BV, or who have a baseline Nugent’s score < 4. If baseline STI value is
missing, use the Post-Treatment Assessment Visit infection test result. Subjects without
a Nugent’s score at baseline will be excluded from the mITT population.
Per Protocol (PP) Population: All mITT subjects except for those who had at least one of
the protocol deviations listed below. If lack of efficacy (LOE) is the discontinuation reason
and the subject took at least 3 doses, then the subject will be included in PP as a treatment
failure and then the 6 protocol deviations below will not exclude those subjects:

1. Used topical or systemic antimicrobial drugs after randomization, this includes the
following drug classes: antimycotics, antibacterials, antiprotozoals, gynecological
anti-infectives, antiseptics and antifungals.

2. Used non-study vaginal products during the study
3. Did not start treatment within 2 days of randomization
4. Took less than 5 doses of study drug
5. Test of cure visit (V3) was not in the Study Day 22 – 31 window, i.e., Visit 3 was

not 21 – 30 days after randomization
6. Test of cure visit (V3) not done

Other important violations that represent material non-compliance with study drug or
protocol that would impact the primary and secondary efficacy endpoints will be reviewed
prior to database lock (i.e., before unblinding). These will be documented in the
Evaluability Memo which will be included in the clinical study report.
Subjects in the mITT population who discontinue early from the study, and do not have
an assessment of Clinical Cure or Bacteriological Cure will be included in the mITT
population as treatment failures. These subjects without actual outcomes, but are
classified as treatment failures will not be included in the PP analysis population.
3.5 Demographics and Pre-Treatment Characteristics
Subject demographics and pre-treatment characteristics will be summarized for the ITT
analysis population, and some of these summaries may also be done for other
populations when deemed important.
3.5.1 Demographics
A summary of demographics and subject characteristics will be created for the ITT,
Safety, mITT, and PP populations, and include age, race, ethnicity, height, weight, and
body mass index (BMI) at the study entry visit with:



G a g e D e v el o p m e nt                                           C O N FI D E N TI A L                                           G D C -2 2 9 -0 0 2

St ati sti c al A n al y si s Pl a n, v 3. 0 – P a g e 1 0

 6 -n u m b er st ati sti c s ( n u m b er of n o n -mi s si n g o b s er v ati o n s, m e a n, m e di a n, S D,
mi ni m u m, a n d m a xi m u m) f or a g e, h ei g ht, b a s eli n e w ei g ht, b a s eli n e B MI (t o b e
c al c ul at e d, s e e f or m ul a i n S e cti o n 3. 8. 4 ) b y tr e at m e nt gr o u p a n d f or all s u bj e ct s.

 A g e will b e c al c ul at e d ( wit h t h e I N T C K f u n cti o n i n S A S ® ) u si n g t h e st u d y e ntr y vi sit
d at e a n d t h e d at e of birt h. S u bj e ct a g e ( y e ar s) will al s o b e c at e g ori z e d a s 1 8 -2 0, 2 1 -
3 0, 3 1 -4 0, 4 1 -5 0, 5 1 + , a n d t h e n s u m m ari z e d c at e g ori c all y al o n g wit h r a c e, et h ni cit y.

 B MI at t h e st u d y e ntr y vi sit will al s o b e c at e g ori z e d a s: U n d er w ei g ht (< 1 8. 5 ), N or m al
(1 8. 5 – 2 4. 9 ), O v er w ei g ht (2 5. 0 – 2 9. 9 ), a n d O b e s e (≥ 3 0. 0). T h e n u m b er a n d
p er c e nt a g e of s u bj e ct s i n e a c h of t h e s e c at e g ori e s will b e pr e s e nt e d b y tr e at m e nt
gr o u p a n d f or all s u bj e ct s .

3. 5. 2 M e di c al Hi st or y

M e di c al hi st or y d at a will b e c o d e d b y u si n g t h e M e di c al Di cti o n ar y f or R e g ul at or y A cti viti e s
(M e d D R A ) V er si o n 2 0 .0 . T h e c o di n g s will b e r e vi e w e d b y q u alifi e d m e di c al p er s o n n el ,
a n d t h e n s u m m ari z e d b y s y st e m or g a n cl a s s ( S O C) a n d pr ef err e d t er m ( P T) a n d b y t h e
m e di c al hi st or y st at u s “ O n g oi n g”, or “ R e s ol v e d” b y tr e at m e nt gr o u p a n d f or all s u bj e ct s .
If a s u bj e ct r e p ort s m or e t h a n o n e S O C/ P T, t h at s u bj e ct will b e c o u nt e d o nl y o n c e t o w ar d
t h e st at u s “ O n g oi n g” f or t h e s u m m ar y of t h at S O C/ P T.

3. 5. 3 G y n e c ol o gi c al Hi st or y

G y n e c ol o gi c al hi st or y d at a will b e s u m m ari z e d f or k e y p ar a m et er s c oll e ct e d i n t h e C R F,
wit h c at e g ori c al ( q u alit ati v e ) p ar a m et ers a s :

 I s t h er e a hi st or y of B a ct eri al V a gi n o si s ?
 I s t h er e a hi st or y of S e x u all y Tr a n s mitt e d I nf e cti o n s ?

a n d c o nti n u o u s ( q u a ntit ati v e) p ar a m et er s a s :

 A p pr o xi m at e n u m b er of ti m e s ( p er m o nt h) y o u h a v e v a gi n al i nt er c o ur s e
 C urr e nt t ot al n u m b er of s e x u al p art n er s

T h e n u m b er a n d p er c e nt a g e of I T T s u bj e ct s will b e pr o vi d e d b y tr e at m e nt gr o u p a n d f or
all s u bj e ct s f or e a c h r e s p o n s e t o t h e q u e sti o n f or c at e g ori c al d at a, a n d 6 -n u m b er st ati sti c s
f or c o nti n u o u s d at a.

3. 5. 4 P r e g n a n c y Hi st or y

Pr e g n a n c y hi st or y d at a i n cl u d e s o nl y 2 p ar a m et er s:

 N u m b er of ti m es s u bj e ct h a s b e e n pr e g n a nt
 D at e l a st pr e g n a n c y e n d e d.

T h e fir st p ar a m et er will b e s u m m ari z e d b y 6 -n u m b er st ati sti c s a n d al s o c at e g ori c all y ( a s
0, 1, 2, 3, et c.) f or I T T s u bj e ct s. T h e s e c o n d o n e’ s Y e ar p art ( e. g., 1 9 9 8) will b e u s e d t o
g et “N u m b er of y e ar s si n c e t h e l a st pr e g n a n c y e n d e d ”, w hi c h i s t o b e a p pr o xi m at e d a s
2 0 1 7 – Y e ar of l a st p r e g n a n c y e n d e d. T h e n t h e “N u m b er of y e ar s si n c e t h e l a st pr e g n a n c y
e n d e d ” will b e s u m m ari z e d b y 6 -n u m b er s t ati sti c s.
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3. 5. 5 S u b st a n c e U s e

S u b st a n c e u s e i n cl u d e to b a c c o , al c o h ol, a n d illi cit dr u g s. C at e g ori c al r e s p o n s e s, e. g.,
“N e v er ”, “C urr e nt ”, or “F or m er ”, will b e s u m m ari z e d b y n u m b er a n d p er c e nt a g e of I T T
s u bj e ct s i n e a c h r e s p o n s e/c at e g or y b y tr e at m e nt gr o u p a n d f or all s u bj e ct s .

3. 5. 6 P ri or M e di c ati o n s

All m e di c ati o n s t a k e n b y t h e s u bj e ct f or o n e m o nt h pri or t o r a n d o mi z ati o n (pr e -st u d y) a n d
d uri n g t h e s t u d y will b e r e c or d e d o n t h e pri or a n d c on c o mit a nt m e di c ati o n C R F p a g e.
P ri or m e di c ati o n s ar e m e di c ati o n s t h at w er e t a k e n u p t o o n e m o nt h b ef or e r a n d o mi z ati o n,
a n d c o n c o mit a nt m e di c ati o n s ar e m e di c ati o n s t a k e n o n or aft er t h e s u bj e ct w a s
r a n d o mi z e d.

M e di c ati o n s will b e c o d e d t o t h e t h er a p e uti c dr u g cl a s s e s a n d g e n eri c dr u g n a m e s b y
u si n g t h e W orl d H e alt h Or g a ni z ati o n ( W H O) Dr u g Di cti o n ar y, M ar c h 2 0 1 6 v er si o n. T h e
c o di n g s will b e r e vi e w e d b y q u alifi e d m e di c al p er s o n n el , a n d t h e n s u m m ari z e d b y
tr e at m e nt gr o u p a n d f or all s u bj e ct s wit h th e n u m b er a n d p er c e nt a g e of I T T s u bj e ct s w h o
h a d pri or m e di c ati o n s t h at w er e c o d e d t o e a c h g e n eri c dr u g n a m e a n d t h er a p e uti c dr u g
cl a s s, a s w ell a s t h e n u m b er a n d p er c e nt a g e of s u bj e ct s w h o h a d a t l e a st o n e pri or
m e di c ati o n .  S u bj e ct s r e p orti n g m or e t h a n o n e dr u g i n e a c h dr u g cl a s s/ g e n eri c n a m e ar e
o nl y c o u nt e d o n c e t o t h at dr u g cl a s s/ g e n eri c n a m e.

Pri or m e di c ati o n s will b e al s o b e s u m m ari z e d b y t h e d e s c e n di n g or d er of fr e q u e n ci e s
(t ot al n u m b er of I T T s u bj e ct s) f or dr u g cl a s s (i. e., no g e n eri c dr u g n a m e s pr o vi d e d) .

F or t h e p ur p o s e of a s s e s si n g pri or a n d c o n c o mit a nt m e di c ati o n s, t h e f oll o wi n g r ul e s will
b e u s e d f or p arti al or mi s si n g m e di c ati o n st art a n d st o p d at e s.

D = D a y, Y = Y e a r, M = M o nt h

P a r a m et e r Mi s si n g C o m m e nt s I m p ut ati o n

St art d at e D o nl y
M a n d Y s a m e a s M a n d Y
of fir st d o s e of st u d y dr u g D at e of fir st d o s e of st u d y dr u g

M a n d/ or Y n ot s a m e a s
d at e of fir st d o s e of st u d y
dr u g Fir st d a y of m o nt h

M a n d D
Y s a m e a s Y of fir st d o s e of
st u d y dr u g D at e of fir st d o s e of st u d y dr u g

Y n ot s a m e a s Y of fir st
d o s e of st u d y dr u g U s e J a n 0 1 of Y

M, D, a n d Y
N o n e - d at e c o m pl et el y
mi s si n g

D a y pri or t o d at e of fir st d o s e of st u d y
dr u g
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St o p d at e D o nl y
M a n d Y s a m e a s M a n d Y
of l a st d o s e of st u d y dr u g D at e of l a st d o s e of st u d y dr u g

M a n d/ or Y n ot s a m e a s
d at e of l a st d o s e of st u d y
dr u g L a st d a y of m o nt h

M a n d D
Y s a m e a s Y of l a st d o s e of
st u d y dr u g D at e of l a st d o s e of st u d y dr u g

Y n ot s a m e a s Y of l a st
d o s e of st u d y dr u g U s e D e c 3 1 of Y

M, D, a n d Y
N o n e - d at e c o m pl et el y
mi s si n g a n d N O T o n g oi n g D at e of l a st d o s e of st u d y dr u g

3. 6 C o n c o mit a nt M e di c ati o n s

A s d efi n e d i n t h e a b o v e S e cti o n 3. 5. 6 , c o n c o mit a nt m e di c ati o n s ar e m e di c ati on s t a k e n
o n or aft er t h e s u bj e ct w a s r a n d o mi z e d t o st u d y tr e at m e nt. Si mil ar t o pri or m e di c ati o n s,
c o n c o mit a nt m e di c ati o n s will b e s u m m ari z e d f or S af et y p o p ul ati o n s b y t h e n u m b er a n d
p er c e nt a g e of s u bj e ct s i n e a c h c o d e d dr u g n a m e a n d dr u g cl a s s . T h e y will al s o b e
s u m m ari z e d b y t h e d e s c e n di n g or d er of fr e q u e n ci e s (t ot al n u m b er of S af et y s u bj e ct s) f or
dr u g cl a s s (i. e., n o g e n eri c dr u g n a m e s pr o vi d e d) .

A m e di c ati o n m a y b e b ot h “ pri or” a n d “ c o n c o mit a nt” if a s u bj e ct t o o k it pri or t o t h e
r a n d o mi z ati o n ( pr e-st u d y) a n d al s o u s e d it a g ai n o n/ aft er r a n d o mi z ati o n . A n ot h er
s u m m ar y t a bl e wit h u ni q u e n u m b er a n d p er c e nt a g e of s u bj e ct s f or e a c h tr e at m e nt gr o u p
a n d all s u bj e ct s will b e pr e s e nt e d f or m e di c ati o n s b el o n gi n g t o b ot h “ pri or” a n d
“ c o n c o mit a nt” (i. e., a m e di c ati o n will n ot b e i n cl u d e d i n t h e t a bl e u nl e s s a s u bj e ct t o o k it
b ef or e r a n d o mi z ati o n a s w ell a s o n or aft er r a n d o mi z ati o n) .

3. 7 Effi c a c y A n al y s e s

T h e mI T T p o p ul ati o n will b e u s e d t o c o m p ar e b ot h t h e t e st a n d r ef er e n c e pr o d u ct s t o
pl a c e b o. T h e P P p o p ul at i o n will b e u s e d t o e v al u at e t h er a p e uti c e q ui v al e n c e b et w e e n t h e
t e st a n d r ef er e n c e pr o d u ct.

3. 7. 1 P ri m a r y Effi c a c y A n al y s e s

Pri m ar y effi c a c y e n d p oi nt i s t h e “ Cli ni c al Cur e ” at t h e T e st of C ur e ( T O C) vi sit ( Vi sit 3)
a n d i n cl u d e s t h e f oll o wi n g 3 p ar a m et er s fr o m t h e “ St u d y Pr o c e d ur e” C R F p a g e :

 R e s ol uti o n of t h e a b n or m al v a gi n al di s c h ar g e t o a n or m al p h y si ol o gi c di s c h ar g e ,
w hi c h i s fr o m t h e v ari a bl e S P C D B V (W a s t h er e cli ni c al di a g n o si s of b a ct eri al
v a gi n o si s ? ), wit h v al u e of “ N o”

 N e g ati v e w hiff t e st , w hi c h i s fr o m t h e v ari a bl e S P W T (W a s t h er e a p o siti v e w hiff
t e st aft er a d di n g a dr o p of 1 0 % K O H t o v a gi n al di s c h ar g e ?), wit h v al u e of “ N o”
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 Pr e s e n c e of cl u e c ell s at < 2 0 % of t h e t ot al e pit h eli al c ell s o n mi cr o s c o pi c
e x a mi n ati o n of t h e s ali n e w et m o u nt , w hi c h i s fr o m t h e v ari a bl e S P S W M , wit h v al u e
of “ N o”.

T o i n v e sti g at e t h er a p e uti c e q ui v al e n c e, t h e 9 0 % c o nfi d e n c e i nt er v al ( CI) f or diff er e n c e ,
[t e st - r ef er e n c e], i n pr op orti o n of s u bj e ct s a c hi e vi n g “ C li ni c al C ur e” will b e c al c ul at e d ,
u si n g t h e P P a n al y si s p o p ul ati o n . A d o pt e d fr o m F D A Offi c e of G e n eri c Dr u g s Dr aft
Pr o d u ct S p e cifi c G ui d a n c e f or G e n eri c Dr u g D e v el o p m e nt o n M etr o ni d a z ol e
( R e c o m m e n d e d A pril 2 0 1 3) d o c u m e nt , th e c o m p o u n d h y p ot h e si s t o b e t e st e d h er e i s:

If t h e l ow er li mit L ≥ – 0. 2 0 a n d u p p er li mit U ≤ 0. 2 0, w e will r ej e ct n ull h y p ot h e si s H 0 a n d
cl ai m t h e bi o e q ui v al e n c e (“ T h er a p e uti c E q ui v al e n c e”) of t e st tr e at m e nt G D C-2 2 9 a n d
r ef er e n c e tr e at m e nt.

T w o -si d e d 9 0 % c o nfi d e n c e i nt er v al ( CI), wit h c o nti n uit y c orr e cti o n, f or t h e “ Cli ni c al C u r e”
r at e of e a c h tr e at m e nt ar m will al s o b e pr e s e nt e d , wit h t h e f oll o wi n g f or m ul a:



G a g e D e v el o p m e nt                                           C O N FI D E N TI A L                                           G D C -2 2 9 -0 0 2

St ati sti c al A n al y si s Pl a n, v 3. 0 – P a g e 1 4

,

w h er e p i s t h e p er c e nt a g e ( pr o p orti o n) of s u bj e ct s wit h “ Cli ni c al C ur e”, z α / 2 i s t h e
st a n d ar d n or m al di stri b uti o n’ s 5 t h p er c e ntil e ( wit h α = 0. 1), a n d n i s t h e a n al y si s
p o p ul ati o n si z e i n t h e r el e v a nt tr e at m e nt gr o u p , wit h st a n d ar d err or f or t h e pr o p orti o n.

.

P R O C F R E Q ( S A S 9. 4) will b e e m pl o y e d f or t h e a n al y si s. Pr o p orti o n of s u bj e ct s wit h
“Cli ni c al C ur e ” i n t e st pr o d u ct G D C -2 2 9 a n d r ef er e n c e dr u g will al s o b e c o m p ar e d a g ai n st
t h at i n pl a c e b o gr o u p , a n d p v al u e s fr o m c hi -s q u ar e t e st, or Fi s h er’ s e x a ct t e st - if a n y
c ell s h a v e e x p e ct e d fr e q u e n c y of < 5 , will b e pr e s e nt e d. A s a p ar a m et er f or d et er mi ni n g
a d e q u at e st u d y s e n siti vit y, b ot h t e st pr o d u ct a n d t h e r ef er e n c e dr u g n e e d to h a v e h i g h er
“ Cli ni c al Cur e ” rat e s t h a n pl a c e b o a n d wit h p v al u e s < 0. 0 5 , u si n g t h e mI T T a n al y si s
p o p ul ati o n a n d L a st O b s er v ati o n C arr i e d F or w ar d (L O C F ), w hi c h m e a n s if n o
a s s e s s m e nt s ar e a v ail a bl e at E n d of Tri al vi sit ( eit h er Vi sit 3 f or c o m pl et er s, or E arl y
T er mi n ati o n ( v i sit 4) f or di s c o nti n u e d s u bj e ct s), t h e n t h e Vi sit 2 a s s e s s m e nt r e s ult s will b e
u s e d . A 9 5 % CI f or t h e “ Cli ni c al Cur e ” r at e of e a c h tr e at m e nt ar m will b e pr e s e nt e d f or
mI T T s u bj e ct s. T h e f or m ul a f or t hi s 9 5 % CI will b e t h e s a m e a s a b o v e 9 0 % CI e x c e pt f or
r e pl a ci n g t h e α v al u e wit h 0. 0 5.

3. 7. 2 S e c o n d a r y Effi c a c y A n al y s e s

T h e e n d p oi nt s f or s e c o n d ar y effi c a c y a n al y s e s ar e

 B a ct eri ol o gi c a l C ur e , i. e., N u g e nt’ s s c or e < 4
 T h er a p e uti c C ur e , d efi n e d a s f oll o w s:

o Cli ni c al c ur e a s d efi n e d i n t h e Pri m ar y E n d p oi nt
o V a gi n al p H < 4. 7
o N u g e nt ’ s s c or e < 4 (i. e., B a ct eri ol o gi c al C ur e)

T ot al n u m b er a n d pr o p orti o n of s u bj e ct s a c hi e vi n g “B a ct eri ol o gi c al C ur e ”, “T h er a p e uti c
C ur e ” ( al s o e a c h of t h e 3 c o m p o n e nt s) will b e pr e s e nt e d f or mI T T p o p ul ati o n a s w ell a s
P P p o p ul ati o n b y st u d y vi sit a n d tr e at m e nt ar m .

N u g e nt’ s s c or e will al s o b e s u m m ari z e d c at e g ori c all y b y it s r a w s c or e ( 0, 1, 2, …, 1 0). All
r e s ult s fro m t h e A m s el’ s 4 crit eri a will al s o b e s u m m ari z e d c at e g ori c all y (“ Y e s”/ “N o”) b y
st u d y vi sit a n d tr e at m e nt ar m f or b ot h mI T T p o p ul ati o n a n d P P p o p ul ati o n .

3. 7. 3 Ot h e r O ut c o m e M e a s ur e m e nt s

T h e ot h er a s s e s s m e nt s a s f oll o w s ( e a c h wit h “ Y e s”, or “ N o” a n s w er) o n “ St u d y Pr o c e d ur e”
f or m will b e pr e s e nt e d i n d at a li sti n g :

 W a s t h er e a v a gi n al s e cr eti o n wit h p H gr e at er t h a n 4. 5 ?
 W a s t h e s ali n e w et m o u nt a s s e s s e d f or e vi d e n c e of a n y ot h er v ul v o v a gi nit i s ot h er

t h a n B V ?
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 Di d t h e w et m o u nt c o nt ai n a n y e vi d e n c e f or c a n di di a si s, Tri c h o m o n a s v a gi n ali s,
C hl a m y di a tr a c h o m ati s, N ei s s eri a g o n orr h o e a e, a cti v e h er p e s si m pl e x, or a cti v e
H P V ?

 W a s t h e uri n e dr u g s cr e e n p erf or m e d ?
 W er e a n y of t h e r e s ult s p o siti v e ?
 I n t h e l a st 4 8 h o ur s h a v e y o u u s e d a n y s p er mi ci d e s, t a m p o n s, d o u c h e s,

di a p hr a g m s, c o n d o m s or ot h er i ntr a v a gi n al pr o d u ct ?
 Si n c e y o ur l a st vi sit h a v e y o u u s e d a n y s p er mi ci d e s, t a m p o n s, d o u c h e s,

di a p hr a g m s, c o n d o m s or ot h er i ntr a v a gi n al pr o d u ct ?
 H a v e y o u h a d i nt er c o ur s e wit hi n t h e 4 8 h o ur s pri or t o a vi sit ?

3. 8 S af et y A n al y s e s

All s af et y a n al y s e s will b e p erf or m e d f or t h e S af et y p o p ul ati o n u nl e s s n ot e d ot h er wi s e .

3. 8. 1 Tr e at m e nt E x p o s ur e a n d C o m pli a n c e

E x p o s ur e t o st u d y tr e at m e nt will b e s u m m ari z e d c at e g ori c all y b y

 t h e n um b er of d o s e s (1, 2, 3, et c. ) a ct u all y u s e d
 t h e l e n gt h of ti m e ( # of d a y s) o v er w hi c h t h e pr o d u ct i s u s e d.

T h e l e n gt h of ti m e o v er w hi c h t h e pr o d u ct i s u s e d will b e c al c ul at e d a s Tr e at m e nt St o p
D at e – Tr e at m e nt St art D at e + 1.

Tr e at m e nt C o m pli a n c e f or e a c h s u bj e ct i n S af et y p o p ul ati o n will b e c al c ul at e d a s :

N u m b er of d o s e s a ct u all y u s e d / 5 x 1 0 0 % ,

w h er e d e n o mi n at or 5 i s t h e t ot al n u m b er of d o s e s s u p p o s e d t o b e t a k e n b y a r a n d o mi z e d
s u bj e ct i n t hi s st u d y. T h e f oll o wi n g i nf or m ati o n f or e a c h tr e at m e n t gr o u p will b e pr e s e nt e d
f or Tr e at m e nt C o m pli a n c e:

 S i x-n u m b er st ati sti c s ( s a m pl e si z e, m e a n, m e di a n, S D, mi ni m u m, a n d m a xi m u m)
 T h e n u m b er a n d p er c e nt a g e of s u bj e ct s i n e a c h of t h e f oll o wi n g 4 c at e g ori e s of

tr e at m e nt c o m pli a n c e: < 6 0 %, 6 0 % - < 1 0 0 %, 1 0 0 % , a nd > 1 0 0 % .

All d r u g a c c o u nt a bilit y ( D A) d at a o n D A f or m will b e pr e s e nt e d i n a d at a li sti n g.

3. 8. 2 A d v e r s e E v e nt s a n d S e ri o u s A d v e r s e E v e nt s

A tr e at m e nt-e m er g e nt a d v er s e e v e nt , ( T E A E) i s a n y s y m pt o m, si g n, ill n e s s, or e x p eri e n c e
t h at d e v el o p s or w or s e n s i n s e v erit y a n d/ or fr e q u e n c y aft er t h e st u d y tr e at m e nt st art e d .
A s eri o u s a d v er s e e v e nt (S A E ) i s a n y a d v er s e e v e nt t h at r e s ult s i n a n y of t h e f oll o wi n g
o ut c o m e s: D e at h ; i m m e di at e t hr e at t o lif e; i n p ati e nt h o s pit ali z ati o n or pr ol o n g ati o n of a n
e xi sti n g h o s pit ali z ati o n ; p er si st e nt or si g nifi c a nt di s a bilit y/i n c a p a cit y ; c o n g e nit al
a n o m al y/ birt h d ef e ct ; ot h er s eri o u s ( m e di c al i m p ort a nt) A E s. All A E s will b e c o d e d wit h
s y st e m or g a n cl a s s ( S O C) a n d pr ef err e d t er m ( P T) fr o m t h e M e d D R A V er si o n 2 0 . 0. T h e
c o di n g s will b e r e vi e w e d b y q u alifi e d m e di c al p er s o n n el .

I n ci d e n c e of A E s a n d S A E s will b e s u m m ari z e d b y S O C a n d P T wit h t h e n u m b er a n d
p er c e nt a g e of s u bj e ct s wit h e a c h S O C a n d P T b y tr e at m e nt ar m . T h e f oll o wi n g t a bl e s will
b e pr e s e nt e d f or S af et y p o p ul ati o n:
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 A E s b y S O C a n d P T
 A E s t h at l e d t o st u d y di s c o nti n u ati o n or d e at h b y S O C a n d P T
 A E s b y S O C a n d P T b y s e v erit y
 A E s b y S O C a n d P T b y r el at e d n e s s t o t h e st u d y tr e at m e nt
 A E s i n d e s c e n di n g or d er of S O C fr e q u e n ci e s ( n o P T di s pl a y e d)
 A E s i n d e s c e n di n g or d er of P T fr e q u e n ci e s ( n o S O C di s pl a y e d)

All t h e a b o v e t a bl e s ( e x c e pt f or w h er e s p e cifi e d) ar e c o u nti n g n u m b er of di sti n ct s u bj e ct s
i n e a c h S O C a n d P T. S u bj e ct s r e p orti n g m or e t h a n o n e A E / S A E i n e a c h P T will b e
c o u nt e d o nl y o n c e t o t h at P T , u si n g t h e m o st s e v er e i nt e n sit y, f or u ni q u e n u m b er of
s u bj e ct s c o u nti n g .  T h e o nl y e x c e pti o n t o t hi s will b e f or t h e s u m m ar y b y r el at e d n e s s t o
t h e st u d y tr e at m e nt, wh er e s u bj e ct s will b e c o u nt e d o nl y o n c e u si n g t h e str o n g e st
r el at e d n e s s t o t h e st u d y tr e at m e nt f or t h e p ur p o s e of c o u nti n g di sti n ct n u m b er of s u bj e ct s.
T h e s a m e pri n ci pl e al s o will b e a p pli e d t o t h e s u m m ar y at t h e S O C l e v el.

A n o v er all A E hi g h -l e v el s u m m ar y t a bl e will al s o b e pr o vi d e d f or S af et y p o p ul ati o n s wit h
t ot al n u m b er a n d p er c e nt a g e of di sti n ct s u bj e ct s ( b ut n o S O C or P T ) f or

 A E s e v erit y ( Mil d, M o d er at e, S e v er e)
 A E r el at e d n e s s ( N ot R el at e d, P o s si bl y R el at e d , R el at e d )
 S A E
 D e at h, or d i s c o nti n u e d st u d y d u e t o a n y A E

A n ot h er hi g h -l e v el s u m m ar y t a bl e f or S af et y p o p ul ati o n will pr e s e nt t h e c o u n t s of e v e nt s
(n ot di sti n ct s u bj e ct s) a s t h e f oll o wi n g c h art. N ot e t h at e a c h p er c e nt a g e, if pr o vi d e d, i s
b a s e d o n t h e n u m b er o n t h e o n e w h er e “( 1 0 0. 0)” i s di s pl a y e d . T hi s A E s u m m ar y t a bl e,
d o n e f or e a c h tr e at m e nt gr o u p a n d all S af et y s u bj e ct s, pr o vi d e s t h e c r o s s r ef er e n c e
b et w e e n e v er y l e v el of r el at e d n e s s a n d s e v erit y.

R el at e d n e s s (t o t h e
st u d y tr e at m e nt)

A E S e v erit y

Mil d M o d er at e S e v er e
T ot al # ( %) of

E v e nt s

N ot R el at e d x x x x x x x x ( x. x)
P o s si bl y R el at e d x x x x x x x x ( x. x)
R el at e d x x x x x x x x ( x. x)
T ot al # ( %) of
E v e nt s

x x x x x x x x ( 1 0 0. 0)

T w o li sti n g-st yl e t a bl e s , o n e i s f or S A E s , a n d t h e ot h er i s f or A E s t h at l e d t o pr e m at ur e
st u d y di s c o nti n u ati o n, will al s o b e pr e s e nt e d, wit h t h e d et ail s a b o ut t h e e v e nt o n s et d at e,
r e s ol v e d d at e, st u d y d a y of o n s et si n c e t h e st u d y tr e at m e nt ( c al c ul at e d a s O n s et D at e –
R a n d o mi z ati o n D at e + 1 ), s e v erit y, o ut c o m e, m e di c al i nt er v e nti o n n e e d e d f or t h e A E, a n d
r el at e d n e s s t o t h e st u d y tr e at m e nt, a s w ell a s ot h er s u p p orti v e dat a s u c h a s t h e s u bj e ct’ s
a g e a n d n u m b er of d a y s o n t h e st u d y .

3. 8. 3 L o c al Sit e R e a cti o n

L o c al sit e r e a cti o n s i n cl u d e a n y r e a cti o n t h at o c c ur s wit hi n t h e tr e at m e nt ar e a of s u bj e ct s .
L o c al sit e r e a cti o n s ar e pr e s p e cifi e d i n t h e pr ot o c ol a n d will b e c oll e ct e d i n d e p e n d e ntl y of
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a d v er s e e v e nt s.  L o c al sit e r e a cti o n s t h at r e q uir e m e di c al i nt er v e nti o n or e xt e n d b e y o n d
t h e tr e at m e nt ar e a will b e d o c u m e nt e d a s a d v er s e e v ent s. A t Vi sit s 2 (P o st -Tr e at m e nt
A s s e s s m e nt ) a n d 3 (T e st of C ur e ), su bj e ct s will b e a s s e s s e d at tr e at m e nt ar e a f or t h e
f oll o wi n g 7 s y m pt o m s :

 Er yt h e m a
 P et e c hi a e
 Er o si o n/ ul c er ati o n
 E d e m a
 B ur ni n g/ sti n gi n g
 P ai n
 Pr urit u s (it c hi n g)

S u bj e ct s n e e d t o r at e t h e m a s

 1 = A b s e nt,
 2 = M il d ( sli g ht, b ar el y p er c e pti bl e),
 3 = M o d er at e ( di sti n ct pr e s e n c e), or
 4 = S e v er e ( m ar k e d, i nt e n s e) .

T h e s e d at a, al o n g wit h t h e f oll o wi n g 2 q u e sti o n s o n t h e s a m e C R F, will b e s u m m ari z e d
c at e g ori c all y b y vi sit .

 Di d t h e l o c al si t e r e a cti o n e xt e n d b e y o n d t h e tr e at m e nt ar e a a n d w a s r e c or d e d a s
a n A E ? (“ Y e s”, “ N o”)

 Di d t h e l o c al sit e r e a cti o n r e q uir e m e di c al i nt er v e nti o n ? (“ Y e s”, “ N o”)

3. 8. 4 Vit al Si g n s a n d W ei g ht

Vit al si g n s m e a s ur e m e nt s , d o n e at all st u d y vi sit s, i n cl u d e h e art rat e , p ul s e r at e,
re s pir at or y rat e , b o d y t e m p er at ur e, s y st oli c a n d di a st oli c bl o o d pr e s s ur e s , i n a d diti o n t o
h ei g ht a n d w ei g ht . B MI ( u nit: k g/ m 2 ) will b e c al c ul at e d fr o m h ei g ht (i n c h) a n d w ei g ht (l b):

B MI = W ei g ht (l b) / ( H ei g ht (i n c h e s)) 2 x 7 0 3

T h e n it will b e c at e g ori z e d a s: U n d er w ei g ht (< 1 8. 5 ), N or m al (1 8. 5 – 2 4. 9 ), O v er w ei g ht
(2 5. 0 – 2 9. 9 ), a n d O b e s e (≥ 3 0. 0). B ot h n u m eri c al a n d c at e g ori c al s u m m ari e s f or B MI will
b e pr e s e nt e d. T h e 6 -n u m b er s u m m ar y st ati sti c s f or c o nti n u o u s v ari a bl e s a n d t h eir
c h a n g e s fr o m b a s eli n e, a s w ell a s t h e n u m b er a n d p er c e nt a g e of s u bj e ct s i n e a c h B MI
c at e g or y will b e pr e s e nt e d b y st u d y vi sit a n d tr e at m e nt ar m .

3. 8. 5 P h y si c al E x a mi n ati o n

P h y si c al e x a mi n ati o n will b e p erf or m e d at all st u d y v i sit s i n t h e f oll o wi n g b o d y ar e a s:
 D er m at ol o gi c al
 R e s pir at or y
 H. E. E. N. T
 C ar di o v a s c ul ar
 G a str oi nt e sti n al
 H e p ati c/ Bil iar y
 G e nit o uri n ar y/ R e pr o d u cti v e
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 R e n al
 N e ur ol o gi c al/ P s y c h ol o gi c al
 M u s c ul o s k el et al
 M et a b ol i c
 H e m at ol o gi c al
 I m m u n ol o gi c al/ All er gi e s
 R e c e nt Tr a u m a ( p a st 3 m o nt h s)
 Pri or S ur g er y
 C o n g e nit al
 Ot h er

T h e e x a m i n ati o n r e s ult s (“ Nor m al ”, “ Ab n or m al ”), a n d c h a n g e s fr o m b a s eli n e (“I m pr o v e d”
– if “ A b n or m al” at b a s eli n e a n d “ N or m al” at p o st-b a s eli n e, “ N o C h a n g e”, “ W or s e n e d” – if
“ N or m al” at b a s eli n e a n d “ A b n or m al” at p o st-b a s eli n e), will b e s u m m ari z e d b y pr e s e nti n g
th e n u m b er a n d p er c e nt a g e of s u bj e ct s i n e a c h c at e g or y b y b o d y ar e a a n d tr e at m e nt a t
e a c h st u d y vi sit .

3. 8. 6 G y n e c ol o gi c al E x a m

G y n e c ol o gi c al e x a m will b e d o n e at e a c h st u d y vi sit i n t h e f oll o wi n g ar e a s:

 Br e a st s
 A d n e x a e
 V ul v a
 V a gi n al w all
 C er vi x
 Ut er u s
 R e ct al

T h e e x a mi n ati o n r e s ult s (“ N or m al”, “ A b n or m al”), a n d c h a n g e s fr o m b a s eli n e (“I m pr o v e d”
– if “ A b n or m al” at b a s eli n e a n d “ N or m al” at p o st-b a s eli n e, “ N o C h a n g e”, “ W or s e n e d” – if
“ N or m al” at b a s eli n e a n d “ A b n or m al” at p o st -b a s eli n e), will b e s u m m ari z e d c at e g ori c all y
b y vi sit .

F or “ A b n or m al” r e s ult s, a f u rt h er q u e sti o n “ W a s t h e r e s ult cli ni c all y si g nifi c a nt ?” will al s o
b e s u m m ari z e d wit h n u m b er  of “ Y e s” s u bj e ct s.

3. 8. 7 Ot h e r S af et y A s s e s s m e nt s

Ot h er st u d y a s s e s s m e nt s, s u c h a s pr e g n a n c y t e st ( a n d pr e g n a n c y o ut c o m e, if k n o w n),
a n d uri n e dr u g s cr e e n will b e pr o vi d e d i n d at a li sti n g s.

4. 0 R E F E R E N C E S

1. A m s el R, T ott e n P A, S pi e g el C A, et al. N o n s p e cifi c v a gi niti s: di a g n o sti c crit eri a a n d
mi cr o bi al a n d e pi d e mi ol o gi c a s s o ci ati o n s. A m J M e d. 1 9 8 3; 7 4( 1): 1 4 -2 2.

2. C e nt er f or Dr u g E v al u ati o n a n d R e s e ar c h. A p pli c ati o n N u m b er 2 0 5 2 2 3 Ori g 1 s 0 0 0.
St ati sti c al R e vi e w s. St ati sti c al R e vi e w a n d E v al u ati o n of m etr o ni d a z ol e v a gi n al g el
1. 3 %. R e vi e w d at e J a n u ar y 1 8, 2 0 1 4.



Gage Development                                           CONFIDENTIAL                                           GDC-229-002

Statistical Analysis Plan, v3.0 – Page 19

3. Chavoustie SE, Jacobs M, Reisman HA, et al. Metronidazole vaginal gel 1.3% in
the treatment of bacterial vaginosis: a dose-ranging study. J Lower Genital Tract
Disease. 2015;19(2):129-134.

4. Korn AP, Bolan G, Padian N, et al. Plasma cell endometritis in women with
symptomatic bacterial vaginosis. Obstet Gynecol. 1995;85(3):387–90.

5. Nugent RP, Krohn MA, and Hillier SL. Reliability of diagnosing bacterial vaginosis is
improved by a standardized method of gram stain interpretation. J Clin Micro.
1991;29(2):297-30.

6. Schwebke JR, Marrazzo J, Beelen AP, et al. A Phase 3, multicenter, randomized,
double-blind, vehicle-controlled study evaluating the safety of efficacy of
metronidazole vaginal gel 1.3% in the treatment of bacterial vaginosis. Sexually
Transmitted Diseases. 2015;42(7):376-381.



G a g e D e v el o p m e nt                                           C O N FI D E N TI A L                                           G D C -2 2 9 -0 0 2

St ati sti c al A n al y si s Pl a n, v 3. 0 – P a g e 2 0

5. 0 A P P E N DI C E S

5. 1 S t u d y Sc h e d ul e of A s s e s s m e nt s

Vi sit Vi sit 1 Vi sit 2 Vi sit 3

Vi sit N a m e
E nt r y
Vi sit

P o st -
T r e at m e nt

A s s e s s m e nt T e st of C u r e
E arl y

T er mi n ati o n a

St u d y D a y( s) 1 8 t o 15 d a y s 2 2 t o 31 d a y s

I nf or m e d c o n s e nt X

I n cl u si o n/ e x cl u si o n crit eri a X

D e m o gr a p hi c s X

M e di c al a n d g y n e c ol o gi c al hi st or y X

P h y si c al e x a mi n ati o n X X X

P el vi c e x a mi n ati o n X X X X

H ei g ht X

W ei g ht X X X

Vit al si g n s ( aft er sitti n g f or 5 - 1 0
mi n s) X X X X

C o n c o mit a nt m e di c ati o n s X X X X

R a n d o mi z ati o n b X

Di s p e n s e st u d y m e di c ati o n c a n d
d o si n g i n str u cti o n s X

C oll e ct st u d y m e di c ati o n X X d

A s s e s s m e nt of l o c al sit e r e a cti o n s X X X

A d v er s e e v e nt s X X X X

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

Uri n e dr u g s cr e e n X

A m s el’ s crit eri a e v al u ati o n s:

-A s s e s s m e nt of v a gi n al
di s c h ar g e X X X X

-K O H W hiff T e st X X X X

-S ali n e W et M o u nt X X X X

-p H X X X X

C oll e cti o n of s a m pl e s f or N u g e nt’ s
s c or e b a s e d o n Gr a m st ai n ( s e n d t o
c e ntr al l a b or at or y) X X X

C oll e cti o n of s a m pl e s f or S TI
a s s e s s m e nt e ( s e n d t o c e ntr al
l a b or at or y) X

a. At a n y ti m e a s u bj e ct d e ci d e s t o di s c o nti n u e h er p arti ci p ati o n i n t h e st u d y or i s di s c o nti n u e d fr o m t h e
st u d y f or a n y ot h er r e a s o n, s h e will b e a d vi s e d t o c o m pl et e t h e E arl y T er mi n ati o n pr o c e d ur e s.

b. R a n d o mi z ati o n t o o c c ur if t h e r e s ult s of t h e f ull s et of A m s el’ s crit eri a ar e p o siti v e.
c. St u d y m e di c ati o n will b e di s p e n s e d at Vi sit 1.  T h e s u bj e ct will b e i n str u ct e d t o s elf -a d mi ni st er st u d y

m e di c ati o n i ntr a v a gi n all y o n c e d ail y at b e dti m e f or 5 c o n s e c uti v e d a y s.
d. U nl e s s c oll e ct e d at pr e vi o u s vi sit.
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e. C e ntr al l a b or at or y a n a l y si s f or C hl a m y di a tr a c h o m ati s a n d N ei s s eri a g o n orr h o e a e.
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5. 2 T a bl e of C o nt e nt s f or D at a Di s pl a y

F oll o w i n g i s t h e li st of pl a n n e d t a bl e s a n d li sti n g s. T a bl e s will b e n u m b er e d a c c or di n g t o
t h e n o m e n cl at ur e u s e d t o s u p p ort t h e fi n al C S R . T h e d at a s et s i n t h e O G D G ui d a n c e will
b e cr e at e d a n d u s e d i n o ur pr o gr a m mi n g of t h e t a bl e s i n t hi s S A P.

T h e f or m at of e a c h u ni q u e t a bl e i s pr o vi d e d i n a s e p ar at e d o c u m e nt of “ T a bl e S h ell s”, b ut
n o d at a li sti n g s h ell s ar e pr o vi d e d. Fi n al o ut p ut s m a y b e sli g htl y diff er e nt i n l a y o ut fr o m
t h at of ill u str at e d i n “ T a bl e S h ell s”. Th e t a bl e s h ell s will n ot b e a m e n d e d t o m at c h t h e
a ct u al t a bl e s i n s u c h c a s e s.

T a bl e
N u m b e r T a bl e Titl e

A n al y si s
P o p ul ati o n

1 4. 1. 1 S u m m ar y of S u bj e ct Di s p o siti o n a n d R e a s o n s f or
Di s c o nti n u ati o n

All S cr e e n e d

1 4. 1. 1 . 1 S cr e e n F ail ur e R e a s o n S u m m ar y S cr e e n
F ail ur e

1 4. 1. 2 Li st of S u bj e ct s W h o Pr e m at ur el y Di s c o nti n u e d t h e St u d y I T T

1 4. 1. 3 S u m m ar y of S u bj e ct Di s p o siti o n b y St u d y Sit e I T T

1 4. 1. 4 N u m b er a n d P er c e nt a g e of S u bj e ct s at E a c h Vi sit I T T

1 4. 1. 5 S u m m ar y of Pr ot o c ol D e vi ati o n s I T T

1 4. 1. 6 S u m m ar y of A n al y si s P o p ul ati o n s I T T

1 4. 1. 7 D e m o gr a p hi c s I T T

1 4. 1. 7 S D e m o gr a p hi c s S af et y

1 4. 1. 7 M D e m o gr a p hi c s mI T T

1 4. 1. 7 P D e m o gr a p hi c s P P

1 4. 1. 8 . 1 M e di c al Hi st or y I T T

1 4. 1. 8 . 2 G y n e c ol o gi c al Hi st or y I T T

1 4. 1. 8. 3 Pr e g n a n c y Hi st or y I T T

1 4. 1. 8. 4 S u b st a n c e U s e I T T

1 4. 1. 9. 1 C N u m b er a n d P er c e nt a g e of S u bj e ct s wit h Pri or M e di c ati o n
U s e b y Dr u g Cl a s s i n D e s c e n di n g Or d er of Fr e q u e n ci e s

I T T

1 4. 1. 9. 1 G N u m b er a n d P er c e nt a g e of S u bj e ct s wit h Pri or M e di c ati o n
U s e b y Dr u g G e n eri c N a m e i n D e s c e n di n g Or d er of
Fr e q u e n ci e s

I T T

1 4. 1. 9. 1 N u m b er a n d P er c e nt a g e of S u bj e ct s wit h Pri or M e di c ati o n
U s e b y Dr u g Cl a s s a n d G e n eri c N a m e

I T T

1 4. 1. 9 .2 C N u m b er a n d P er c e nt a g e of S u bj e ct s wit h C o n c o mit a nt
M e di c ati o n U s e b y Dr u g Cl a s s i n D e s c e n di n g Or d er of
Fr e q u e n ci e s

S af et y
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14.1.9.2G Number and Percentage of Subjects with Concomitant
Medication Use by Drug Generic Name in Descending
Order of Frequencies

Safety

14.1.9.2 Number and Percentage of Subjects with Concomitant
Medication Use by Drug Class and Generic Name

Safety

14.1.9.3C Number and Percentage of Subjects with Prior Medications
Also Used After the Randomization by Drug Class in
Descending Order of Frequencies

Safety

14.1.9.3G Number and Percentage of Subjects with Prior Medications
Also Used After the Randomization by Drug Name in
Descending Order of Frequencies

Safety

14.1.9.3 Number and Percentage of Subjects with Prior Medications
Also Used After the Randomization by Drug Class and
Generic Name

Safety

14.2.1 Analysis of Therapeutic Equivalence PP
14.2.2 Analysis of Study Sensitivity mITT
14.2.3M Summary of Bacteriological Cure and Therapeutic Cure mITT
14.2.3P Summary of Bacteriological Cure and Therapeutic Cure PP
14.2.4M Nugent’s Score and Amsel’s Criteria Summary by Study

Visit
mITT

14.2.4P Nugent’s Score and Amsel’s Criteria Summary by Study
Visit

PP

14.3.0 Treatment Exposure and Compliance Safety
14.3.1.1 Overall Number and Percentage of Subjects with Adverse

Events
Safety

14.3.1.2 Overall Number of Adverse Events by Severity and
Relatedness to the Study Treatment

Safety

14.3.1.3C Summary of Adverse Events by System Organ Class in
Descending Order of Frequencies

Safety

14.3.1.3P Summary of Adverse Events by Preferred Term in
Descending Order of Frequencies

Safety

14.3.1.4 Summary of Adverse Events by System Organ Class and
Preferred Term

Safety

14.3.1.5C Summary of Adverse Events by System Organ Class and
by Severity

Safety

14.3.1.5 Summary of Adverse Events by System Organ Class and
Preferred Term and by Severity

Safety

14.3.1.6C Summary of Adverse Events by System Organ Class and
by Relatedness to the Study Treatment

Safety
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1 4. 3. 1. 6 S u m m ar y of A d v er s e E v e nt s b y S y st e m Or g a n Cl a s s a n d
Pr ef err e d T er m a n d b y R el at e d n e s s t o t h e St u d y Tr e at m e n t

S af et y

1 4. 3. 2. 1 Li st of S eri o u s A d v er s e E v e nt s S af et y

1 4. 3. 2. 2 Li st of A d v er s e E v e nt s t h at L e d t o Pr e m at ur e St u d y
Di s c o nti n u ati o n

S af et y

1 4. 3. 5 L o c al Sit e R e a cti o n S af et y

1 4. 3. 6 Vit al Si g n s a n d W ei g ht S af et y

1 4. 3. 7 P h y si c al E x a mi n ati o n S af et y

1 4. 3. 8 G y n e c ol o gi c al E x a mi n ati o n S af et y

Li sti n g
N u m b e r Li sti n g Titl e

A n al y si s
P o p ul ati o n

1 6. 2. 1. 1 S u bj e ct I nf or m ati o n All S cr e e n e d

1 6. 2. 1. 2 I n cl u si o n / E x cl u si o n Crit eri a N ot M et All S cr e e n e d

1 6. 2. 1. 3 S u bj e ct Di s p o siti o n I T T

1 6. 2. 1. 4 S u bj e ct St u d y Vi sit s I T T

1 6. 2. 2 Pr ot o c ol D e vi ati o n s I T T

1 6. 2. 3 S u bj e ct s E x cl u d e d fr o m t h e Effi c a c y A n al y si s I T T

1 6. 2. 4. 1 D e m o gr a p hi c s I T T

1 6. 2. 4. 2 M e di c al Hi st or y I T T

1 6. 2. 4. 3 G y n e c ol o g i c al Hi st or y I T T

1 6. 2. 4. 4 Pr e g n a n c y Hi st or y I T T

1 6. 2. 4. 5 Pri or a n d C o n c o mit a nt M e di c ati o n s I T T

1 6. 2. 4. 6 S u b st a n c e U s e I T T

1 6. 2. 5. 1 Dr u g A c c o u nt a bilit y I T T

1 6. 2. 5. 2 Tr e at m e nt E x p o s ur e I T T

1 6. 2. 6. 1 St u d y Pr o c e d ur e s I T T

1 6. 2. 7. 1 A A d v er s e E v e nt s – P art A I T T

1 6. 2. 7. 1 B A d v er s e E v e nt s – P art B I T T

1 6. 2. 7. 2 L o c al Sit e R e a cti o n I T T

1 6. 2. 8. 1 N u g e nt’ s S c or e s I T T

1 6. 2. 8. 2 S e x u al Tr a n s mitt e d I nf e cti o n T e st s I T T

1 6. 2. 9. 1 Vit al Si g n s I T T

1 6. 2. 9. 2 P h y si c al E x a mi n ati o n I T T

1 6. 2. 9. 3 G y n e c ol o gi c al E x a mi n ati o n I T T

1 6. 2. 9. 4 Pr e g n a n c y T e st I T T
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16.2.9.5 Pregnancy Notification ITT
16.2.9.6 Pregnancy Outcome ITT




