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Pr ot o c ol I 1 F-M C -R H C H
A M ulti c e nt er, R a n d o mi z e d, D o u bl e -Bli n d a n d Pl a c e b o -

C o ntr oll e d 1 6 -W e e k St u d y  F oll o w e d b y L o n g T er m E v al u ati o n 
of Effi c a c y  a n d S af et y of I x e ki z u m a b ( L Y 2 4 3 9 8 2 1) i n C hi n e s e

P ati e nt s wit h R a di o gr a p hi c A xi al S p o n d y l o art hriti s

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

T h e i nf or m ati o n c o nt ai n e d i n t hi s d o c u m e nt i s c o nfi d e nti al a n d i s i nt e n d e d f or t h e u s e of 

cli ni c al i n v e sti g at or s.  It i s t h e pr o p ert y of Eli Lill y a n d C o m p a n y or it s s u b si d i ari es a n d 

s h o ul d n ot b e c o pi e d b y or di stri b ut e d t o p er s o n s n ot i n v ol v e d i n t h e cli ni c al i n v e sti g ati o n of 

i x e ki z u m a b ( L Y 2 4 3 9 8 2 1), u nl e s s s u c h p er s o n s ar e b o u n d b y a c o nfi d e nti alit y a gr e e m e nt 

wit h Eli Lill y a n d C o m p a n y or it s s u b si di ari e s.  

N ot e t o R e g ul a t o r y A ut h o riti e s:  T hi s d o c u m e nt m a y c o nt ai n pr ot e ct e d p er s o n al d at a 

a n d/ or c o m m er ci all y c o nfi d e nti al i nf or m ati o n e x e m pt fr o m p u bli c di s cl o s ur e.  Eli Lill y a n d 

C o m p a n y r e q u e st s c o n s ult ati o n r e g ar di n g r el e a s e/r e d a cti o n pri or t o a n y p u bli c r el e a s e.  I n 

t h e Unit e d St at e s, t hi s d o c u m e nt i s s u bj e ct t o Fr e e d o m of I nf or m ati o n A ct ( F OI A) 

E x e m pti o n 4 a n d m a y n ot b e r e pr o d u c e d or ot h er wi s e di s s e mi n at e d wit h o ut t h e writt e n 

a p pr o v al of Eli Lill y a n d C o m p a n y or it s s u b si di ari e s.

I x e ki z u m a b ( L Y 2 4 3 9 8 2 1)

St u d y I 1 F -M C -R H C H i s a P h a s e 3, m ulti c e nt er, r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -

c o ntr oll e d, p ar all el -gr o u p, o ut p ati e nt st u d y t o e v al u at e t h e effi c a c y a n d s af et y of i x e ki z u m a b 

( L Y 2 4 3 9 8 2 1) v er s u s pl a c e b o at 1 6 w e e k s i n C hi n e s e p ati e nt s wit h r a di o gr a p hi c a xi al 

s p o n d yl o art hriti s (r-a x S p A ).  P ati e nt s will b e r a n d o mi z e d t o s u b c ut a n e o u s ( S C) pl a c e b o, or 

i x e ki z u m a b.  T hi s st u d y will al s o e v al u at e l o n g-t er m effi c a c y a n d s af et y of i x e ki z u m a b 

d uri n g a n E xt e n d e d Tr e at m e nt P eri o d ( 3 6 w e e k s).  All p ati e nt s e nt eri n g i nt o t h e E xt e n d e d 

Tr e at m e nt P eri o d fr o m t h e pl a c e b o tr e at m e nt gr o u p will r e c ei v e i x e ki z u m a b 8 0 m g Q 4 W.

Eli Lill y a n d C o m p a n y
I n di a n a p oli s, I n di a n a U S A 4 6 2 8 5

Pr ot o c ol El e ctr o ni c all y Si g n e d a n d A p pr o v e d b y Lill y o n d at e pr o vi d e d b el o w.

A p pr o v al D at e: 2 0 -J u n -2 0 1 9 G M T
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1. S y n o p si s

Titl e of St u d y:

A m ulti c e nt er, ra n d o mi z e d, d o u bl e - bli n d a n d p l a c e b o- co ntr oll e d 1 6 -W e e k st u d y foll o w e d b y l o n g ter m e v al u ati o n of 

e ffi c a c y a n d saf et y  of ix e ki z u m a b ( L Y 2 4 3 9 8 2 1) i n C hi n es e p ati e nts wit h ra di o gr a p hi c a xi al sp o n d yl o art hritis

R ati o n al e: 

I x e ki z u m a b ( L Y 2 4 3 9 8 2 1) is a h u m a ni z e d i m m u n o gl o b uli n G s u b cl ass 4 (I g G 4) m o n o cl o n al a nti b o d y ( M A b) t h at 

n e utr ali z es t h e c yt o ki n e i nt erl e u ki n -1 7 A (I L -1 7 A, als o k n o w n as I L -1 7).  Str o n g s ci e ntifi c e vi d e n c e e xists i n di c ati n g 

a n i m p o rt a nt r ol e of t h e I L-2 3/I L -1 7 p at h w a y i n a xi al s p o n d yl o art hritis ( a x S p A) p at h o g e n esis ( B a et e n et al. 2 0 1 0, 

2 0 1 4 a; M a ks y m o w y c h 2 0 1 0; B ar ali a k os et al. 2 0 1 1; R e v eill e 2 0 1 1; Y er e m e n k o et al. 2 0 1 4).   Pi v ot al st u di es of 

i x e ki z u m a b h a v e r e c e ntl y d e m o nstr at e d t h e effi c a c y of bl o c ki n g I L- 1 7 A i n t h e tr e at m e nt of r a di o gr a p hi c a xi al 

s p o n d yl o art hritis (r- a x S p A; a n k y l osi n g s p o n d ylitis [A S]) i n bi ol o gi c al dis e as e -m o dif yi n g a ntir h e u m ati c dr u g 

( b D M A R D)-n aï v e as w ell as i n t u m or n e cr osis f a ct or ( T N F) i n hi bit or e x p eri e n c e d p ati e nts (v a n d er H eij d e et al. 

2 0 1 8; D e o d h ar et al. 2 0 1 9 b ).

O bj e cti v e(s)/ E n d p oi nts:

O bj e cti v es E n d p oi nts

Pri m ar y

 T h e pri m ar y o bj e cti v e is t o c o m p ar e 

i x e ki z u m a b 8 0 m g e v ery 4 w e e ks (Q 4 W) 

v ers us pl a c e b o i n b D M A R D -n aï v e p ati e nts 

wit h a cti v e r a di o gr a p hi c a xi al s p o n d yl o art hritis 

(r- a x S p A) at W e e k 1 6

 Pr o p orti o n of p ati e nts a c hi e vi n g a n 

Ass ess m e nt of S p o n d y l o art hritis 

I nt er n ati o n al S o ci et y 4 0 ( A S A S 4 0) 

r es p o ns e

M aj or S e c o n d ar y

 T o c o m p ar e i x e ki z u m a b  8 0 m g Q 4 W t o 

pl a c e b o i n o v er all st u d y p o p ul ati o n at W e e k 1 6

 Pr o p orti o n of p ati e nts a c hi e vi n g a n 

A S A S 4 0 r es p o ns e

 Pr o p orti o n of p ati e n ts a c hi e vi n g a n 

A S A S 2 0 r es p o ns e

 C h a n g e f r om b as eli n e i n A n k yl osi n g 

S p o n d ylitis Dis e as e A cti vit y S c or e 

( A S D A S) 

 C h a n g e f r om b as eli n e i n B at h A n k yl osi n g 

S p o n d ylitis Dis e as e A cti vit y I n d e x  

( B A S D AI) 

 C h a n g e f r om b as eli n e i n B at h A n k yl osi n g 

S p o n d ylitis F u n cti o n al I n d e x ( B A S FI )

 Pr o p orti o n of p ati e nts a c hi e vi n g A S D A S < 

2. 1

 C h a n g e f r om b as eli n e i n m a g n eti c 

r es o n a n c e i m a gi n g ( M RI) of t h e s pi n e 

( S p o n d yl o art hritis R es e ar c h C o ns orti u m of 

C a n a d a [ S P A R C C] s c or e )  

 C h a n g e f r om b as eli n e i n S h ort F or m 3 6 

( S F-3 6) p h y si c al c o m p o n e nt s c or e ( P C S)
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S u m m a r y of St u d y D esi g n :  

St u d y I 1 F -M C -R H C H ( R H C H) is a P h as e 3, m ulti c e nt er, r a n d o mi z e d, d o u bl e -bli n d , pl a c e b o -c o ntr oll e d, p ar all el -

gr o u p, o ut p ati e nt st u d y t o e v al u at e t h e effi c a c y a n d s af et y of i x e ki z u m a b 8 0 m g Q 4 W s u b c ut a n e o us ( S C) v ers us 

pl a c e b o i n p ati e nts wit h r -a x S p A, d uri n g a 1 6 -w e e k Bli n d e d Tr e at m e nt D osi n g P eri o d.

St u d y R H C H will als o e v al u at e l o n g -t er m effi c a c y a n d s af et y of i x e ki z u m a b d uri n g t h e E xt e n d e d Tr e at m e nt P eri o d 
f or a t ot al tr e at m e nt d ur ati o n of 1 y e ar ( 5 2 w e e ks).

T r e at m e n t A r ms a n d D u r ati o n:  

St u d y R H C H h a s 2 tr e at m e nt gr o u ps d uri n g t h e 1 6-w e e k Bli n d e d Tr e at m e nt D osi n g P eri o d:  i x e ki z u m a b 8 0 m g 

Q 4 W a n d pl a c e b o at 1: 1 r ati o.  All p ati e nts r a n d o mi z e d t o a n i x e ki z u m a b tr e at m e nt gr o u p will r e c ei v e a st arti n g 

d os e of i x e ki z u m a b 1 6 0 m g at W e e k 0 f oll o w e d b y i x e ki z u m a b 8 0 m g Q 4 W t h er e aft er.  All a d mi nistr ati o ns ar e S C.  

R a n d o mi z ati o n will b e str atifi e d b y b as eli n e C r e a cti v e pr ot ei n ( C R P) st at us a n d pri or T N F i n hi bit or hist or y (if 

a p pli c a bl e) (i. e., naï v e p ati e nt wit h n or m al C R P, n aï v e p at i e nt wit h el e v at e d C R P, a n d T N F i n hi bit or e x p eri e n c e d 

p ati e nt wit h el e v at e d C R P, el e v at e d d efi n e d as > 5. 0 0 m g/ L)

At W e e k 1 6, pl a c e b o p ati e nts will st art r e c ei vi n g i x e ki z u m a b 8 0 m g Q 4 W wit h a 1 6 0 m g st arti n g d os e .  All p ati e nts 

will b e o n a n i x e ki z u m a b r e gi m e n f or t h e E xt e n d e d Tr e at m e nt P eri o d ( W e e ks 1 6 t o 5 2).  T h e st u d y d ur ati o n will b e 

u p t o 1 y e ar f or i x e ki z u m a b a d mi nistr ati o n, a n d u p t o 1 y e ar a n d a p pr o xi m at el y 4 m o nt hs f or st u d y p arti ci p ati o n 

o v er 4 p eri o ds ([ 1] S cr e e ni n g P eri o d:  u p t o 4 2 d a ys; [ 2] Bli n d e d Tr e at m e nt D osi n g P eri o d:  1 6 w e e ks; [ 3] E xt e n d e d 

Tr e at m e nt P eri o d:  3 6 w e e ks; [ 4] P ost -Tr e at m e nt F oll o w -U p P eri o d:  u p t o 1 2 w e e ks aft er t h e d at e of t h e p ati e nt’s 

e arl y  t er mi n ati o n visit [ E T V] or l ast r e g ul arl y s c h e d ul e d visit). 

N u m b e r of S u bj e cts:

T his st u d y will i n cl u d e a p pr o xi m at el y 1 4 0 r a n d o mi z e d p ati e nts.  P ati e nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y if 

t h e y h a v e a n est a blis h e d di a g n osis of r-a x S p A wit h s a cr oiliitis d efi n e d r a di o gr a p hi c all y a c c or di n g t o t h e m o difi e d 

N e w Y or k ( m N Y) crit eri a, b as e d o n c e ntr al r e a di n g, ass o ci at e d wit h ≥ 1 s p o n d yl o art hritis ( S p A) f e at ur e, a n d h a v e 

a cti v e dis e as e d efi n e d as B A S D AI ≥ 4 a n d b a c k p ai n ≥ 4 o n a n u m eri c r ati n g s c al e ( N R S).  P ati e nts m ust h a v e h a d a n 

i n a d e q u at e r es p o ns e or a hist or y of dis c o nti n u ati o n d u e t o i nt ol er a n c e , as d et er mi n e d b y t h e i n v esti g at or, t o 2 or 

m or e n o nst er oi d al a nti -i nfl a m m at or y dr u gs ( N S AI Ds) at t h e t h er a p e uti c d os e r a n g e (f or a t ot al d ur ati o n of at l e ast 4 

w e e ks) a n d a hist or y of pri or r- a x S p A t h er a p y f or at l e ast1 2 w e e ks .  B ot h b D M A R D -n aï v e a n d T N F i n hi bit or -

e x p eri e n c e d p ati e nts c a n b e e nr oll e d .

St atisti c al A n al ysis:

A p pr o xi m at el y 1 4 0 p ati e nts will b e r a n d o mi z e d at a 1: 1 r ati o i n t h e Bli n d e d Tr e at m e nt D osi n g P eri o d t o i x e ki z u m a b 

8 0 m g Q 4 W a n d pl a c e b o.  ≥ 6 1 b D M A R D -n aï v e p ati e nts p er tr e at m e nt gr o u p will e n s ur e ≥ 9 0 % p o w er t o t est t h e 

s u p eri orit y of i x e ki z u m a b Q 4 W t o pl a c e b o f or t h e A S A S 4 0 at W e e k 1 6 i n b D M A R D-n aï v e p ati e nts .  T h e f oll o wi n g 

ass u m pti o ns w er e us e d f or t h e p o w er c al c ul ati o ns f or A S A S 4 0 r es p o ns e r at es i n b D M A R D-n aï v e p ati e nts at W e e k 

1 6:  4 4 % f or i x e ki z u m a b Q 4 W tr e at m e nt gr o u p a n d 1 6 % f or pl a c e b o gr o u p.  A 2 si d e d Fis h er’ s e x a ct t est at t h e 0. 0 5 

l e v el is ass u m e d.  T h e effi c a c y a n al ys es f or t h e Bli n d e d Tr e at m e nt D osi n g P eri o d will b e c o n d u ct e d o n t h e i nt e nt-t o-

tr e at (I T T) p o p ul ati o n, a n d s af et y a n al ys es will b e c o n d u ct e d o n t h e s af et y p o p ul ati o n.  

C o m p aris o ns b et w e e n i x e ki z u m a b tr e at m e nt gr o u p a n d pl a c e b o will b e p erf or m e d f or all a n al ys es i n t h e Bli n d e d 

Tr e at m e nt D osi n g P eri o d.  T h e pri m ar y a n al ysis m et h o d f or tr e at m e nt gr o u p c o m p aris o ns of c at e g ori c al effi c a c y a n d 

h e alt h o ut c o m es v ari a bl es will b e a l o gisti c r e gr essi o n a n al y sis wit h tr e at m e nt, b as eli n e C R P st at us (n o n -el e v at e d or  
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el e v at e d), a n d pri or T N F i n hi bit or e x p eri e n c e d or n aï v e as f a ct ors (if a p pli c a bl e), usi n g t h e n o nr es p o n d er i m p ut ati o n 

( N RI) m et h o d.  U n d er N RI, all n o nr es p o n d ers at W e e k 1 6 ( Visit 8), as w ell as all p ati e nts w h o dis c o nti n u e st u d y 

tr e at m e nt at a n y ti m e pri or t o W e e k 1 6 f or a n y r e as o n, will b e d efi n e d as n o nr es p o n d ers f or t h e N RI a n al ysis at 

W e e k 1 6.  R a n d o mi z e d p ati e nts wit h o ut a n y p ost b as eli n e o bs er v ati o n will als o b e d efi n e d as n o nr es p o n d ers f or t h e 

N RI a n al y sis.  A gr a p hi c al m ulti pl e t esti n g str at e g y f or t h e pri m ar y a n d m aj or s e c o n d ar y o bj e cti v es will b e 

i m pl e m e nt e d t o c o ntr ol t h e f a mil y-wis e t y p e I err or r at e at a 2 -si d e d α l e v el of 0. 0 5.  

T h e pri m ar y a n al ys es f or t h e c o nti n u o us effi c a c y a n d h e alt h o ut c o m es v ari a bl es will b e m a d e usi n g mi x e d-eff e cts 

m o d el of r e p e at e d m e as ur es ( M M R M) a n al ysis wit h tr e at m e nt, b as eli n e C R P st at us, pri or T N F i n hi bit or e x p eri e n c e d 

or  n aï v e   (if a p pli c a bl e), b as eli n e v al u e, visit, b as eli ne v al u e - b y-visit, a n d tr e at m e nt - b y-visit as fi x e d f a ct ors.

A s e c o n d ar y a n al ysis f or c o nti n u o us effi c a c y a n d h e alt h o ut c o m es v ari a bl es m a y b e m a d e usi n g a n al ysis of 

c o v ari a n c e ( A N C O V A) wit h tr e at m e nt, b as eli n e C R P st at us, b as eli n e v al u e a n d pri or T N F i n hi bi t or e x p eri e n c e d or 

n aï v e   (if a p pli c a bl e).

Fis h er’s e x a ct t est will b e us e d f or all a d v ers e e v e nts ( A Es), b as eli n e, dis c o nti n u ati o n, a n d ot h er c at e g ori c al s af et y 

d at a.  C o nti n u o us vit al si g n a n d l a b or at or y v al u es will b e a n al y z e d b y A N C O V A wit h tr e at m e nt a n d b as eli n e v al u es 

i n t h e m o d el.

Effi c a c y, h e alt h o ut c o m es, a n d s af et y v ari a bl es d uri n g t h e E xt e n d e d Tr e at m e nt P eri o d will als o b e s u m m ari z e d.
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2. S c h e d ul e of A cti viti e s

S c r e e ni n g
( P e ri o d 1)

B as eli n e 
R a n d o mi z ati o n Bli n d e d T r e at m e nt D osi n g P e ri o d ( P e ri o d 2) a

C R F Visit ( V) N u m b er V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8
W e e ks Si n c e R a n d o mi z ati o n W 0 W 1 W 2 W 4 W 8 W 1 2 W 1 6

St u d y D a ys U p t o -4 2 d 0 7 ± 2 d 1 4 ± 2 d 2 8 ± 2 d 5 6 ± 4 d 8 4 ± 4 d 1 1 2 ± 4 d

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

D e m o gr a p hi cs
b

X

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

X X

Vit al si g ns ( B P a n d p uls e)
d

X X
d

X  X  X  X  X  X
d

W ei g ht
a a

X X X  X  X  X

H ei g ht X

H a bits
e

X

B o d y t e m p er at ur e X

A P C h est X- r a y
f

X

I n cl usi o n/ E x cl usi o n crit eri a
g

X X

E v al u at e pr es e n c e of S p A f e at ur es X X

R a n d o mi z ati o n X

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

N S AI D us e X X X  X  X  X  X  X

Pr e e xisti n g c o n diti o ns a n d m e di c al hist or y
h

X X X  X  X  X  X  X

A d v ers e e v e nts X X X  X  X  X  X  X

E y e s y m pt o m ass ess m e nt
i

X X X  X  X  X  X  X

Dis p e ns e I P X X  X  X  X

A d mi nist er I P o n sit e
j

X X

I P c o m pli a n c e
k

X  X  X  X

Dis p e ns e S D A L X X  X  X  X
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S c r e e ni n g
( P e ri o d 1)

B as eli n e 
R a n d o mi z ati o n Bli n d e d T r e at m e nt D osi n g P e ri o d ( P e ri o d 2) a

C R F Visit ( V) N u m b er V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8
W e e ks Si n c e R a n d o mi z ati o n W 0 W 1 W 2 W 4 W 8 W 1 2 W 1 6

St u d y D a ys U p t o -4 2 d 0 7 ± 2 d 1 4 ± 2 d 2 8 ± 2 d 5 6 ± 4 d 8 4 ± 4 d 1 1 2 ± 4 d

C oll e ct, r e vi e w, a n d e nt er d at a fr o m S D A L X X  X  X  X
Cli ni c al Effi c a c y/ H e alt h O ut c o m es

M RI of s pi n e a n d SIJ
x

X
y

X
z

X- r a y of t h e s pi n e
c c

X

X- r a y of t h e SIJ
l

X

Li n e ar B A S MI X X X

C h est e x p a nsi o n X X X

O c ci p ut t o w all dist a n c e X X X

E nt h esitis M A S E S X X X
P ati e nt Gl o b al Ass ess m e nt of Dis e as e 
A cti vit y  N R S X X X  X  X  X  X  X

S pi n al p ai n X X X  X  X  X  X  X

B A S FI X X X  X  X  X  X  X

B A S D AI X X X  X  X  X  X  X

C- S S R S
m

X X X  X  X  X  X  X

S elf -H ar m S u p pl e m e nt F or m
m

X X X  X  X  X  X  X

F A CI T F ati g u e S c al e X X X X

S F - 3 6 X X X  X X

A S A S HI X X X  X X

QI D S -S R 1 6 X X X

E Q - 5 D- 5 L X X

W P AI -S p A X X
L a b o r at o r y T ests

H L A -B 2 7
n

X

C R P X o X X  X  X  X  X  X
A d mi nist er P P D/ C oll e ct Q u a nti F E R O N ® -

T B G ol d/ T -S P O T ®
p X
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S c r e e ni n g
( P e ri o d 1)

B as eli n e 
R a n d o mi z ati o n Bli n d e d T r e at m e nt D osi n g P e ri o d ( P e ri o d 2) a

C R F Visit ( V) N u m b er V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8
W e e ks Si n c e R a n d o mi z ati o n W 0 W 1 W 2 W 4 W 8 W 1 2 W 1 6

St u d y D a ys U p t o -4 2 d 0 7 ± 2 d 1 4 ± 2 d 2 8 ± 2 d 5 6 ± 4 d 8 4 ± 4 d 1 1 2 ± 4 d

E C G X

F S H
q

X

HI V/ H C V X

H B V r X
r

X
r

X
r

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

X

Ur i n e pr e g n a n c y t est
s

X X  X  X  X  X  X

S er u m c h e mistr y X X X  X  X  X

P T T, P T/I N R X X

Li pi d p a n el (f asti n g)
t

X X

H e m at ol o g y X X X  X  X  X

Ur i n al ysis X X

T S H a n d fr e e T 4 X

I m m u n o g e ni cit y t esti n g
u

X X  X  X  X  X  X

P K s a m pli n g
u, v

X X  X  X  X  X  X
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E xt e n d e d T r e at m e nt P e ri o d

( P e ri o d 3)a
E T V

C R F Visit ( V) N u m b er V 9 V 1 0 V 1 1 V 1 2 V 1 3 V 1 4 V 1 5 V 1 6 V 1 7 E T V
W e e ks Si n c e R a n d o mi z ati o n W 2 0 W 2 4 W 2 8 W 3 2 W 3 6 W 4 0 W 4 4 W 4 8 W 5 2

St u d y D a ys 1 4 0 ± 4 d 1 6 8 ± 4 d 1 9 6 ± 4 d 2 2 4 ± 4 d 2 5 2 ± 4 d 2 8 0 ± 4 d 3 0 8 ± 4 d 3 3 6 ± 4 d 3 6 4 ± 4 d

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

X  X

Vit al si g ns ( B P a n d p uls e)
d

X  X  X  X  X  X  X  X  X  X

W ei g ht
a a

X  X  X  X  X  X  X  X  X  X

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

N S AI D us e X  X  X  X  X  X  X  X  X  X

Pr e e xisti n g c o n diti o ns a n d m e di c al 

hist or y
h X  X  X  X  X  X  X  X  X  X

A d v ers e e v e nts X  X  X  X  X  X  X  X  X  X

E y e s y m pt o m ass ess m e nt
i

X  X  X  X  X  X  X  X  X  X

Dis p e ns e I P X  X  X  X  X  X  X  X

I P c o m pli a n c ek X  X  X  X  X  X  X  X  X  X

Dis p e ns e S D A L X  X  X  X  X  X  X  X
C oll e ct, r e vi e w, a n d e nt er d at a fr o m 
S D A L X  X  X  X  X  X  X  X  X  X

Cli ni c al Effi c a c y/ H e alt h O ut c o m es

M RI of s pi n e a n d SIJ
x

X
b b

X
z

Li n e ar B A S MI X X X  X

C h est e x p a nsi o n X X X  X

O c ci p ut t o w all dist a n c e X X X  X

E nt h esitis M A S E S X X X  X
P ati e nt Gl o b al Ass ess m e nt of 
Dis e as e A cti vit y N R S X  X  X  X  X  X  X  X  X  X

S pi n al P ai n X  X  X  X  X  X  X  X  X  X

B A S FI X  X  X  X  X  X  X  X  X  X

B A S D AI X  X  X  X  X  X  X  X  X  X
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E xt e n d e d T r e at m e nt P e ri o d

( P e ri o d 3)a
E T V

C R F Visit ( V) N u m b er V 9 V 1 0 V 1 1 V 1 2 V 1 3 V 1 4 V 1 5 V 1 6 V 1 7 E T V
W e e ks Si n c e R a n d o mi z ati o n W 2 0 W 2 4 W 2 8 W 3 2 W 3 6 W 4 0 W 4 4 W 4 8 W 5 2

St u d y D a ys 1 4 0 ± 4 d 1 6 8 ± 4 d 1 9 6 ± 4 d 2 2 4 ± 4 d 2 5 2 ± 4 d 2 8 0 ± 4 d 3 0 8 ± 4 d 3 3 6 ± 4 d 3 6 4 ± 4 d

C- S S R S
m

X  X  X  X  X  X  X  X  X  X

S elf -H ar m S u p pl e m e nt F or m
m

X  X  X  X  X  X  X  X  X  X

F A CI T F ati g u e S c al e X X  X

S F - 3 6 X X  X

A S A S HI X X  X

QI D S -S R 1 6 X X  X

E Q - 5 D- 5 L X  X

W P AI -S p A X  X

L a b o r at o r y T ests

C R P X  X  X  X  X  X  X  X  X  X

H B V r X
r

X
r

X
r

X
r

X
r

Ur i n e pr e g n a n c y t est
s

X  X  X  X  X X X X X  X

S er u m c h e mistr y X  X  X  X  X X X  X

P T T, P T/I N R X X X

Li pi d p a n el (f asti n g)
t

X X X

H e m at ol o g y X  X  X  X  X X X  X

Ur i n al ysis X X X  X

I m m u n o g e ni cit y t esti n g
u

X X X  X

P K s a m pli n g
u, v

X X X  X
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P ost -T r e at m e nt F oll o w -U p f o r P ati e nts Dis c o nti n ui n g T r e at m e nt

( P e ri o d 4)w

R e q ui r e d F oll o w -U p Visits

C R F V ( visit) n u m b er V 8 0 1 V 8 0 2
St u d y W e e ks L V + 4 W L V + 1 2 W
St u d y D a ys ± 1 4 d ± 1 4 d

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

Vit al si g ns ( B P a n d p uls e)
d

X X

W ei g ht a a X X

Pr e e xisti n g c o n diti o ns a n d m e di c al hist or y
h

X X

A d v ers e e v e nts X X

C- S S R S
m

X X

S elf -H ar m S u p pl e m e nt F or m
m

X X

H B V r
X

r
X

r

S er u m c h e mistr y X X

H e m at ol o g y X X

I m m u n o g e ni cit y t esti n g
u

X X

P K s a m pli n g
u ,v

X X
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A b br e vi ati o ns:   A P = a nt eri or p ost eri or ; A S A S HI = Ass ess m e nt of S p o n d yl o art hritis I nt er n ati o n al S o ci et y H e alt h I n d e x; B A S D AI = B at h A n k yl osi n g 

S p o n d ylitis Dis e as e A cti vit y I n d e x; B A S FI = B at h A n k yl osi n g S p o n d ylitis F u n cti o n al I n d e x; B A S MI = B at h A n k yl osi n g S p o n d ylitis M etr ol o g y I n d e x; B P = 

bl o o d pr ess ur e; C R F = c as e r e p ort f or m; C R P = hi g h s e nsiti vit y C -r e a cti v e pr ot ei n; C- S S R S = C ol u m bi a – S ui ci d e S e v erit y R ati n g S c al e; d = d a ys; D N A = 

d e o x yri b o n u cl ei c a ci d; E C G = el e ctr o c ar di o gr a m; E Q - 5 D-5 L = E ur o p e a n Q u alit y of Lif e – 5 Di m e nsi o ns – 5 L e v el; E T V = e arl y t er mi n ati o n visit; F A CI T = 

f u n cti o n al ass ess m e nt of c hr o ni c ill n ess t h er a p y; F S H = f olli cl e sti m ul ati n g h or m o n e; H B c A b + = p ositi v e f or a nti -h e p atitis B c or e a nti b o d y; H Bs A b = a nti -

h e p atitis B s urf a c e a nti b o d y; H B V = h e p atitis B vir us; H C V = h e p atitis C vir us; HI V = h u m a n i m m u n o d efi ci e n c y vir us; H L A = h u m a n l e u k o c y t e a nti g e n; 

I N R = i nt er n ati o n al n or m ali z e d r ati o; I P = i n v esti g ati o n al pr o d u ct; L V = l ast visit; M A S E S = M a astri c ht A n k yl osi n g S p o n d ylitis E nt h esitis S c or e ; M RI = 

m a g n eti c r es o n a n c e i m a gi n g; N R S = n u m eri c r ati n g s c al e; N S AI D = n o nst er oi d al a nti -i nfl a m m at ory dr u g; P K = p h ar m a c o ki n eti c; P P D = p urifi e d pr ot ei n 

d eri v ati v e; P T = pr ot hr o m bi n ti m e; P T T = p arti al t hr o m b o pl asti n ti m e; QI D S -S R 1 6 = Q ui c k I n v e nt or y of D e pr essi v e S y m pt o m at ol o g y -s elf r e p ort ( 1 6 it e ms) ; 

S D A L = St u d y Dr u g A d mi nistr a ti o n L o g; S F-3 6 = S h ort F or m 3 6 ; SIJ = s a cr oili a c j oi nt; S p A = s p o n d yl o art hritis; T 4 = t h yr o xi n e; T B = t u b er c ul osis ; T S H = 

t h yr oi d sti m ul ati n g h or m on e; V = st u d y  visit; W = st u d y w e e k; W P AI-S p A = W or k Pr o d u cti vit y A cti vit y I m p air m e nt Q u esti o n n air e – S p o n d yl o art hritis.
a P ati e nt w h o h a s  r e c ei v e d at l e ast 1 d os e of I P dis c o nti n u es fr o m st u d y tr e at m e nt s h o ul d c o m pl et e e arl y t er mi n ati o n visit ( E T V) a n d will e nt er t h e P ost 

Tr e at m e nt F oll o w -U p P eri o d ( P eri o d 4) aft er E T V.   
b D e m o gr a p hi cs i n cl u d es r e c or di n g of y e ar of birt h, g e n d er a n d et h ni cit y .
c O n e c o m pl et e p h ysi c al e x a mi n ati o n ( e x cl u di n g p el vi c, r e ct al e x a mi n ati o n) will b e p erf or m e d at s cr e e ni n g.  All p h ysi c al e x a mi n ati o ns t hr o u g h o ut t h e st u d y 

m ust i n cl u d e a s y m pt o m-dir e ct e d p h y si c al as w ell as e x a mi n ati o n of h e art, l u n gs, a b d o m e n, e ye s , a n d vis u al e x a mi n ati o n of t h e s ki n.
d B P a n d p uls e will al w a ys b e m e as ur e d i n sitti n g p ositi o n a n d will b e r e c or d e d b ef or e I P d osi n g at all visits; i n a d diti o n, B P a n d p uls e will b e r e c or d e d 

a p pr o xi m at el y 1 h o ur p ost -d osi n g at b as eli n e ( W e e k 0) a n d W e e k 1 6   R ef er t o S e cti o n 9. 4. 2 f or m or e d et ails.
e H a bits i n cl u d e r e c or di n g of c aff ei n e, al c o h ol , a n d t o b a c c o c o ns u m pti o n.
f A p ost eri or a nt eri or c h est X- r a y will b e t a k e n l o c all y at s cr e e ni n g u nl ess o n e h as b e e n o bt ai n e d wit hi n 3 m o nt hs of s cr e e ni n g ( Visit 1) ( pr o vi d e d t h e X- r a y 

a n d/ o r r e p ort ar e a v ail a bl e f or r e vi e w). R ef er t o S e cti o n 9. 4. 7 f or m or e d et ails.
g R ef er t o r es cr e e ni n g g ui d a n c e as a p pr o pri at e ( S e cti o n 6. 4 ).
h E v al u ati o n i n cl u d es hist ori c al e v e nts a n d pr e e xisti n g c o n diti o ns.
i P ati e nts n e e d t o b e as k e d a b o ut pr es e n c e of e y e s y m pt o ms; if e y e s y m pt o ms ar e pr es e nt, t h e n a n e y e e x a mi n ati o n is r e q ui r e d.  R ef er t o S e cti o n 9. 4. 6 f or 

s p e cifi c i nstr u cti o ns.
j R ef er t o S e cti o n 7. 1. 1 f or s p e cifi c I P a d mi nistr ati o n i nstr u cti o ns.
k I P c o m pli a n c e will b e ass ess e d b y r e vi e w of t h e St u d y Dr u g A d mi nistr ati o n L o g, r et ur n of e m pt y or  u n us e d i n v esti g ati o n al pr o d u ct p a c k a gi n g, a n d/ or dir e ct 

q u esti o ni n g
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l A n X- r a y of t h e SIJ will b e p erf or m e d d uri n g t h e S cr e e ni n g P eri o d ( P eri o d 1) u nl ess a n X- r a y t a k e n pri or t o s cr e e ni n g is a v ail a bl e f or c e ntr al r e a di n g, is of 

g o o d q u alit y , a n d c o nfir ms di a g n osis of r- a x S p A.  All X- r a ys r e q uir e c e ntr al r e a di n g O N L Y, r e g ar dl ess of d at e t a k e n.  C e ntr al r e a di n g will d efi n e eli gi bilit y 

usi n g t h e m N Y crit eri a. If c e ntr al r e a di n g of a pr e e xisti n g X- r a y is n ot c o nsist e nt wit h r- a x S p A b y c e ntr al r e a di n g, a n e w X- r a y of t h e SIJ m a y b e t a k e n 

d uri n g P eri o d 1 a n d s e nt i n f or c e ntr al r e a di n g. 
m A S elf -H ar m F oll o w -U p F or m is t o b e c o m pl et e d f or e a c h dis cr et e s elf-h ar m e v e nt i d e ntifi e d o n t h e C-S S R S a n d t h e S elf-H ar m S u p pl e m e nt F or m.
n H L A -B 2 7 t est will b e p erf or m e d c e ntr all y.
o A p pr o v al fr o m t h e Lill y cli ni c al r es e ar c h p h ysi ci a n or cli ni c al r es e ar c h s ci e ntist m ust b e o bt ai n e d b ef or e a C R P r et est is p er mitt e d.   If t h e C R P l a b is r et est e d, 

t h e m ost r e c e nt v al u e will b e us e d f or r a n d o mi z ati o n.
p If t h e Q u a nti F E R O N ®-T B G ol d t est or T -S P O T ® is a v ail a bl e, eit h er t est m a y b e us e d i nst e a d of t h e P P D T B t est.  T h e Q u a nti F E R O N ® -T B G ol d t est m a y b e 

p erf or m e d l o c all y or c e ntr all y; t h e T -S P O T ® m ust b e p erf or m e d l o c all y.  P P D t ests m ust b e r e a d 2 -3 d a ys aft er Visit 1.  R ef er t o S e cti o n 9. 4. 7 f or m or e 

d et ails.
q F or f e m al e p ati e nts ≥ 4 0 a n d < 6 0 y e ars of a g e w h o h a v e h a d a c ess ati o n of m e ns es f or at l e ast 1 2 m o nt hs, a n F S H t est will b e p erf or m e d t o c o nfir m n o n -

c hil d b e ari n g p ot e n ti al ( F S H ≥ 4 0 mI U/ m L or  ≥ 4 0 I U/ L).  F S H t est will b e p erf or m e d c e ntr all y.
r All p ati e nts will b e t est e d f or H B V at s cr e e ni n g.  P ati e nts t h at ar e H B c A b + at s cr e e ni n g, r e g ar dl ess of H Bs A b st at us, will h a v e a s er u m H B V D N A o bt ai n e d 

b y t h e c e ntr al l a b or at or y. P ati e nts t h at ar e f o u n d t o b e H B V D N A p ositi v e ( d et e ct a bl e) at s cr e e ni n g will b e e x cl u d e d fr o m t h e tri al. P ati e nts t h at ar e H B V 

D N A n e g ati v e ( u n d et e ct a bl e) m a y b e e nr oll e d i nt o t h e st u d y wit h r e q uir e d H B V D N A m o nit ori n g e v er y 3 m o nt hs d uri n g tr e at m e nt a n d 1 2 w e e ks aft er t h e l ast 

d os e of i x e ki z u m a b.  If t h e r es ult of t h e H B V D N A t esti n g is p ositi v e, t h e p ati e nt is t o b e dis c o nti n u e d fr o m t h e st u d y a n d is t o r e c ei v e a p pr o pri at e f oll o w- u p 

m e di c al c ar e (r ef er t o S e cti o n 9. 4. 1 0. 3 f or f urt h er i nf or m ati o n r e g ar di n g t h e ti mi n g of dis c o nti n u ati o n).
s O nl y f or f e m al es of c hil d b e ari n g p ot e nti al.  S er u m pr e g n a n c y t est will b e d o n e at Visit 1 o nl y a n d will b e p e rf or m e d c e ntr all y.  P ati e nts d et er mi n e d t o b e 

pr e g n a nt will b e dis c o nti n u e d fr o m tr e at m e nt a n d will n o l o n g er b e a d mi nist er e d I P (s e e S e cti o n 8. 1 ).  P ati e nts will u n d er g o uri n e pr e g n a n c y t esti n g at t h e 

cli ni c d uri n g s c h e d ul e d visits t hr o u g h W e e k 5 2 .  A d diti o n al uri n e pr e g n a n c y t esti n g c a n b e p erf or m e d at t h e i n v esti g at or’s dis cr eti o n.  If r e q uir e d p er l o c al 

r e g ul ati o ns, t esti n g c a n o c c ur at ot h er i nter v als d uri n g t h e st u d y tr e at m e nt p eri o d a n d/ or f oll o w -u p p eri o d . 

t F or t h e f asti n g li pi d pr ofil e , p ati e nts ar e n ot t o e at or dri n k a n yt hi n g e x c e pt w at er f or 1 2 h o urs pri or t o t est.
u I m m u n o g e ni cit y s a m pl es m a y als o b e a n al y z e d f or i x e ki z u m a b s er u m c o n c e ntr ati o n t o f a cilit at e i n t h e i nt er pr et ati o n of i m m u n o g e ni cit y d at a.  A n a d diti o n al 

bl o o d s a m pl e will b e c oll e ct e d, w h e n p ossi bl e, f or a n y p ati e nt w h o e x p eri e n c es a p ot e nti al s yst e mi c all er gi c/ h y p ers e nsiti vit y r e a cti o n d uri n g t h e st u d y as 

j u d g e d b y t he i n v esti g at or.
v P K s a m pl es ar e t o b e c oll e ct e d b ef or e I P i nj e cti o n.

w P ati e nts r e c ei vi n g I P w h o dis c o nti n u e at a n y ti m e pri or t o t h e e n d of t h e st u d y or w h o c o m pl et e t h e st u d y ( W e e k 5 2) will h a v e s af et y F oll o w -U p Visits 8 0 1 

a n d 8 0 2 at 4 a n d 1 2 w e e ks , r e sp e cti v el y , aft er t h e d at e of t h eir l ast visit.  
x

If M RI is c o n d u ct e d o n t h e s a m e d a y as st u d y visit, e ns ur e t h at a n y s c al es/ q u esti o n n air es ar e c o m pl et e d pri or t o a d mi nist eri n g a n y pr e m e di c ati o n t o f a cilit at e 

p ati e nt u n d er g oi n g a n M RI (f or e x a m pl e, m or p hi n e o r e q ui val e nt f or si g nifi c a nt p ai n as j u d g e d b y t h e i n v esti g at or or a b e n z o di a z e pi n e f or cl a ustr o p h o bi a).  
y F or all p ati e nts, s cr e e ni n g M RIs of t h e s pi n e m ust b e c o m pl et e d ≤ 3 0 d a y s pri or t o r a n d o mi z ati o n.  
z T h e W e e k 1 6 M RI m a y b e c oll e ct e d u p t o 1 0 d a ys p ri o r t o W e e k 1 6 ( Visit 8).  T h e W e e k 1 6 M RI m ust b e c oll e ct e d pri or t o t h e W e e k 1 6 ( Visit 8) d osi n g.  

F or E T V, M RI r e q uir e m e nts ar e d e p e n d e nt o n t h e ti mi n g of st u d y dis c o nti n u ati o n.  If dis c o nti n u ati o n is:

 at or  b ef or e Visit 5, n o M RI is r e q uir e d at E T V.  

 aft er Visit 5 u p t o a n d i n cl u di n g Visit 8 ( W e e k 1 6), M RI is r e q uir e d at E T V. 
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 aft er Visit 8, r e p e at M RI is r e q uir e d o n l y if E T V o c c urs o n or aft er Visit 1 2.
a a W ei g ht is o nl y c a pt ur e d o n e C R F at V 2, V 8, V 1 0 , V 1 7, a n d/ or E T V.  B o d y w ei g ht c oll e ct e d at ot h er visits is us e d o nl y f or c al c ul ati o n of cr e ati ni n e cl e ar a n c e .  
b b T h e W e e k 5 2 M RI m a y b e c oll e ct e d u p t o 1 0 d a y s pri or t o W e e k 5 2 ( Visit 1 7).
c c C er vi c al a n d l u m b ar s pi n e o nl y; s er v es t o e v al u at e pr es e n c e of t ot al a n k yl osis at s cr e e ni n g ( R ef er t o S e cti o n 6. 2 , e x cl usi o n crit eri o n [ 1 0]).  X-r ay of t h e s pi n e 

d o es n ot n e e d t o b e r e p e at e d if o n e is a v ail a bl e t h at w as t a k e n ≤ 3 m o nt hs pri or t o s cr e e ni n g ( Visit 1; r ef er t o S e cti o ns 6. 2 , a n d 6. 4 ) a n d h as p ass e d q u alit y 

ass ess m e nt b y c e ntr al r e a di n g v e n d or.
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3. I ntr o d u cti o n

3. 1. St u d y R ati o n al e
Eli Lill y a n d C o m p a n y ( h er e aft er Lill y) is i n v esti g ati n g i x e ki z u m a b as a tr e at m e nt o pti o n f or 
r a dio gr a p hi c a xi al s p o n d yl o art hrit is (r-a x S p A ) b as e d o n i t s me c h a ni s m  of a ctio n ( M o A), 

s el e ct i v el y bl o c ki n g i nterl e u ki n -1 7 A ( d et ail e d i n t h e I n v es tig at or’s Br o c h ur e [I B]).  T h e 
f oll owi n g s u b c ut a n e o us ( S C ) i x e ki z u m a b tr e at m e nt r e gi m e n of  8 0 m g e v er y  4 w e e ks ( Q 4 W)

wi t h a st arti n g d os e of 1 6 0 m g ( at W e e k 0) will b e st u di e d i n t his tri al .  W i d e r a n g e of d osi n g 
r e gi m e ns w er e e v al u at e d i n P h as e 2 ps ori asis a n d r h e u m at oid art hri tis (R A ) st u dies a n d 

d e m o n str at e d effi c a c y. I x e ki z u m a b 8 0 m g Q 2 W a n d Q 4 W tr e at m e nt r e gi m e n s wi t h a 1 6 0 mg 
st arti n g d os e w er e e v al u at e d i n pi v ot al P h as e 3 st u di es i n ps ori asis a n d ps ori at i c art hritis ( Ps A) 

a n d d e m o nstr at e d effi c a c y, wi t h a fa v or a bl e b e n efit/ris k pr ofil e ( G ottli e b et al. 2 0 1 5; Griffiths et 
al . 2 0 1 5; M e as e et al. 2 0 1 5) . R e c e nt l y dis cl os e d d at a fr o m p h as e 3 st u di es of b ot h i x e ki z u m a b 

Q 2 W a n d Q 4 W h a v e r e c e nt l y d e m onstr at e d t h e effi c a c y o f bl o c ki n g I L -1 7 A i n t h e tr e at m e nt of 
r-a x S p A i n bi ol ogi c al dis e as e -m o dif yi n g a ntir h e u m at i c dr u g ( b D M A R D)-n aï v e as w ell as i n 

t u mor n e cr osis f a ct or ( T N F) i n hi bit or e x p eri e n c e d p ati e nts ( v a n d er H eij d e et al. 2 0 1 8; D e o d h ar 
et al . 2 0 1 9b ). 

3. 2. B a c k g r o u n d
A xi al s p o n d yl o art hrit is ( a x S p A) is a c hr o ni c i nfl a m m at or y dis e as e pr e d omi n a ntl y aff e ct i n g t h e 

a xi al s k el et o n (s a cr oili a c j o i nts [ SIJ] a n d s pi n e) ( P o d d u b n y y 2 0 1 3).  A xi al s p o n d yl o art hri tis is 
n o w r e c o g ni z e d as a si n gl e dis e as e e nt ity,  wit h a s u bs et d efi n e d b y t h e pr es e n c e of 

r a dio gr a p hi c all y  d efi n e d str u ct ur al d a m a g e of t h e SIJ (r-a x S p A ) a n d a s u bs et wit ho ut cl e ar 
str u ct ur al d a m a g e d efi n e d r a di o gr a p hi c all y ( nr-a x S p A ).  W h e n c o m p ari n g a x S p A wit h R A, i t c a n 

b e n ot e d t h at w hil e R A c a n b e di vi d e d i nt o er osi v e a n d n o n er osi v e or s er o p osit i v e a n d 
s er o n e g ati v e s u bs ets, it is w ell a c c e pt e d t h at it is still o n e dis e as e.  A xi al s p o n d yl o art hrit is, i n a 

si mil ar f as hi o n, al s o h as s u bs ets, a n d t h us c a n b e c o nsi d er e d a si n gl e dis e as e ( D e o d h ar et al. 
2 0 1 4).

R a di o gr a p hi c a x S p A ( r-a x S p A ), for m erl y  c all e d a n k ylo si n g s p o n d yli tis ( A S), r e pr es e nts a 
di s e as e i n w hi c h t h er e is e vi d e n c e of dis e as e f e at ur es o n r a di o gr a p hi c i m a gi n g.  It is a c hr o ni c 

i nfl a m m at or y dis e as e c h ar a ct eri z e d b y c hr o ni c i nfl a m m ati on of t h e a xi al a n d SIJ a n d v ari a bl e 
i n v ol v e m e nt of t h e p eri p h er al j oi nts ( Br a u n a n d Si e p er 2 0 0 7).  As t h e dis e as e pr o gr ess es, it c a n 

l e a d t o n e w b o n e f or m ati on i n t h e f or m of s y n d es m o p h yt es a n d j o i nt a nk yl o si s, pri m aril y  in t h e 
a xi al s k el et o n.  P ati e nts wit h r-a x S p A m a y als o h a v e e xtr a -arti c ul ar m a nif est ati o ns of t h e dis e as e 

s u c h as e nt h esit is, a nt eri or u v eitis, ps ori asis, a n d i nfl a m m at or y b o w el dis e as e, as w ell as 
c o m or bi di tie s of  a ortitis or c ar dia c c o n d u ct i on a b n or m alit i es.  C o m p ar e d wi t h t h e g e n er al 

p o p ul at i on, p ati e nt s wi t h r- a x S p A h a v e i n cr e as e d r at es of w or k dis a bilit y,  u n e m plo y m e nt, a n d 
m o rt ality ( B o o n e n a n d v a n d er Li n d e n 2 0 0 6).

A xi al s p o n d yl o art hrit is aff e cts u p t o 1. 4 % of t h e a d ult p o p ul at i on w orl d wi d e ( Br a u n a n d Si e p er 
2 0 0 7; R e v eill e et al. 2 0 1 2; Str a n d et al. 2 0 1 3).  Alt h o u g h t h e e x a ct eti o l og y  is u n k n o w n, it h as 

b e e n i n di c at e d t h at g e n eti c f a ct ors a n d s e v er al l o ci ar e li k el y t o b e i n v o l v e d i n s us c e pti bility t o 
t he dis e as e ( R e v eill e 2 0 1 1).  T h er e is a str o n g ass o ci at i on wi t h t h e m ajor hi st o c o m p at i bility 
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c o m pl e x, h u m a n l e u k o c y t e a ntig e n ( H L A) -B 2 7.  U p t o 9 0 % t o 9 5 % of p ati e nts wit h r-a x S p A ar e 

p o si tiv e f or H L A-B 2 7, a n d t h e ris k of t his dis e as e d e v el o pi n g is as hi g h as a b o ut 5 % i n H L A -
B 2 7 -p o si tiv e i n di vi d u als a n d s u bst a nt i all y hi g h er i n H L A-B 2 7 -p o si tiv e r el ati v es of p at i ent s 

( Br a u n a n d Si e p er 2 0 0 7).  M ost of t h e ot h er k n o w n g e n et i c s us c e pti bility c o m es fr om g e n es 
i n v ol v e d i n c yt o ki n e pr o d u cti o n, s p e cifi c all y i n cl u di n g g e n es i n t h e T h el p er ( T h) 1 7 p at h w a y 

( M a ks y m o w y c h 2 0 1 0; R e v eill e 2 0 1 1).

C urr e nt st a n d ar d of c ar e f or r-a x S p A i n cl u d es r e g ul ar e x er cis e, p h ysi c al t h er a p y, n o nst er oi d al 
a nt i-i nfl a m m at or y dr u gs ( N S AI Ds), a n d T N F al p h a i n hi bit ors ( Br a u n et al. 2 0 1 1; W ar d et al. 

2 0 1 5).  C orti c ost er oi d i nj e cti o n s m a y  als o b e of s o m e b e n efit.  T h o u g h N S AI Ds ar e t h e first li n e 
of  dr u g tr e at me nt f or a x S p A, t h e y  ar e n ot eff e cti v e or w ell t ol er at e d i n all p ati e nts ( Br a u n a n d 

Si e p er 2 0 0 9).  I n c o ntr ast t o p ati e nts wit h R A, p ati e nts wit h a x S p A d o n ot r es p o n d w ell t o 
c o n v e nt i on al dis e as e -m o dif yi n g a ntir h e u m at i c dr u gs ( c D M A R Ds) i n cl u di n g m et h otr e x at e 

( M T X) or s yst e mi c c orti c ost er oi ds ( Br a u n a n d Si e p er 2 0 0 9; H ai b el a n d S p e c k er 2 0 0 9).

T N F i n hi bit ors ar e eff e cti v e a n d fr e q u e ntl y pr es cri b e d w h e n N S AI D tr e at m e nt h as f ail ed or 

c a n n ot b e t ol er at e d ( Z o c hli n g et al. 2 0 0 6).  W hil e T N F i n hi bit ors h a v e pr o v e n t o b e eff e ct i v e 
tr e at me nts f or a x S p A, a n u n m et n e e d r e m ai ns, as n ot all p at i ent s r es p o n d w ell t o or t ol er at e T N F 

i n hi bit or tr e at m e nts ( v a n d er H eij d e et al. 2 0 0 6; H ei b er g et al. 2 0 0 8; I n m a n et al. 2 0 0 8; Gli nt b or g 
et al . 2 0 1 0).  W hil e T N F i n hi bit ors h a v e d e m o nstr at e d si g nifi c a nt i m p a ct o n si g ns a n d 

s y m pt o ms, f u n ct i on, a n d q u alit y of  lif e, t h e y h a v e n ot b e e n a bl e t o d e m o nstr at e si g nifi c a nt eff e ct 
o n str u ct ur al pr o gr essi o n i n pr os p e cti v e cli ni c al st u di es.  T h e us e of t h es e bi o l ogi c t h er a pi es i n 

v ari o us dis e as es als o is ass o ci at e d wit h s af et y c o n c er ns, s u c h as o p p ort u nist i c i nf e cti ons, 
d e m y eli n at i n g dis or d ers, bl o o d d ys cr asi as, r e a cti v ati o n of t u b er c ul osis ( T B), a n d e x a c er b ati on o f 

c o n g est i v e h e art f ail ur e ( M or el a n d 2 0 0 5; S mith et al . 2 0 0 9).  T h er e r e m ai ns, t h er ef or e, a 
sig nifi c a nt u n m et n e e d f or s af er, m or e eff e ct i v e tr e at m e nts f or p ati e nts wit h a x S p A ( D o u g a d os 

a n d B a et e n 2 0 1 1).  I x e ki z u m a b m a y  off er a n alt er n ati v e tr e at m e nt a p pr oa c h t o T N F i n hi bit or 
t her a p y  in p at i ent s wit h a x S p A.

I x e ki z u m a b ( L Y 2 4 3 9 8 2 1) is a h u m a ni z e d i m m u n o gl o b uli n G s u b cl ass 4 (I g G 4) m o n o cl o n al 
a nt i b o d y ( M A b) t h at n e utr ali z es t h e c yt o ki n e i nt erl e u ki n-1 7 A (I L -1 7 A, al s o k n o w n as I L-1 7).  

I x e ki z u m a b tr e at m e nt is a dmi nist er e d b y S C i nj e cti o ns.  C o m p elli n g s ci e nt ifi c i nf or mat i on e xists 
t o d at e s u g g esti n g a n i m p ort a nt r ol e of t h e I L-2 3/I L -1 7 p at h w a y  in t h e p at h o g e n esis o f a x S p A 

( B a et e n et al. 2 0 1 0, 2 0 1 4 a; M a ks y m o w y c h 2 0 1 0; B ar ali a k os et al. 2 0 1 1; R e v eill e 2 0 1 1; 
Y er e m e n k o et al . 2 0 1 4).  T h e d e mo n str ati o n of  in cr e as e d I L- 1 7 pr o d u ci n g T h 1 7 l y m p h o c y t e 

n u m b ers a n d s er u m I L -1 7 l e v els i n r- a x S p A is c o nsist e nt wit h a dir e ct r ol e of T h 1 7 l y m p h o c yt e s 
i n t his dis e as e ( W e n dli n g et al. 2 0 0 7; J a n d us et al. 2 0 0 8; M ei et al. 2 0 1 1).  I L-1 7 s e cr eti n g c ells 

h a v e als o b e e n d et e ct e d i n sit u i n t h e b o n e m arr o w of f a c et j o i nts o bt ai n e d fr o m p ati e nt s wi t h r-
a x S p A ( A p p el et al. 2 0 0 8). 

S el e ct i v el y t ar g eti n g I L-1 7 A wi t h ix e ki z u m a b is h y p ot h esi z e d t o pr o vi d e t h er a p e ut i c b e n efit 
wi t ho ut u n d ul y i m p a ct i n g h ost d ef e ns es.  As s u c h, i x e ki z u m a b m a y off er a t h er a p e uti c o pti o n f or 

p ati e nts w h o ar e c a n di d at es f or i nit i al s yst e mi c tr e at m e nt as w ell as t h os e p ati e nts w h o h a v e l ost 
r es p o ns e, f ail e d t o r es p o n d, or ar e i nt ol er a nt t o c urr e nt l y m ar k et e d dr u gs, a n d m a y als o off er a 

m o r e fa v or a bl e s af et y pr ofil e c o m p ar e d t o c urr e ntl y m ar k et e d t h er a pi es.



I 1 F-M C -R H C H Cli ni c al Pr ot o c ol P a g e 2 4

L Y 2 4 3 9 8 2 1

3. 3. B e n efit/ Ri s k A s s e s s m e nt
M or e i nf or m at i on a b o ut t h e k n o w n a n d e x p e ct e d b e n efits, ris ks, s eri o us a d v ers e e v e nts ( S A Es) 
a n d r e as o n a bl y a nt i ci p at e d a d v ers e e v e nts ( A Es) of i x e ki z u m a b ar e t o b e f o u n d i n t h e I B.  
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4. O bj e cti v e s a n d E n d p oi nt s

T a bl e R H C H . 1 s h o ws t h e o bj e cti v es a n d e n d p o i nts of t he st u d y .

T a bl e R H C H . 1. O bj e cti v e s a n d E n d p oi nt s

O bj e cti v es E n d p oi nts

P ri m a r y

 T h e pri m ar y o bj e cti v e is t o 

c o m p ar e i x e ki z u m a b 8 0 m g Q 4 W 

v ers us pl a c e b o i n b D M A R D -n aï v e 

p ati e nts wit h a cti v e r-a x S p A at 

W e e k 1 6

 Pr o p orti o n of p ati e nts a c hi e vi n g a n Ass ess m e nt of 

S p o n d yl o art hritis I nt er n ati o n al S o ci et y 4 0 ( A S A S 4 0) 

r es p o ns e

S e c o n d a r y

T h e m aj o r s e c o n d a r y o bj e cti v e s a r e :

 T o c o m p ar e i x e ki z u m a b 8 0 m g 

Q 4 W t o pl a c e b o i n o v er all st u d y 

p o p ul ati o n at W e e k 1 6

 Pr o p orti o n of p ati e nts a c hi e vi n g a n A S A S 4 0 r es p o ns e

 Pr o p orti o n of p ati e nts a c hi e vi n g a n A S A S 2 0 r es p o ns e

 C h a n g e f r om b as eli n e i n A n k y l osi n g S p on d y liti s Dis e as e 

A cti vit y  S c or e ( A S D A S)

 C h a n g e f r om b as eli n e i n B at h A n k yl osi n g S p o n d ylitis 

Dis e as e A cti vit y I n d e x  ( B A S D AI)

 C h a n g e f r om b as eli n e i n B at h A n k yl osi n g S p o n d ylitis 

F u n cti o n al I n d e x ( B A S FI)

 Pr o p orti o n of p ati e nts a c hi e vi n g A S D A S < 2. 1

 C h a n g e f r om b as eli n e i n m a g n eti c r es o n a n c e i m a gi n g 

( M RI) of t h e s pi n e ( S p o n d yl o art hritis R es e ar c h 

C o ns orti u m of C a n a d a [ S P A R C C] s c or e)  

 C h a n g e f r om b as eli n e i n S h ort F or m 3 6 ( S F -3 6) p h ysi c al 

c o m p o n e nt s c or e ( P C S)

Ot h e r s e c o n d a r y o bj e cti v e s a r e :

 T o c o m p ar e i x e ki z u m a b r e gi m e n

8 0 m g Q 4 W t o pl a c e b o d uri n g t h e 

1 6 -w e e k pl a c e b o -c o ntr oll e d p eri o d 

( P eri o d 2) i n o v er all st u d y  

p o p ul ati o n

 Pr o p orti o n of p ati e nts w h o a c hi e v e A S A S 2 0, A S A S 4 0, 

A S A S 5/ 6, a n d p arti al r e missi o n b y A S A S crit eri a

 C h a n g e f r om b as eli n e i n t h e i n di vi d u al c o m p o n e nts of 

t h e A S A S crit eri a

 C h a n g e f r om b as eli n e i n B A S D AI

 Pr o p orti o n of p ati e nts r e a c hi n g B A S D AI 5 0

 C h a n g e f r om b as eli n e i n A S D A S

 Pr o p orti o n of p ati e nts w h o e x p eri e n c e cli ni c all y -

i m p ort a nt i m pr o v e m e nt ( c ha n g e of A S D A S fr o m 

b as eli n e ≥ 1. 1) or m aj or i m pr o v e m e nt ( c h a n g e of A S D A S 

fr o m b as eli n e ≥ 2. 0 or  a c hi e v e m e nt of t h e l o w est p ossi bl e 

s c or e) or i n a cti v e dis e as e ( A S D A S s c or e < 1. 3)

 C h a n g e f r om b as eli n e i n t h e m e as ur e of hi g h s e nsiti vit y 

C- r e a cti v e pr ot ei n ( C R P)

 C h a n g e f r om b as eli n e i n B A S FI

 C h a n g e f r om b as eli n e i n m o bilit y

o B at h A n k yl osi n g S p o n d ylitis M etr ol o g y I n d e x 

( B A S MI) (li n e ar) a n d i n di vi d u al c o m p o n e nts

o C h est e x p a nsi o n

o C h a n g e f r om b as eli n e i n o c ci p ut t o w all 

dist a n c e
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 C h a n g e f r om b as eli n e i n M RI of t h e SIJ ( S P A R C C 

s c or e)

 C h a n g e f r om b as eli n e i n M a astri c ht A n k yl osi n g 

S p o n d ylitis E nt h esitis S c or e ( M A S E S)

 I n ci d e n c e r at e of a nt eri or u v eitis or u v eitis fl ar es

 C h a n g e f r om b as eli n e i n t h e f oll o wi n g h e alt h o ut c o m es 

m e as ur es:  F u n cti o n al Ass ess m e nt of C hr o ni c Ill n ess 

T h er a p y  ( F A CI T) F ati g u e S c al e, W or k Pr o d u cti vit y 

A cti vit y  I m p air m e nt– S p o n d yl o art hritis ( W P AI -S p A) 

s c or es, a n d S F -3 6 ( b ot h P C S a n d m e nt al c o m p o n e nt 

s c or es [ M C S ]) a n d Q ui c k I n v e nt or y of D e pr essi v e 

S y m pt o m at ol o g y – S elf R e p ort 1 6 it e ms ( QI D S -S R 1 6) 

s c or e

 T o d et e r mi n e if t h e eff e ct of 

i x e ki z u m a b is m ai nt ai n e d t hr o u g h 

W e e k 5 2

All e n d p oi nts ass ess e d at W e e k 1 6 ( a b o v e) a n d d uri n g t h e 1 6 -

w e e k pl a c e b o -c o ntr oll e d p eri o d ( a b o v e) will c o nti n u e t o b e 

ass ess e d t hr o u g h W e e k 5 2 .

I n a d diti o n, t h e f oll o wi n g e n d p oi nt is a d d e d:

 N S AI D i nt a k e ( A S A S -N S AI D s c or e a n d % of p ati e nts 

t a ki n g N S AI Ds)

 T o m e as ur e i x e ki z u m a b e x p os ur e 

a n d ass ess t h e r el ati o ns hi p b et w e e n 

e x p os ur e a n d i m m u n o g e ni cit y

 S er u m tr o u g h c o n c e ntr ati o ns of i x e ki z u m a b

 I x e ki z u m a b s er u m tr o u g h c o n c e ntr ati o ns ass o ci at e d wit h

A D A tit er s u b gr o u ps

E x pl o r at o r y
 T o e v al u at e ti m e t o first r es p o ns e  O ns et of a cti o n a n d tr e at m e nt r es p o ns e ( A S A S,  

A S D A S, C R P, B A S FI) d uri n g t h e pl a c e b o -c o ntr oll e d 

p eri o d

 T o c o m p ar e i x e ki z u m a b r e gi m e n

8 0 m g Q 4 W t o pl a c e b o d uri n g t h e 

1 6 -w e e k pl a c e b o -c o ntr oll e d p eri o d 

( P eri o d 2)

 C h a n g e f r om b as eli n e i n S P A R C C SIJ Str u ct ur al S c or e 

( S S S)

 C h a n g e f r om b as eli n e i n A S A S HI s c or e

 T o e v al u at e t h e i n ci d e n c e of a nti -
i x e ki z u m a b a nti b o di es a n d t h eir 
r el ati on s hi p t o t h e effi c a c y of 
i x e ki z u m a b 

 Effi c a c y r es p o ns e r at es list e d b el o w at W e e ks 1 6 a n d 5 2 

b y tr e at m e nt -e m er g e nt a nti -dr u g a nti b o d y ( T E -A D A) 

st at us a n d b y n e utr ali zi n g a nti -dr u g a nti b o d y ( N A b) 

st at us:

o Pr o p orti o n of p ati e nts a c hi e vi n g A S A S 4 0

o Pr o p orti o n of p ati e nts a c hi e vi n g A S A S 2 0

o Pr o p orti o n  of p ati e nts a c hi e vi n g A S D A S 

i n a cti v e dis e as e

N ot e:  Ot h er e x pl or at or y o bj e cti v es a n d e n d p oi nts will b e s p e cifi e d i n t h e st atisti c al a n al ysis pl a n ( S A P).
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5. St u d y  D e si g n

5. 1. O v e r all D e si g n
St u d y  I 1 F-M C -R H C H ( R H C H) i s a P h as e 3, m ult i c e nt er, r a n d o mi z e d, d o u bl e-bli n d, pl a c e b o -
c o ntr oll e d, p ar all el -gr o u p, o ut p ati e nt st u d y  t o e v al u at e t h e effi c a c y a n d s af ety of  ix e ki z u m a b 8 0 

m g Q 4 W S C wi t h st arti n g d os e of 1 6 0 m g at W e e k 0 as c o m p ar e d t o pl a c e b o S C i n p ati e nts wit h 
r-a x S p A , d uri n g a 1 6-w e e k Bli n d e d Tr e at m e nt D osi n g P eri o d.

St u d y R H C H will als o e v al u at e l on g -t er m effi c a c y a n d s af ety of  ix e ki z u m a b d uri n g t h e E xt e n d e d 
Tr e at m e nt P eri o d ( P eri o d 3) f or a t ot al tr e at m e nt d ur ati o n of 1 y e ar ( 5 2 w e e ks) .  

Fi g ur e R H C H . 1 ill ustr at es t h e st u d y d esi g n; b ot h tr e at me nt gr o u ps a n d a d mi nistr ati o n of t h e 
i n v esti g ati on al pr o d u ct ar e d es cri b e d i n S e ct i on 7. 1 ; a n d t h e St u d y  Dr u g A d mi ni str atio n L o g is 

d es cri b e d i n S e cti o n 7. 2. 1 .

All pr o c e d ur es t o b e c o n d u c t e d d uri n g t h e st u d y, i n cl u di n g ti mi n g of all pr o c e d ur es, ar e i n di c at e d 

i n t h e S c h e d ul e of A ct i viti es ( S e ctio n 2 ).  S ele ct e d st u d y  pr o c e d ur es ar e t o b e p erf or m e d pri or t o 
a d mi nistr ati o n of t h e i n v esti g at i on al pr o d u ct, as a p pli c a bl e. A p p e n di x 2 lists t h e s p e cifi c 

l a b or at or y t ests t h at will be p erf or m e d f or t hi s st u d y.  P atie nts dis c o nt i n ui n g fr om st u d y 
tr e at me nt w h o h a v e r e c ei v e d at l e ast 1 d os e of i n v esti g at i on al pr o d u ct will c o nt in u e t o t h e e arl y  

t er mi n ati o n visit ( E T V) pri or t o pr o c e e di n g t o t h e P ost-Tr e at m e nt F oll o w -U p P eri o d.  F or t h e 
m a n a g e m e nt of p ati e nt s af et y,  all p ati e nt s ar e t o b e m o nit or e d t hr o u g h t h e P ost -Tr e at m e nt 

F o ll ow- U p P eri o d at l e ast as fr e q u e nt l y as i n di c at e d i n t he S c h e d ul e of A cti vit i es ( S e ctio n 2 ).

E x cl u d e d a n d c o n c o mit a nt m e di c at i ons ar e d et ail e d i n S e ct i on 7. 7 .

P h ar m a c o ki n eti c ( P K) s a m pli n g is d et ail e d i n S e ct i o n 9. 5 .
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Fi g ur e R H C H . 1 ill ustr at es t h e st u d y d esi g n.

A b br e vi ati o ns:  L V = l ast visit; L Y = i x e ki z u m a b; n = n u m b er of p ati e nts; Q 4 W = e v er y 4 w e e ks; S C = s u b c ut a n e o us; V = st u d y visit; W = st u d y w e e k.

a All p ati e nts will r e c ei v e 2 i nj e cti o ns at b as eli n e, as d et ail e d i n S e cti o n 7. 1 .  P ati e nts r a n d o mi z e d t o t h e i x e ki z u m a b r e gi m e n will r e c ei v e a 1 6 0 m g st arti n g 

d os e.

b All p ati e nts will r e c ei v e 2 i nj e cti o ns at W e e k 1 6, as d et ail e d i n S e cti o n 7. 1 .  P ati e nts r a n d o mi z e d t o pl a c e b o at W e e k 0 will b e gi n i x e ki z u m a b 8 0 m g Q 4 W at 

W e e k 1 6 wit h a 1 6 0 m g st arti n g d os e , a n d p ati e nts r a n d o mi z e d t o i x e ki z u m a b at W e e k 0 will r e c ei v e 1 i x e ki z u m a b 8 0 m g i nj e cti o n a n d 1 pl a c e b o i nj e cti o n at 

W e e k 1 6 t o m ai nt ai n t h e bli n di n g ( S e cti o n 7. 1 ).

c P ati e nts w h o dis c o nti n u e fr o m st u d y tr e at m e nt f or a n y r e as o n a n d w h o h a v e r e c ei v e d at l e ast 1 d os e of i n v esti g ati o n al pr o d u ct will c o nti n u e t o t h e e arl y 

t er mi n ati o n visit ( E T V) b ef or e e nt eri n g t h e P ost-Tr e at m e nt F oll o w -U p P eri o d.  V 8 0 1 a n d V 8 0 2 ar e r e q uir e d f or all p ati e nts (S e cti o n 9. 4. 1 0 ).

Fi g ur e R H C H . 1. Ill u str ati o n of st u d y d e si g n f or Cli ni c al Pr ot o c ol I 1 F-M C -R H C H .
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5. 2. N u m b e r of P a rti ci p a nt s
P arti ci p a nts will b e s cr e e n e d t o a c hi e v e 1 4 0 r a n d o mi z e d p arti ci p a nts f or a n esti m at e d t ot al of 7 0
e v al u a bl e p art i ci p a nts p er tr e at me nt gr o u p.

5. 3. E n d of St u d y D efi niti o n
E n d of t h e st u d y is t h e d at e of t h e l ast visit or l ast s c h e d ul e d pro c e d ur e s h o w n i n t h e S c h e d ul e o f 
A ct i viti es ( S e ctio n 2 ) f or t h e l ast p ati e nt i n t h e tri al .

5. 4. S ci e ntifi c R ati o n al e f o r St u d y D e si g n
Ix e ki z u m a b 8 0 m g Q 4 W wi t h a 1 6 0 mg st arti n g d os e will b e st u di e d as d et ail e d i n S e ct i on 7. 1 .
D o s e j ustifi c at i on is o utli n e d i n S e cti on 5. 5 .  T h e st u d y bli n d is m ai nt ai n e d as d es cri b e d i n 
S e cti o n 7. 3 .

T h e pl a c e b o -c o nt r oll e d Bli n d e d Tr e at m e nt D o si n g P eri o d ( P eri o d 2) i s d esi g n e d t o mi ni mi z e bi as 
i n t h e e v al u ati on of i x e ki z u m a b i n p at i ent s wit h r- a x S p A f or b ot h effi c a c y a n d s af ety.   All 

p ati e nt s m a y still r e c ei v e tr e at m e nt i n t h e f or m of t h e all o w e d c o n c o mit a nt m e di c at i ons as 
d es cri b e d i n t h e st u d y  in cl usi o n a n d e x cl usi o n cri t eria ( S e cti o ns 6. 1 a n d 6. 2 ) a n d c o n c o mit a nt 

t her a p y  ( S e ctio n 7. 7 ).  P atie nts c a n b e dis c o nt i n u e d fr om st u d y tr e at me nt at a n y  ti m e b y 
i n v esti g at or or p ati e nt d e cisi on if t h e y ar e c o nsi d er e d t o b e r e c ei vi n g i ns uffi ci e nt b e n efit fr om 

st u d y tr e at me nt ( S e cti o n 8. 1 ).

As of W e e k 1 6 ( aft er c o m pl eti o n o f P eri o d 2), i n v esti g at ors ar e all o w e d t o a dj ust s o m e 

c o n c o mit a nt m e di c at i ons, if n e e d e d, as s p e cifi e d i n S e cti o n 7. 7 , a cr oss all tr e at m e nt gr o u ps. 

P ati e nt s ori gi n all y assi g n e d t o pl a c e b o d uri n g P eri o d 2 will r e c ei v e i x e ki z u m a b 8 0 m g Q 4 W wit h 

a 1 6 0 m g st arti n g d os e at W e e k 1 6.  

I x e ki z u m a b 8 0 m g Q 4 W is c o nt i n u e d b e y on d W e e k 1 6 t o f urt h er ass ess s af et y a n d effi c a c y 

d uri n g t h e E xt e n d e d Tr e at m e nt P eri o d ( P eri o d 3).   

T h e eff e ct i v e n ess of i x e ki z u m a b i n tr e ati n g r-a x S p A will b e ass ess e d pri m aril y b y  t h e A S A S 4 0 

r es p o ns e r at e i n b D M A R D -n aï v e p at i ent s at W e e k 1 6.  A S A S 4 0 a n d A S A S 2 0 r es p o n s e will als o 
b e ass ess e d i n o v er all  st u d y p o p ulat i on at W e e k 1 6.  T h es e m e as ur es a n d t h e W e e k 1 6 e n d p o i nt 

ar e i n ali g n m e nt wit h effi c a c y  e n d p oi nts f or c urr e ntl y a p pr o v e d r- a x S p A t her a pi es a n d wit h 
r e g ulat or y  g ui d a n c e ( E M A 2 0 0 9).  St e a d y st at e e x p os ur e of i x e ki z u m a b is e x p e ct e d t o b e 

r e a c h e d b y W e e k 1 6.  B as e d o n pr e vio u s st u di e s wi t h ix e ki z u m a b i n p ati e nts wit h p s ori asis , R A, 
Ps A a n d r - a x S p A, ma xi m u m  or n e ar ma xi m u m  cli ni c al eff e ct i n r- a x S p A w er e a c hi e v e d wit hi n 

t his t i m e fr a m e f or i x e ki z u m a b tr e at m e nt (Gr iffith s et al . 2 0 1 5; G e n o v es e et al . 2 0 1 6; M e as e el  
al . 2 0 1 7; N as h et al. 2 0 1 7; v a n d er H eij d e et al. 2 0 1 8; D e o d h ar et al. 2 0 1 9 b) .  

B as eli n e C- r e a cti v e pr ot ei n (C R P ) h as b e e n r e p ort e d as a pr e di ct or of r es p o ns e i n p ati e nts wit h r-
a x S p A tr e at e d wit h T N F in hi bit ors (I n ma n et al . 2 0 0 8; d e Vrie s et al . 2 0 0 9; Si e p er et al. 2 0 1 1; 

V ast es a e g er et al. 2 0 1 1); h e n c e, b y i n cl u di n g it as a str atifi c ati o n f a ct or, it e ns ur es b al a n c e i n 
b as eli n e C R P l e v els , r e s ultin g i n gr e at er c o m p ar a bilit y a cr o s s tr e at m e nt gr o u ps at b a s eli n e.  

Si mil arl y, t h e pri or T N F in hi bit ors us e d h as b e e n r e p ort e d t o p ot e nti all y i m p a ct r es p o ns e r at es of 
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s u bs e q u e nt l y us e d bi ol ogi cs ( Li e et al. 2 0 1 1; Gli nt b or g et al . 2 0 1 3); t h er ef or e, p ati e nts will als o 

b e str atifi e d b as e d o n pri or T N F in hi bit or e x p er i en c e d or bi ol o gi c al  n aï v e . T h us b as eli n e st at us 
will pr o d u c e t h e f o ll owi n g 3 str at a:  

1) A S p ati e nts w h o ar e bi o l ogi c n aï v e a n d h a v e n or m al  bas eli n e C R P.

2) A S p ati e nts w h o ar e bi o l ogi c n aï v e a n d h a v e el e v at e d b as eli n e C R P.

3) A S p ati e nts w h o h a v e d e m o n str at e d eit h er i nt ol er a n c e or i n a d e q u at e r es p o ns e t o o n e T N F 

i n hi bit or a n d h a v e el e v at e d b as eli n e C R P.

T h e E xt e n d e d Tr e at m e nt P eri o d ( P eri o d 3) will p er mit c oll e cti o n of d at a f or t h e ass ess m e nts of 

m ai nt e n a n c e of effi c a c y a n d l o n g -t er m s afet y wi t h i x e ki z u ma b.

T h e P ost -Tr e at m e nt F oll o w -U p P eri o d ( P eri o d 4) i s i m p ort a nt f or s af ety a n d effi c a c y m o nit ori n g 

f oll owi n g a d mi nistr ati o n of t h e l ast st u d y  tr e at m e nt.

5. 5. J u stifi c ati o n f o r D o s e
T h e tr e at m e nt r e gi m e n t o b e e v al u at e d i n t his st u d y (i x e ki z u m a b 8 0 m g Q 4 W wit h a st arti n g 

d os e of 1 6 0 m g a d mi nist er e d s u b c ut a n e o usl y ) w as s el e ct e d b as e d o n cli ni c al a n d 
P K/ p h ar m a c o d y n a mi c ( P D) d at a fr o m p s ori asis, R A a n d r- a x S p A st u di es. 

E xt e nsi v e d os e -r a n gi n g st u di es w er e c o n d u ct e d i n ps ori asis a n d R A p o p ul at i ons , e x plori n g 
m ult i pl e d os es of i x e ki z u m a b i n b ot h i n di c at i ons.  T h e d os e -r a n gi n g st u d y in R A i n cl u d e d 2 

diff er e nt p ati e nt p o p ul at i ons ( b D M A R D -n aï v e a n d T N F -i n a d e q u at e r es p o n d ers) ( G e n o v es e et al. 
2 0 1 4 .  

Fi n all y , th e effi c a c y of c o m m o n tr e at m e nt r e gi m e ns of o t her t h er a pi es ( m o st T N F i n hi bit ors a n d 
s e c u ki n u m a b) h a s b e e n d e m o n str at e d a cr oss v ari o us r h e u m at ol o gi c al c o n dit i ons ( R A, Ps A, 

a x S p A) ( Si m p o ni ® p a c k a g e i ns ert, 2 0 1 5 ; 2 0 1 5 p a c k a g e i ns erts f or Ci m zi a ®, C os e nty x ®, 
E n br el ®, a n d H u mi r a ®; S a nf or d a n d M c K e a g e 2 0 1 5). 

C oll e ct i v el y, t hes e c urr e nt i nt er n al (i x e ki z u m a b) a n d e xt er n al ( T N F i n hi bit ors a n d s e c u ki n u m a b) 
s ci e ntifi c d at a s u p p ort t h e r ati o n al e f or st u d yi n g i x e ki z u m a b i n p at i ent s wit h r- a x S p A wi t h t h e 

pr o p os e d tr e at m e nt r e gi m e n of  ix e ki z u m a b 8 0 m g Q 4 W wit h a st arti n g d os e of 1 6 0 m g . 
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6. St u d y  P o p ul ati o n

T h e st u d y  p o p ulat i on will i n cl u d e p ati e nts wit h a pri or p h y si ci a n di a g n osis of a x S p A w h o f ulfill 
pr ot o c ol  crit eri a for a cti v e r- a x S p A ( wit h s a cr oiliitis d efi n e d r a dio gr a p hi c all y  a c c or di n g t o t h e 

m o difi e d N e w Y or k [ m N Y] cri t eri a, b ase d o n c e ntr al  r e a di n g, ass o ci at e d wit h at l e ast 1 S p A 
f e at ur e a n d [A p p e n di x 5 ]), w h o h a v e gi v e n writt e n i nf or m e d c o ns e nt.  

St u d y  in v esti g at or(s) will r e vi e w p ati e nt hist or y  a n d s cr e e ni n g t est r es ults fr om Vi si t 1 ( all 
cri t eri a), a n d Visit 2 as p er t h e S c h e d ul e of A ctivit i es (S e cti o n 2 ) t o d et er mi n e if t h e p at i ent  

m e ets all i n cl usi o n a n d n o n e of t h e e x cl usi o n cri t eri a t o q u alif y for p arti ci p at i on i n t h e st u d y.  All 
s cr e e ni n g a cti vit i e s mu st b e c o m pl et e d a n d r e vi e w e d b ef or e t h e p ati e nt is r a n d o mi z e d.  P ati e nts 

m a y b e r es cr e e n e d i n t h e cir c u mst a n c es d es cri b e d i n S e cti o n 6. 4 .

Pr os p e cti v e a p pr o v al o f pr ot o c ol  d e vi atio n s t o r e cr ui t me nt a n d e nr o ll m e nt crit eri a, als o k n o w n as 

pr ot o c ol  w ai v ers or e x e m pti ons, ar e n ot p er mitt e d.

I n t his pr ot o c ol s e cti on, t h e f o ll owi n g d efi nit i ons a p pl y:

 S cr e e ni n g is d efi n e d as Visit 1, u p t o 4 2 d a y s prior t o b as eli n e r a n d o mi z at i on.  

 B as eli n e r a n d o mi z ati o n visit is d efi n e d as Visit 2 ( W e e k 0).

6. 1. I n cl u si o n Crit eri a
P ati e nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y  o nl y if t h e y me et all  of t h e foll o wi n g crit eri a at 
s cr e e ni n g or as s p e cifi e d:

T y p e of P ati e nt a n d Dis e as e C h a r a ct e risti cs

[ 1] H a v e a n est a blis h e d di a g n osis of r- a x S p A wi t h s a cr oiliitis d efi n e d r a di o gr a p hi c all y 

a c c or di n g t o t h e m N Y crit eri a ( v a n d er Li n d e n et al. 1 9 8 4) b as e d o n c e ntr al r e a di n g:  
s a cr oiliit is gr a d e ≥ 2 bil at er all y  or gr a d es 3 t o 4 u nil at er all y.

A N D

At  l e ast 1 S p A f e at ur e, a c c or di n g t o A S A S crit eri a ( R u dw al ei t et al. 2 0 0 9; Sie p er et al . 

2 0 0 9 ), list e d i n A p p e n di x 5 .

[ 2] P ati e nts h a v e a hist or y  of c hr o ni c b a c k p ai n ≥ 3 m o n t hs wit h a g e at o ns et < 4 5 y e ars.

[ 3] H a v e a ct i v e r- a x S p A d efi n e d as B A S D AI ≥ 4 a n d t ot al b a c k p ai n ≥ 4 ( Si e p er et al. 2 0 0 9, 
B o x 2 5 S pi n al P ai n) o n a n N R S at s cr e e ni n g a n d b as eli n e.

[ 4] Bi ol o gi c n aï v e or h a v e h a d pri or tr e at m e nt wit h 1 T N F i n hi bit or.   T h e T N F i n hi bit or 
e x p eri e n c e d p at i ent  must h a v e di s c o nti n u e d T N F i n hi bit or d u e t o eit h er i nt ol er a n c e or a n 

i n a d e q u at e r es p o ns e a n d h a v e el e v at e d b as eli n e C R P ( d efi n e d as:  I n t h e o pi ni o n of t h e 
i n v esti g at or, t h e p ati e nt h a d a n i n a d e q u at e r es p o ns e t o at l e ast 1 2 w e e ks of tr e at m e nt wit h 

a T N F i n hi bit or at a n a d e q u at e d os e a n d b as eli n e C R P > 5. 0 0 m g/ L ). Bi ol o gi c n aï v e
p ati e nt w o ul d b e e nr oll e d r e g ar dl ess of t h e C R P l e v el.
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N ot e:  T h e f o ll owi n g w as h o ut p eri o ds pri or t o b as eli n e r a n d o mi z at i on m ust b e f o ll ow e d:  

et a n er c e pt ≥ 2 8 d a ys; i nfli xi m a b, a d ali m u m a b, or c ert oli z u m a b p e g ol ≥ 6 0 d a ys; 
g oli m u m a b ≥ 9 0 d a ys.

[ 5] M ust h a v e h a d a n i n a d e q u at e r es p o ns e, as d et er mi n e d b y t h e i n v est i g at or, t o 2 or m or e 

N S AI Ds at t h e t h er a p e uti c d os e r a n g e f or a t ot al d ur ati o n of at l e ast 4 w e e ks O R h a v e a 
hi st or y  of dis c o nt i n u ati on d u e t o i ntol er a n c e t o ≥ 2 N S AI Ds .  

[ 6] P ati e nt s m ust h a v e a hist or y  of prior t h er a p y  for a x S p A of at l e a st 1 2 w e e k s pri or t o 
s cr e e ni n g.  E x a m pl es of pri or t h er a p y ma y  in cl u d e b ut ar e n ot li mit e d t o p h y si c al t h er a p y,

N S AI D, a n d T N F i n hi bit or tr e at m e nt.

[ 7] If t a ki n g N S AID s or c y cl o o x y g e n as e -2 ( C O X - 2) i n hi bit ors, t h e d os e m ust b e st a bl e f or at 

l e ast 2 w e e ks pri or t o b as eli n e r a n d omi z at i on.

P ati e nt C h a r a ct e risti cs

[ 8] Ar e a m b ul at or y  mal e or f e m al e p at i ent s ≥ 1 8 y e ars of a g e at ti m e of s cr e e ni n g.

[ 9] M ust a gr e e t o us e a r eli a bl e m et h o d of  birt h c o ntr ol:

 If a m al e p ati e nt, p ati e nt a gr e es t o us e a r eli a bl e m et h o d of birt h c o ntr ol d uri n g 
t he st u d y  a n d for at l e ast 1 2 w e e ks f o ll owi n g t h e l ast d os e of i n v esti g ati o n al 

pr o d u ct, w hi c h e v er is l o n g er.  M et h o ds of birt h c o ntr ol i n cl u d e, b ut ar e n ot li mit e d 
t o, c o n d o ms with s p er mi ci d e a n d m al e st erili z ati o n.

O R

 If a f e m al e p ati ent  is a w o m a n of c hil d b e ari n g p ot e nti al w h o t ests n e g ati v e f or 

pr e g n a n c y a n d a gr e es t o us e a r eli a bl e m et h o d of birt h c o ntr ol or r e m ai n a bst i n e nt 
d uri n g t h e st u d y  a n d for a t l e ast 1 2 w e e ks f oll owi n g t h e l ast d os e of i n v est i g ati on al 

pr o d u ct, w hi c h e v er is l o n g er.  M et h o ds of c o ntr a c e pti o n i n cl u d e, b ut ar e n ot 
li mit e d t o:  or al c o ntr a c e pti v es, c o ntr a c e pti v e p at c h, i nj e ct a bl e or i m pl a nt a bl e 

c o ntr a c e pti v es, i ntr a ut eri n e d e vi c e, v a gi n al ri n g, di a p hr a g m wit h c o ntr a c e pti v e g el, 
or c o n d o m wit h c o ntr a c e pti v e f o a m.

O R

 If a f e m al e p ati ent  is a w o m a n of n o n c hil d b e ari n g p ot e nti al, s h e m ust t est 

n e g at i v e f or pr e g n a n c y a n d i s n ot r e q uir e d t o us e a n y met h o d of birt h c o ntr ol .  
N o n c hil d b e ari n g p ot e nti al is d efi n e d as:  

W o m e n w h o h a v e h a d s ur gi c al st erili z at i on ( h yst er e ct o m y or bil at er al 
o o p h or e ct o m y  or t u b al li g ati on)  

- or 

W o m e n w h o ar e ≥ 6 0 y e ars of a g e  

- or 
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W o m e n ≥ 4 0 a n d < 6 0 y e ars of a g e w h o h a v e h a d a c ess at i on of m e ns es f or 

≥ 1 2 m o nt hs a n d a f ol li cl e sti m ul ati n g h or m o n e ( F S H) t est c o nfir mi n g 
n o n c hil d b e ari n g p ot e nti al ( ≥ 4 0 m I U/ m L or ≥ 4 0 I U/ L).

I nf o r m e d C o ns e nt

[ 1 0] H a v e gi v e n writt e n i nf or m e d c o ns e nt a p pr o v e d b y Lill y, or its d esi g n e e, a n d 
t he I n v est i g ati on al R e vi e w B o ar d (I R B)/ Et hi c al R e vi e w B o ar d ( E R B) 
g o v er ni n g t h e sit e.

6. 2. E x cl u si o n C rit e ri a
P ati e nt s will  be e x cl u d e d fr o m  st u d y e nr oll m e nt if t h e y m e et a n y of t he f o ll owi n g cri t eria at

s cr e e ni n g or as s p e cifi e d:

M e di c al C o n diti o ns

[ 1 1] H a v e t ot al a n k yl osis of t h e s pi n e, as ass ess e d l o c all y, b as e d o n l at e r al 
r a dio gr a p hs of t h e c er vi c al a n d l u m b ar s pi n e .

[ 1 2] H a v e a hist or y  of ot h er s yst e mi c i nfl a m m at or y dis e as es (s u c h as b ut n ot 
li mit e d t o:  l u p us, v as c ulitis or R A), or ot h er c hr o ni c p ai n c o n diti ons (s u c h as 
b ut n ot li mit e d t o fi br o m y al gi a) t h at mi g ht c o nf o u n d t he e v al u ati o ns of b e n efit 
fr om i x e ki z u m a b t h er a p y.  

N ot e :  P atie nt s wi t h p s oria si s t h at h a v e n e v er r e c ei v e d a n d d o n ot r e q uir e
s yst e mi c tr e at m e nt f or ps ori asis, s u c h as b ut n ot li mit e d t o or al a g e nts or 
bi o l ogi c t h er a pi es, c a n b e i n cl u d e d pr o vi d e d t h es e p ati e nt s f ulfill  t h e e ntr y 
cri t eri a.

[ 1 3] H a v e a ct i v e Cr o h n’s dis e as e ( C D) or a cti v e ul c er ati v e c olitis ( U C).

N ot e :  P atie nt s m a y  be e nr oll e d if t h e y h a v e h a d a hist or y  of i nfl a m m at or y 
b o w el  dis e as e (I B D), i n cl u di n g C D a n d U C, b ut h a v e h a d n o e x a c er b ati on f or 
≥ 6 m o nt h s pri or t o b as eli n e r a n d o mi z at i on a n d, if c urr e ntl y o n tr e at m e nt, m ust 
b e o n st a bl e tr e at m e nt f or ≥ 6 m o nt hs pri or t o b as eli n e r a n d o mi z ati o n.  

[ 1 4] H a v e e vi d e n c e of a cti v e a nt eri or u v eit is ( a n a c ut e e pis o d e) wit hi n t h e l ast 
4 w e e ks pri or t o b as eli n e r a n d o m i z ati on.
N ot e :  T h es e p ati e nts m a y b e r es cr e e n e d o nl y o n e ti m e ≥ 4 w e e ks aft er 
r e s olut i on of a c ut e s y m pt o ms .  

[ 1 5] H a v e c urr e nt or a hist or y  of ly m p h o pr olif er at i v e dis e as e, or si g ns or 
s y m pt o ms of l y m p h o pr olif er at i v e dis e as e wit hi n 5 y e ars pri or t o b as eli n e 
r a n d omi z at i on; or h a v e a cti v e or hist or y  of mali g n a nt dis e as e wit hi n 5 y e ars 
pri or t o b as eli n e r a n d o mi z at i on.

[ 1 6] H a v e a hist or y  of fl ui d o v erl o a d, m y o c ar di al i nf ar cti o n ( MI), u n c o m p e ns at e d 
h e art f ail ur e, or e vi d e n c e of n e w - o ns et is c h e mi c h e art dis e as e or i n th e 
o pi ni o n of t h e i n v est i g at or ot h er s eri o us c ar di a c dis e as e, wit hi n 1 2 w e e ks pri or 
t o b as eli n e r a n d o mi z ati o n.  
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[ 1 7] Pr es e n c e of si g nifi c a nt u n c o ntr oll e d c er e br o c ar di o v as c ul ar e v e nts (f or 
e x a m pl e, u nst a bl e a n gi n a, u nst a bl e art eri al h y p ert e nsi o n, m o d er at e -t o-s ev er e 
h e art f ail ur e [ N e w Y or k H e art Ass o ci at i on cl ass III/I V], or c er e br o v as c ul ar 
a c ci d e nt) at s cr e e ni n g t h at, i n t h e o pi ni o n of t h e i n v esti g at or, p os e a n 
u n a c c e pt a bl e ris k t o t h e p ati e nt if p arti ci p at i n g i n t h e st u d y or of int erf eri n g 
wi t h t h e i nt er pr et atio n of  d at a. 

[ 1 8] Pr es e n c e of a n y c o m o r bi d r es pir at or y, h e p ati c, r e n al, g astr oi nt esti n al, 
e n d o cri n e, h e m at ol o gi c dis or d ers, at s cr e e ni n g t h at, i n t h e o pi ni o n of t h e 
i n v esti g at or, p os e a n u n a c c e pt a bl e ris k t o t h e p ati e nt if p arti ci p ati n g i n t h e 
st u d y or of int er f eri n g wit h t h e i nt er pr et ati o n of d at a.

[ 1 9] Pr es e n c e of a n y n e ur o l ogi c or n e ur o p s y c hi atri c di s or d ers, at s cr e e ni n g t h at, i n 
t he o pi ni o n of t h e i n v est i g at or, p os es a n u n a c c e pt a bl e ris k t o t h e p ati e nt if 
p arti ci p at i n g i n t h e st u d y or of i nt erf eri n g with t h e i nt e r pr et atio n of  d at a.

[ 2 0] Pr es e n c e of si g nifi c a nt u n c o ntr oll e d n e ur o ps y c hi atri c dis or d er; h a v e r e c e nt 
hi st or y  ( wit hi n 3 0 d a ys pri or t o s cr e e ni n g visit [ Visit 1] a n d a n y tim e b et w e e n 
s cr e e ni n g visit [ Visit 1] a n d b as eli n e r a n d o mi z at i on [ Visit 2]) of a s ui ci d e 
att e m pt; or h a v e a s c or e of 3 o n It e m 1 2 ( T h o u g hts of D e at h or S ui ci d e) of t h e 
Q ui c k I n v e nt or y  of D e pr essi v e S y m pt o mat ol o g y -s elf r e p ort ( 1 6 it e ms) ( QI D S -
S R 1 6) at s cr e e ni n g or b as eli n e r a n d o mi z at i on or ar e cli ni c all y  ju d g e d b y  t h e 
i n v esti g at or t o b e at ris k f or s uici d e. 

[ 2 1] H a v e pr es e n c e or p ers o n al hist or y  or fa mil y hist or y  ( 1st d e gr e e r el ati v e) of 
d e m y eli n at i n g dis or d er.

N ot e :  1st d e gr e e m e a ns c hil d, p ar e nt, or si bli n g, pr o vi d e d a bl o o d r el ati o ns hi p 
e xists. 

[ 2 2] P ati e nts w h o h a v e:

 i n t h e p ast 1 2 w e e ks pri or t o b as eli n e r a n d o mi z at i on:

o h a d a s eri o us i nf e ct i on (f or e x a m pl e, p n e u m o ni a, c ell ulit is), 

o h a v e b e e n h os pit ali z e d f or a n i nf e ct i on,

o or h a v e r e c ei v e d i ntr a v e n o us (I V) a nti bi ot i cs f or a n i nf e cti on, 

 or i n t h e p ast 2 4 w e e ks pri or t o b as eli n e r a n d o mi z ati o n h a d a s eri o u s 
b o n e or j oi nt  i nf e cti on

 or h a v e e v er h a d, 

o a n i nf e cti o n of a n artifi ci al j o i nt, 

o a n i nf e cti o n t h at o c c urs wit h i n cr e as e d i n ci d e n c e i n a n 
i m m u n o c o mpr o mis e d h ost (i n cl u di n g, b ut n ot li mit e d t o, 
P n e u m o c yst is jir o v e cii p n e u m oni a, s y m pt o m at i c 
hist o pl a s m o sis, or c o c cidi oi d o m y c osis)
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[ 2 3] H a v e a k n o w n i m m u n o d efi ci e n c y or ar e i m m u n o c o m pr o mis e d t o a n e xt e nt 
s u c h t h at p arti ci p at i on i n t h e st u d y w o uld p os e a n u n a c c e pt a bl e ris k t o t h e 
p ati e nt.

[ 2 4] H a v e or h a d a h er p es z ost er or a n y ot h er cli ni c all y a p p ar e nt v ari c ell a -z ost er 
vir us i nf e ct i on wi t hi n 1 2 w e e ks of b as eli n e r a n d o mi z ati on.

[ 2 5] H a v e a n y ot h er a cti v e or r e c e nt i nf e ct i on wi t hi n 4 w e e ks of b as eli n e 
r a n d omi z at i on t h at i n t h e o pi ni o n o f t he i n v est i g at or, w o ul d p os e a n 
u n a c c e pt a bl e ris k t o t h e p ati e nt if p arti ci p at i n g i n t h e st u d y.

N ot e :  T h es e p ati ent s ma y  be r es cr e e n e d o n e ti m e ≥ 4 w e e ks aft er r es ol uti o n o f 
s y m pt o ms.

[ 2 6] H a v e a k n o w n all er g y or h y p er s e n si tivit y t o a n y  bi olo gi c t h er a p y  t h at w o uld 
p os e a n u n a c c e pt a bl e ris k t o t h e p ati e nt if p art i ci p ati n g i n t his st u d y.  

[ 2 7] H a v e h a d s ur gi c al tr e at m e nt of a j o i nt t h at is t o b e ass ess e d i n t h e st u d y wit hi n 
8 w e e ks pri or t o b as eli n e r a n d o mi z at i on or will r e q uir e s ur gi c al tr e at m e nt of a 
j oi nt t h at is t o b e ass ess e d i n t h e st u d y d uri n g t h e first 1 6 w e e ks of t h e tri al.  

[ 2 8] H a v e h a d a n y  maj or s ur g er y wit hi n 8 w e e ks pri or t o b as eli n e r a n d o mi z ati on, 
or will r e q uir e m aj or s ur g er y  d uri n g t h e st u d y t h at i n t h e o pi ni on of t h e 
i n v esti g at or a n d i n c o ns ult ati on wi t h Lill y or it s d e si g n e e w o uld p os e a n 
u n a c c e pt a bl e ris k t o t h e p ati e nt.  

P ri o r/ C o n c u r r e nt T h e r a p y o r Cli ni c al T ri al E x p e ri e n c e

[ 2 9] H a v e r e c ei v e d c D M A R Ds a n d/ or ot h er t h er a pi es s u c h as b ut n ot li mit e d t o:  
g ol d s al t s, c y clo s p ori n e, a z at hi o pri n e, d a ps o n e, 6 -m er c a pt o p uri n e, 
m y c o p h e n o l ate m of etil, or a n y  ot h er i m m u n os u p pr essi v e a g e nts wit hi n 4 
w e e ks p rior t o b as eli n e r a n d o mi z at i on.

E x c e pt i on:  M T X ( or al or p ar e nt er al u p t o 2 5 m g/ w e e k), s ulf as al a zi n e ( u p t o 
3 g/ d a y ), or h ydr o x y c hl or o q ui n e ( u p t o 4 0 0 m g/ d a y) m a y b e all o w e d I F at 
st a bl e d os e f or at l e ast 4 w e e ks pri or t o b as eli n e r a n d o mi z at i on. 
A N D
if u s e d, m ust n ot b e i n a n y c o m bi n ati o n wit h ot h er c D M A R Ds.

N ot e :  If M T X is us e d, l o c al st a n d ar d of c ar e is t o b e f oll ow e d f or 
c o n c o mit a nt a d mi nistr ati o n o f f oli c or f oli ni c a ci d wit h M T X.

[ 3 0] Us e of or al c orti c ost er oi ds > 1 0 m g/ d a y pr e d nis o n e or i ts e q ui v al e nt.

N ot e :  If p ati ent s ar e t a ki n g pr e d nis o n e or i ts e q ui v al e nt a n d t h e d os e is ≤ 1 0 
m g/ d a y , t h e d o s e must b e st a bl e f or at l e ast 4 w e e ks pri or t o b as eli n e 
r a n d omi z at i on.
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[ 3 1] H a v e r e c ei v e d a n y pri or, or ar e c urr e ntl y  r e c ei vi n g, tr e at me nt wi t h biol o gi c or 
ot h er i m m u n o m o d ul at or y  a g e nts, i n cl u di n g i n v esti g ati o n al t h er a pi es (s u c h as 
b ut n ot li mit e d t o J a n us ki n as e (J A K) i n hi bit ors, I L-1, I L -6 , I L -2 3 , I L - 1 7 
(in cl u di n g i x e ki z u m a b), I L- 1 7 R, T c ell, or B c ell t ar g et e d t h er a pi es).
N ot e :  Pr e vi o us T N F i n hi bit or t h er a p y is p er mitt e d.

[ 3 2] Ar e c urr e nt l y e nr oll e d i n, h a v e p arti ci p at e d, or dis c o nti n u e d fr o m a cli ni c al 
trial  in v o l vi n g a n i n v esti g ati on al pr o d u ct or n o n a p pr o v e d us e of a dr u g or 
d e vi c e wit hi n t h e l ast 3 0 d a ys pri or t o s cr e e ni n g or a p eri o d of at l e ast 5 h alf -
li v es of th e l ast a d mi nistr ati o n of t h e dr u g, w hi c h e v er is l o n g er. 

N ot e:   I n v esti g ati on al pr o d u cts t h at ar e bi o l ogi c or ot h er i m m u n o m o d ul at or y  
a g e nts ar e n ot p er mitt e d r e g ar dl ess of w as h o ut p eri o d ( d es cri b e d i n crit eri o n 
a b o v e).

[ 3 3] Ar e c urr e nt l y e nr oll e d i n a n y ot h er cli ni c al st u d y i n v ol vi n g a n i n v esti g ati on al 
pr o d u ct or a n y  ot h er t yp e of m e di c al r es e ar c h j u d g e d n ot t o b e s ci e nt ifi c all y or 
m e di c all y c o m p at i bl e wit h t his st u d y.

[ 3 4] Ar e c urr e nt l y r e c ei vi n g or h a v e r e c ei v e d tr e at m e nt wit h d e n os u m a b wit hi n 
6 m o nt h s pri or t o b a s eli n e r a n d o mi z ati o n.

[ 3 5] H a v e r e c ei v e d a n y p ar e nt er al gl u c o c orti c o i d a d mi nist er e d b y i ntr a-arti c ul ar, 
i ntr a mus c ul ar, or I V i nj e ct i on wi t hi n 6 w e e ks pri or t o b as eli n e r a n d omi z at i on, 
or f or w h o m a p ar e nt er al i nj e cti o n of gl u c o c orti c ost er oi ds is a nti ci p at e d 
d uri n g t h e Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2) of t h e st u d y.  

[ 3 6] Ar e c urr e nt l y r e c ei vi n g or h a v e r e c ei v e d a n y tr a ditio n al  C hi n e s e m e di ci n e 
( T C M) wit hi n 4 w e e ks pri or t o b as eli n e r a n d o mi z ati o n.

[ 3 7] Us e of a n y  o piat e a n al g esi c at a v er a g e d ail y  d o s e s > 3 0 mg/ d a y  of  mor p hi n e or 
its e q ui v al e nt or us e of v ari a bl e d os es of a n y o pi at e a n al g esi c wit hi n 6 w e e ks 
pri or t o b as eli n e r a n d o mi z at i on.  E x c e pti o n f or p ati e nts wit h p ai n t h at m a y 
i nterf er e wi t h u n d er g oi n g a n M RI:  p ati e nt m a y r e c ei v e pr e m e di c ati on of 
≤ 3 0 m g of m or p hi n e or e q ui v al e nt, o n t h e d a y  of t h e M RI, f or sig nifi c a nt p ai n 
a s j u d g e d b y  t h e i n v esti g at or.  

[ 3 8] H a d a li v e v a c ci n at i on wi t hi n 1 2 w e e ks pri or t o b as eli n e r a n d omi z at i on, or 
i nte n d t o h a v e a li v e v a c ci n at i on d uri n g t h e c o urs e of t h e st u d y , or wit hi n 1 2 
w e e ks of  c o mpl eti n g tr e at m e nt i n t his st u d y , or h a v e p arti ci p at e d i n a v a c ci n e 
cli ni c al st u d y  wit hi n 1 2 w e e k s prior t o b as eli n e r a n d o mi z at i on.  I n v esti g at ors 
ar e t o r e vi e w t h e v a c ci n ati o n st at us of t h eir p ati e nts a n d f o ll ow t h e l o c al  
g ui d eli n es f or a d ul t v a c ci nat i on wi t h no nli v e v a c ci n es i nt e n d e d t o pr e v e nt 
i nf e cti ou s di s e a s e prior t o t h er a p y .  

N ot e :  Kill e d/i n a cti v e or s u b u nit v a c ci n es ar e e x p e ct e d t o b e s af e; h o w e v er, 
t hei r effi c a c y wit h c o n c omit a nt i x e ki z u m a b tr e at m e nt is u n k n o w n.
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[ 3 9] H a d a v a c ci n at i on wi t h B a cill us C al m ett e-G u éri n ( B C G) wit hi n 1 2 m o nt hs 
pri or t o b as eli n e r a n d o mi z at i on, or i nt e n d t o h a v e t his v a c ci n at i on wi t h B C G 
d uri n g t h e c o urs e of t h e st u d y , or wit hi n 1 2 mo nt h s of c o m pl et i n g tr e at m e nt i n 
t his st u d y.

Di a g n osti cs Ass ess m e nts

[ 4 0] H a v e a b o d y  t e mp er at ur e ≥ 3 8 ° C ( 1 0 0. 5 ° F) at b as eli n e r a n d o mi z ati o n.  

N ot e :  T h es e p ati ent s ma y  be r es cr e e n e d o n e ti m e ≥ 4 w e e ks aft er d o c u m e nt e d 
r e s olut i on of el e v at e d t e m p er at ur e.

[ 4 1] H a v e e vi d e n c e or s us pi ci o n of a ct i v e or l at e nt T B (r ef er t o S e cti o n 6. 4 f or 
r es cr e e ni n g a n d S e ct i on 9. 4. 7 f or d et ails o n d et er mi ni n g f ull T B e x cl usi o n 
cri t erio n).

[ 4 2] Ar e p o si tiv e f or h u ma n i m m u n o d efi ci e n c y vir us s er ol o g y  ( HI V); t hat i s, 
p o si tiv e f or h u m a n i m m u n o d efi ci e n c y vir us a nti b o d y ( HI V A b).  

[ 4 3] H a v e e vi d e n c e of or t est p ositi v e f or h e p atit is B vir us ( H B V) b y  t esti n g 
p o si tiv e f or:  1) H B V s urf a c e a nt i g e n ( H Bs A g +), O R 2) a nti-h e p at itis B c or e 
a nt i b o d y p o sitiv e ( H B c A b +) a n d H B V D N A ar e p o si tiv e.

N ot e :  P atie nts w h o ar e H B c A b + a n d H B V D N A n e g at i v e m a y b e e nr o ll e d i n 
t he st u d y .  P atie nt s w h o m e et t h es e crit eri a at s cr e e ni n g will b e i d e nt ifi e d b y 
t he c e ntr al  la b or at or y  a n d mo ni t or e d d uri n g t h e st u d y as d et ail e d i n S e cti on
9. 4. 1 0. 2 .

[ 4 4] H a v e e vi d e n c e of or t est p ositi v e f or h e p atit is C vir us ( H C V).  A p osit i v e t est 
f or H C V is d efi n e d as:  1) p osit i v e f or h e p atitis C a nti b o d y ( a nti –H C V A b); 
a n d 2) p osit i v e vi a a c o nfir m at or y  t est f or H C V (f or e x a m pl e, 
H C V -p ol y m er as e c h ai n r e a ct i on).

[ 4 5] H a v e el e ctr o c ar di o gr a m ( E C G) a b n or m alit i es t h at ar e c o nsi d er e d cli ni c all y 
sig nifi c a nt a n d w o ul d p os e a n u n a c c e pt a bl e ris k t o t h e p ati e nt if p art i ci p ati n g 
i n t he st u d y .  

[ 4 6] P ati e nts h a vi n g c o ntr ai n di c at i ons t o M RI (f or e x a m pl e, cl a ustr o p h o bi a, 
p a c e m a k ers, a n e ur ys m cli ps, i ntr a o c ul ar m et alli c fr a g m e nts).  

N ot e :  F or cla u str o p h o bi a, pr e m e di c at i on wi t h be n z o di a z e pi n e is all o w e d 
(in v est i g at or s h o ul d ass ess f or p ot ent i al i nter a ct i on s wi t h ot h er c o n c o mit a nt 
m e di c at i on(s) s u c h as o pi at es).

L a b o r at o r y t ests m a y n ot b e r e p e at e d u nl ess t h e r e is a t e c h ni c al e r r o r o r 
cli ni c al r e as o n t o b eli e v e a r es ult m a y n e e d t o b e r et est e d wit hi n t h e s c r e e ni n g 
p e ri o d.   L a b or at or y t ests c a n b e r e p e at e d a m a xi m u m of 1 ti m e, a n d r es ults m ust b e 
r e c ei v e d a n d r e vi e w e d pri or t o r a n d o mi z at i on.  F or eli gi bilit y,  t h e mo st r e c e nt l a b 
p a n el m ust n ot m e et a n y  of t h e foll o wi n g crit eri a:   

[ 4 7] At  s cr e e ni n g, h a v e a n e utr o p hil c o u nt < 1 5 0 0 c ells/ μ L ( < 1. 5 0 x 1 03 / µ L or 
< 1. 5 0 GI/ L).  
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[ 4 8] At  s cr e e ni n g, h a v e a l y m p h o c yt e c o u nt < 8 0 0 c ells/ μ L ( < 0. 8 0 x 1 03 / µ L or 
< 0. 8 0 GI/ L).  

[ 4 9] At  s cr e e ni n g, h a v e a pl at el et c o u nt < 1 0 0, 0 0 0 c ells/ μ L ( < 1 0 0 x 1 03 / µ L or 
< 1 0 0 GI/ L) .  

[ 5 0] At  s cr e e ni n g, h a v e as p art at e a mi n otr a nsf er as e ( A S T) or al a ni n e 
a mi n otr a nsf er as e ( A L T) > 2. 5 ti m es t h e u p p er li mit  of n or m al ( > 2. 5 x U L N).

[ 5 1] At  s cr e e ni n g, h a v e a t ot al w hit e bl o o d c ell ( W B C) c o u nt < 3 0 0 0 c ells/ μ L 
( < 3. 0 0 x 1 03 / µ L or < 3. 0 0 GI/ L).  

[ 5 2] At  s cr e e ni n g, h a v e h e m o gl obi n < 8. 5 g/ d L ( 8 5. 0 g/ L) f or m al e p ati e nts a n d 
< 8. 0 g/ d L ( 8 0 g/ L) f or f e m al e p ati e nts.

[ 5 3] H a v e ot h er cli ni c al l a b or at or y  t e st r e s ults at s cr e e ni n g t h at ar e o utsi d e t h e 
n or m al  r ef er e n c e r a n g e f or t h e p o p ul ati on a n d ar e c o nsi d er e d cli ni c all y 
sig nifi c a nt, p er i n v est i g at or ass ess m e nt. 

Ot h e r E x cl usi o ns

[ 5 4] H a v e d o n at e d b l oo d > 4 5 0 m L wi t hi n t h e l ast 4 w e e ks pri or t o s cr e e ni n g, or 
i nte n d t o d o n at e bl o o d d uri n g t h e c o urs e of t h e st u d y .

N ot e :  P atie nts w h o h a v e d o n at e d bl o o d m a y b e r es cr e e n e d o n e ti m e ≥ 4 w e e ks 
h a v e p ass e d si n c e i nit i al s cr e e ni n g.  

[ 5 5] Ar e w o m e n w h o ar e l a ct ati n g or br e astf e e di n g.

[ 5 6] Ar e i n v est i g at or sit e p ers o n n el dir e ctl y affili at e d with t his st u d y  a n d/ or t h eir 
i m m e di at e f a mili es.  I m m e di at e f a mil y is d efi n e d as a s p o us e, p ar e nt, c hil d, or 
si bli n g, w h et h er bi o l ogi c al  or le g all y a d o pt e d.

[ 5 7] Ar e Lill y  e m plo y e e s or i t s de si g n e e or ar e e m pl o y e es of t hir d -p art y  
or g a ni z at i ons i n v ol v e d i n t h e st u d y.

[ 5 8] Ar e u n willi n g or u n a bl e t o c o m pl y wit h t h e us e of a d at a c oll e ct i on d e vi c e t o 
di r e ctl y r e c or d d at a fr o m t h e p ati e nt.

[ 5 9] H a v e a n y ot h er c o n dit i on t h at pr e cl u d es t h e p ati e nt fr o m f oll owi n g a n d 
c o m pl et i n g t h e pr ot o c ol, i n t h e o pi ni on of t h e i n v esti g at or.  

6. 3. Lif e st yl e R e st ri cti o n s
N ot a p pli c a bl e .

6. 4. S cr e e n F ail ur e s
I n di vi d u als w h o d o n ot m e et t h e crit eri a f or p arti ci p ati o n i n t his st u d y (s cr e e n f ail ur e) ma y  b e 

r es cr e e n e d i n t h e f oll owi n g ci r c u mst a n c es:  p ati e nts w h o t est p osit i v e f or lat e nt T B at s cr e e ni n g 
m a y b e r es cr e e n e d f o ll owi n g a p pr o pri at e tr e at m e nt as d es cri b e d i n S e ct i on 9. 4. 7 ; p ati e nts w h o d o 

n ot q u alif y at s cr e e ni n g u n d er E x cl usi o n Cri t eri a [ 2 5], [ 4 0], or [ 5 4], m a y b e r es cr e e n e d o n e ti m e, 
≥ 4 w e e ks aft er d o c u m e nt e d r es ol uti o n of s y m pt o ms or fr o m t i m e of bl o o d d o n ati o n.  
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S cr e e ni n g M RIs m ust b e p erf or m e d ≤ 3 0 d a ys pri or t o b as eli n e r a n d o mi z at i on ( Visit 2).  Aft er 

c o ns ult ati o n wit h Lill y m e di c al, p a tie nt s m a y b e r es cr e e n e d if s cr e e ni n g M RI(s) of t h e s pi n e 
a n d/ or SIJ w er e p erf or m e d > 3 0 d a y s pri or t o b as eli n e r a n d o mi z ati o n.

If a p ati e nt is u n a bl e t o c o m pl et e all s cr e e ni n g pr o c e d ur es wit hi n t h e s cr e e ni n g p eri o d, t h e p ati e nt 

m a y b e r es cr e e n e d aft er c o ns u ltati o n wi t h Lill y me di c al.

W h e n r es cr e e ni n g is p erf or m e d, t h e i n di vi d u al m ust si g n a n e w i nf or m e d c o ns e nt f or m (I C F) a n d 

will b e assi g n e d a n e w i d e nt ifi c ati on n u m b er.  T o e ns ur e all eli gi bilit y cri t eria ar e m et, all  
s cr e e ni n g pr o c e d ur es m ust b e r e p e at e d u nl ess pr e vi o usl y c o n d u ct e d wit hi n t i m efr a m es s p e cifi e d 

i n t h e S c h e d ul e of A cti viti es (S e cti o n 2 ).
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7. Tr e at m e nt s

7. 1. Tr e at m e nt s A d mi ni st e r e d
T h e Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2) i n v o l v es a c o m p aris o n of i x e ki z u m a b 8 0 m g 
Q 4 W t o pl a c e b o. Ix e ki z u m a b tr e at m e nt r e gi m e n will i n cl u d e p at i ent s r e c ei vi n g a 1 6 0 m g 

st arti n g d os e. All d os es ar e a d mi nist er e d vi a S C i nj e ct i on .  T a bl e R H C H . 2 s h o ws t h e tr e at m e nt 
r e gi m e ns.  

At  b as eli n e ( W e e k 0), all p ati ent s will b e r a n d o mi z e d t o a tr e at m e nt r e gi m e n a n d r e c ei v e 2 
i nj e cti on s.  P ati e nts assi g n e d t o i x e ki z u m a b tr e at m e nt r e gi m e n wit h 1 6 0 m g i x e ki z u m a b st arti n g 

d os e will r e c ei v e 1 6 0 m g of i x e ki z u m a b as 2 S C i nj e ct i on s.  P ati e nts assi g n e d t o t h e pl a c e b o 
tr e at me nt gr o u p will r e c ei v e 2 S C i nj e ct i ons of pl a c e b o.  D uri n g t h e r e m ai n d er of t h e Bli n d e d 

Tr e at m e nt D osi n g P eri o d ( P eri o d 2; W e e k 0 t o W e e k 1 6), all p at i ent s will r e c ei v e 1 i nj e ct i on 
e v er y 4 w e e ks.  D et ails ar e pr o vi d e d i n T a bl e R H C H . 2.

D uri n g t h e E xt e n d e d Tr e at m e nt P eri o d ( P eri o d 3; W e e k 1 6 t o W e e k 5 2), p ati e nts ori gi n all y 
assi g n e d t o i x e ki z u m a b tr e at me nt will r e m ai n o n t h e s a m e tr e at me nt r e gi m e n t hr o u g h P eri o d 3.  

At  W e e k 1 6, p ati e nts ori gi n all y assi g n e d t o pl a c e b o will r e c ei v e i x e ki z u m a b 8 0 m g Q 4 W with a 
1 6 0 m g st arti n g d os e ( as t w o 8 0 m g S C i nj e ct i ons).   T o m ai nt ai n t h e bli n d, all p at i ent s, 

r e g ar dless of tr e at m e nt gr o u p, will r e c ei v e 2 S C i nj e cti o ns at W e e k 1 6 .  All p ati ent s will r e c ei v e 
o p e n -l ab el i n v esti g ati on al pr o d u ct st arti n g fr o m W e e k 2 0 .

T h e i n v est i g at or or his/ h er d esi g n e e is r es p o nsi bl e f or t h e f oll owi n g:

 e x pl ai ni n g t h e c orr e ct us e of t h e i n v esti g ati o n al pr o d u ct t o t h e p ati e nt/ p ati e nt c ar e gi v er

 v erif yi n g t h at i nstr u cti o ns ar e f o ll ow e d pr o p e rl y
 m ai nt ai ni n g a c c ur at e r e c or ds of i n v esti g ati o n al pr o d u ct dis p e nsi n g, c oll e ct i on, a n d 

a d mi nistr ati o n
 r et ur ni n g all u n us e d m e di c ati o n t o Lill y or its d esi g n e e at t h e e n d of t h e st u d y.

P ati e nt s will  be i nstr u ct e d t o c o nt a ct t h e i n v esti g at or as s o o n as p oss i bl e if h e or s h e h as a 
c o m pl ai nt or pr o bl e m wi t h t h e i n v esti g ati on al pr o d u ct s o t h at t h e sit u ati o n c a n b e ass ess e d.

F urt h er i nstr u cti o ns a n d s p e ci al c o nsi d er at i ons f or t h e a d mi nistr ati o n of t he i n v est i g ati on al 
pr o d u ct ar e pr o vi d e d i n S e cti o n s 7. 1. 1 , 7. 2. 1 , a n d 7. 7. 2 .
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T a bl e R H C H . 2. Tr e at m e nt R e gi m e n s f or Bli n d e d Tr e at m e nt D o si n g P eri o d ( P eri o d 2) a n d E xt e n d e d Tr e at m e nt P eri o d 
(P eri o d 3)

I niti al 

R e gi m e n

D os e

W e e k 0 ( D a y 1)

D os e

W e e k 4 t o W e e k 1 2

( R e m ai n d e r of P e ri o d 2)

D os e

W e e k 1 6

D os e

W e e k 2 0 t o W e e k 4 8

( R e m ai n d e r of P e ri o d 3)

T ot al i nj e cti o ns 

p e r p ati e nt
2 i nj e cti o ns 1 i nj e cti o n Q 4 W 2 i nj e cti o ns 1 i nj e cti o n Q 4 W

I x e ki z u m a b

8 0 m g Q 4 W 
wit h 1 6 0 m g 
st arti n g d os e

Tr e at m e nt d os e
2 i x e ki z u m a b 8 0 m g 

i nj e cti o ns

1 i x e ki z u m a b 8 0 m g i nj e cti o n 

Q 4 W

1 i x e ki z u m a b 8 0 m g 

i nj e cti o n

1 i x e ki z u m a b 8 0 m g i nj e cti o n 

Q 4 W

I nj e cti o ns t o 
m ai nt ai n bli n di n g

N o n e N o n e 1 pl a c e b o f or 
i x e ki z u m a b i nj e cti o n

N o n e

Pl a c e b o

Tr e at m e nt d os e N o n e N o n e

2 i x e ki z u m a b 8 0 m g 

i nj e cti o ns 

(st arti n g d os e)

1 i x e ki z u m a b 8 0 m g i nj e cti o n 

Q 4 W

I nj e cti o ns t o 
m ai nt ai n bli n di n g

2 pl a c e b o f or 
i x e ki z u m a b 
i nj e cti o ns

1 pl a c e b o f or i x e ki z u m a b 
i nj e cti o n Q 4 W

N o n e N o n e

A b br e vi ati o ns: Q 4 W = e v er y 4 w e e ks.
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7. 1. 1. A d mi ni st r ati o n of I n v e sti g ati o n al Pr o d u ct
I nj e cti ons will b e a d mi nist er e d s u b c ut a n e o usl y b y t h e p ati e nt or cli ni c al sit e st aff or c ar e gi v er 
tr ai ne d b y t h e cli ni c al sit e st aff.

T r ai ni n g:   At W e e k 0 ( b as eli n e, Visit 2) e a c h p at i e nt is s c h e d ul e d t o r e c ei v e 2 i nj e cti o ns of 
bli n d e d i n v est i g ati on al pr o d u ct.  F or tr ai ni n g p ur p os es, t h e first i nj e cti on will b e p erf or m e d b y 

cli ni c al sit e st aff, a n d t h e s e c o n d i nj e cti on at t h at visit will b e a d mi nist er e d b y t h e p ati e nt or 
c ar e gi v er u n d er t h e s u p er visi o n of cli ni c al sit e st aff.  If a d dit i on al tr ai ni n g is n e c ess ar y , a n 

i nj e cti on m a y b e a d mi nist er e d b y  t h e p ati e nt or c ar e gi v er u n d er t h e s u p er visi on of cli ni c al  sit e 
st aff at W e e k 4 ( Visit5 ).  

A d mi nist r ati o n:   If t h e p ati e nt is u n a bl e t o p erf or m t h e i nj e ct i on, cli ni c al sit e st aff or a c ar e gi v er
tr ai n e d b y t h e cli ni c al sit e st aff m a y a d mi nist er t h e i n v esti g ati on al pr o d u ct.  All s u bs e q u e nt 

i nj e cti ons o f i n v esti g ati o n al pr o d u ct will b e a d mi nist er e d eit h er at t h e cli ni c al sit e for s af et y 
c o n c er ns of t h e p ati e nt or o ut si d e t he cli ni c al sit e, pr ef er a bl y at p ati e nt’s h o m e, e x c e pt f or W e e ks 

0 a n d 1 6 w h e n t h e i nj e ct i ons h a v e t o b e d o n e at t h e sit e f or p ost -d os e m o nit ori n g.  

R ef er t o t h e a p pr o pri at e M a n u al S yri n g e Dir e cti o ns f or Us e pr o vi d e d b y t h e s p o ns or f or e a c h 

i n v esti g ati on al pr o d u ct.  N ot e t h at i nj e ct i ons ar e n ot t o b e gi v e n i n t h e s a m e ar m fr o m w hi c h 
p ati e nt bl o o d s a m pl es, i n cl u di n g P K/ P D s a m pl es, ar e b ei n g dr a w n at r el e v a nt visits.

St u d y  Dr u g A d mi nistr ati o n L o gs will b e dis p e ns e d t o e a c h p ati e nt as n e e d e d f or r e c or di n g 
p erti n e nt d at a a b o ut e a c h i nj e cti o n; d et ails o f t he us e of t h es e l o gs ar e pr o vi d e d i n S e cti o n 7. 2. 1 .

P ossi bl e i nj e ct i on sit es ar e i d e ntifi e d i n t h e M a n u al S yri n g e Dir e cti o ns f or Us e .  T h e i nj e cti o n 

sit e is t o b e r ot at e d t o a n ot h er ar e a f or s u bs e q u e nt d os es.

O bs e r v ati o n:  P ati e nts ar e t o r e m ai n u n d er o bs er v ati o n f or at l e ast 1 h o ur aft er d osi n g at W e e k 0 

( Visit 2) a n d W e e k 1 6 ( Visit 8) t o mo ni t or for s af et y si n c e s o m e p at i ent s will b e r e c ei vi n g 
i x e ki z u m a b f or t h e first ti m e at t h es e visits.  T h er ef or e, at W e e k 0 ( Visit 2) a n d W e e k 1 6 ( Visit 

8), i nj e cti ons of  t h e i n v esti g ati o n al pr o d u ct will b e a d mi nist er e d at t h e cli ni c al sit e t o all o w f or 
o bs er v at i on f or a n y AEs a n d c oll e ct i on of p ost i nj e cti o n bl o o d pr ess ur e ( B P) a n d p uls e 

m e as ur e m e nts a p pr o xi m at el y 1 h o ur aft er a d mi nist r ati on of t h e i n v est i g ati on al pr o d u ct (S e cti o n
9. 4. 2 a n d S e cti o n 2 ).

7. 1. 2. P a c k a gi n g a n d L a b elli n g
T h e i n v est i g ati o n al pr o d u cts will b e s u p pli e d b y t h e s p o ns or or its d esi g n e e i n a c c or d a n c e with 
c urr e nt G o o d M a n uf a ct uri n g Pr a cti c es ( c G M P).  

Cli ni c al tri al m at eri als will b e l a b el e d a c c or di n g t o t h e c o u ntr y ’ s r e g ulat or y  r e q uir e m e nts.  All 

i n v esti g ati on al pr o d u cts will b e st or e d, i n v e nt ori e d, r e c o n cil e d, a n d d estr o y e d a c c or di n g t o 
a p pli c a bl e r e g ul at i ons. 

I x e ki z u m a b a n d pl a c e b o t o m at c h will b e s u p pli e d as i nj e ct a bl e s o l uti ons i n 1 -m L, si n gl e -d o s e, 
pr efill e d, dis p os a bl e m a n u al s yri n g es wit h st u d y -s p e cifi c l a b els.  E a c h s yrin g e of i x e ki z u m a b is 

d esi g n e d t o d eli v er i x e ki z u m a b 8 0 m g.  T h e s y rin g es ( a n d c o nt e nts) c o nt ai ni n g eit h er 
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i x e ki z u m a b or pl a c eb o will b e visi bl y  in dist i n g uis h a bl e fr om e a c h ot h er.  S y rin g es will b e 

s u p pli e d i n c art o ns, wit h t h e a p pr o pri at e q u a nt ity of s yrin g es s p e cifi c t o t h e pl a n n e d dis p e nsi n g 
s c h e d ul e of t h e i n v esti g ati o n al pr o d u ct.

7. 2. M et h o d of T r e at m e nt A s si g n m e nt
P ati e nt s w h o m e et all cri t eria f or e nr oll m e nt will b e r a n d o mi z e d t o d o u bl e -bli n d tr e at m e nt at 

W e e k 0 ( Visit 2).  Assi g n m e nt t o tr e at m e nt gr o u ps will b e d et er mi n e d b y a c o m p ut er -g e n er at e d 
r a n d om s e q u e n c e usi n g a n i nt er a cti v e w e b- r e s p o n s e s y st e m (I W R S).  T h e I W R S will b e u s e d t o 

assi g n d o u bl e -bli n d i n v est i g ati on al pr o d u ct t o e a c h p ati e nt.  Sit e p ers o n n el will c o nfir m t h at t h e y  
h a v e l o c at e d t h e c orr e ct assi g n e d i n v esti g ati o n al pr o d u ct p a c k a g e b y  e nt eri n g a c o nfir m ati o n 

n u m b er f o u n d o n t h e p a c k a g e i nt o t h e I W R S.

T o a c hi e v e b et w e e n -gr o u p c o m p ar a bilit y, t h e r a n d o mi z at i on will b e str atifi e d b y  bas eli n e C R P 

( n o n-el e v at e d or el e v at e d ) a n d T N F i n hi bit or e x p eri e n c e d or n aï v e .  T h e st u d y will e nr oll 
a p pr o xi m at el y  60 % of  p ati e nt s wit h b as eli n e C R P el e v at e d ( > 5. 0 0 m g/ L) a n d a p pr o xi m at el y 

4 0 % of p ati e nts wit h n o n- el e v at e d b as eli n e C R P . At  l e ast 6 1 b D M A R D-n aï v e p at i ent s will b e 
e nr o ll e d p er ar m.

O n c e a s p e cifi c str at u m is f ull y e nr o ll e d, t h e s p o ns or m a y st o p f urt h er e nr oll m e nt of p ati e nts 
fitti n g t h e crit eria of  t h at str at u m.

7. 2. 1. S el e cti o n a n d Ti mi n g of D o s e s
I n v esti g ati on al pr o d u ct is t o b e a d mi nist er e d at a p pr o xi m at el y t h e s a m e t i m e e a c h d a y, as m u c h
as p ossi bl e.  F or i nj e cti o ns n ot a d mi nist er e d o n t h e s c h e d ul e d d a y of t h e w e e k fr o m W e e ks 0 t o 

1 6, t h e miss e d d os e is t o b e a d mi nist er e d wit hi n 3 d a ys of t h e s c h e d ul e d d a y; aft er W e e k 1 6, t h e 
miss e d d os e is t o b e a d mi nist er e d wit hi n 5 d a ys o f t he s c h e d ul e d d a y.  D at es of s u bs e q u e nt st u d y  

visit s ar e n ot t o b e m o difi e d a c c or di n g t o t his d el a y.

A p a p er St u d y  Dr u g A d mi nistr ati o n L o g will b e c o m pl ete d b y  r a n d o mi z e d p ati e nts f or e a c h 

i nj e cti on t hr o u g h o ut st u d y  p artici p at i on.  T h e d at a fr o m t he St u d y  Dr u g A d mi nistr ati o n L o g m ust 
b e tr a ns cri b e d i nt o t h e el e ctr o ni c c as e r e p ort f or m ( e C R F) b y sit e p ers o n n el.  

P ati e nt s will  be i nstr u ct e d t o c o nt a ct t h eir st u d y sit e in t h e e v e nt of a n i nj e ct i on pr o bl e m.  I n 
a d di tio n, si t e p ers o n n el r e vi e w all St u d y Dr u g A d mi ni str atio n L o gs at e a c h visit t o i d e nt if y a n y 

pr o d u ct c o m pl ai nt s, a n d t h e y  will c o mpl et e a Pr o d u ct C o m pl ai nt F or m  for e a c h o p er ati o n f ail ur e 
r e p ort e d o n a St u d y  Dr u g A d mi nistr ati o n L o g (s e e S e cti o n 9. 2. 3 f or a d ditio n al  in str u cti o ns 

r e g ar di n g c o m pl ai nt h a n dli n g).

7. 3. Bli n di n g
T his is a d o u bl e -bli n d st u d y .  

I nitial  r a n d o mi z ati on (st u d y  tr e at me nt a d mi nist er e d b et w e e n W e e ks 0 a n d 1 6) will r e m ai n 

bli n d e d t o st u d y  sit e p er s o n n el a nd p ati e nts u nt il t h e fi n al cli ni c al tri al d at a b as e l o c k h as
o c c urr e d . 
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R a n d o mi z ati o n will  b e bli n d e d t o s p o ns or u ntil t he cli ni c al tri al d at a b as e t hr o u g h W e e k 1 6 h as 

l oc k e d

E m er g e n c y  u n bli n di n g f or A E s ma y  be p erf or m e d t hr o u g h t h e I W R S, w hi c h ma y s u p pl e m e nt or 
t a k e t h e pl a c e of e m er g e n c y c o d e s g e n er at e d b y a c o mp ut er dr u g -l ab eli n g s yst e m.  T his o pti o n 

m a y b e us e d O N L Y if t he p ati e nt ’s w ell- b ei n g r e q uir es k n o wl e d g e of t he p ati e nt’ s tr e at m e nt 
assi g n m e nt.  All a ct i ons r es ult i n g i n a n u n bli n di n g e v e nt ar e r e c or d e d a n d r e p ort e d b y t h e I W R S.

If a n i n v esti g at or, sit e p ers o n n el p erf or mi n g ass ess m e nts, or p ati e nt is u n bli n d e d, t h e p atie nt is t o
b e dis c o nt i n u e d fr om t he st u d y tr e at me nt .  I n c as es w h er e t h er e ar e et hi c al r e as o ns t o h a v e t h e 

p ati e nt r e m ai n o n st u d y  tr e at me nt , t h e i n v esti g at or m ust o bt ai n s p e cifi c a p pr o v al fr om a Lill y 
cli ni c al r es e ar c h p h ysi ci a n or Lill y cli ni c al r es e ar c h s ci e nt ist f or t h e p atie nt t o c o nti n u e o n st u d y  

tr e at me nt .

I n c as e of a n e m er g e n c y, t h e i n v esti g at or h as t h e s ol e r es p o nsi bility f or d et er mi ni n g if u n bli n di n g 

of  a p atie nt’ s tr e at m e nt assi g n m e nt is w arr a nt e d f or me di c al m a n a g e m e nt of t h e e v e nt.  T h e
s af et y m u st al w a ys b e t h e first c o nsi d er at i on i n m a ki n g s u c h a d et er mi n at i on.  If a p ati e nt’s 

tr e at me nt a s si g n m e nt i s u n bli n d e d, Lill y must b e n otifi e d i m m e di at el y .  If t h e i n v esti g at or 
d e ci d es t h at u n bli n di n g is w arr a nt e d, it is t h e r es p o nsi bilit y of  t h e i n v e stig at or t o pr o m ptl y 

d o c u m e nt t h e d e cisi o n a n d r at i on al e a n d n otif y Lill y as s o o n as p ossi bl e.

7. 4. D o s a g e M o difi c ati o n
N o i n v est i g ati on al pr o d u ct d os e m o difi c at i ons ar e p er mitt e d (r ef er t o S e cti o n 9. 4. 1 0. 2. 1 f or 

i nst a n ces w h er e dr u g m a y  be wi t hh el d).

7. 5. P r e p a r ati o n/ H a n dli n g/ St o r a g e/ A c c o u nt a bilit y
I n v esti g ati on al pr o d u cts will b e s u p pli e d b y Lill y or its r e pr es e nt ati v e, i n a c c or d a n c e wit h 

c G M P, a n d w ill b e s u p pli e d wit h l ot n u m b ers, e x pir y  d at es, a n d c ertifi c at es of a n al ysis, as 
a p pli c a bl e.

T h e i n v est i g ati o n al pr o d u ct is t o b e st or e d at 2 ° C t o 8 ° C ( 3 6 ° F t o 4 6 ° F) i n its ori gi n al c art o n t o 
pr ot e ct fr o m li g ht.  I n v est i g ati on al pr o d u ct m ust n ot b e fr o z e n or s h a k e n.   Si t e s will b e r e q uir e d 

t o mo ni t or t e mp er at ur e of t h e o n -sit e st or a g e c o n ditio ns of t h e i n v est i g ati on al pr o d u ct.  

7. 6. T r e at m e nt C o m pli a n c e
P ati e nt c o m pli a n c e wi t h st u d y me di c at i on will b e ass ess e d at e a c h visit.  C o m pli a n c e will b e 
ass ess e d b y  r e vi e w of t h e St u d y Dr u g A d mi nistr ati o n L o g, r et ur n of e m pty or u n us e d 

i n v esti g ati on al pr o d u ct p a c k a gi n g, a n d/ or dir e ct q u esti o ni n g.  D e vi at i on(s) fr o m t he pr es cri b e d 
d os a g e r e gi m e n ar e t o b e r e c or d e d i n t h e e C R F.

C o m pli a n c e i s d efi n e d i n S e ct i on 1 0. 3. 6. 4 .

7. 7. C o n c o mit a nt T h e r a p y
All c o n c o mit a nt m e di c a tio n t a k e n d uri n g t h e st u d y m ust b e r e c or d e d i n t h e e C R F.  P ati e nts will 

m ai nt ai n t h eir us u al m e di c at i on r e gi m e n t hr o u g h o ut t h e st u d y  u nl ess s p e cifi c all y e x clu d e d i n t h e 
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pr ot o c ol .  P atie nts t a ki n g p er mitt e d m e di c at i ons ar e t o b e o n st a bl e d os es at t h e b as e li n e visit 

( W e e k 0; Visit 2) t hr o u g h W e e k 1 6 as s p e cifi e d i n i n cl usi o n/ e x cl u si o n  crit eria ( S e cti o ns 6. 1 a n d 
6. 2 ).  U p t o W e e k 1 6, p ati e nts s h o ul d n ot st art n e w m e di c ati on s or m a k e a n y  c h an g es t o 

c o n c o mit a nt m e di c at i ons u nl ess c h a n g es n e e d t o b e m a d e f or a n A E or f or s af et y r e as o ns.  
B e y o n d W e e k 1 6, s o m e fl e xi bilit y is all o w e d i n c o n c omit a nt m e di c at i on as o utli n e d b el o w.

A d dit i on al dr u g s ar e t o b e a v oi d e d d uri n g t h e st u d y  u nl e s s r e q uir e d t o tr e at a n A E or f or t h e 

tr e at me nt of a n o n g oi n g m e di c al pr o bl e m.  If t h e n e e d f or c o n c o mit a nt m e di c ati o n aris es, t h e 
i n v esti g at or is t o b as e d e cisi o ns o n t h e p ati e nt a n d r ele v a nt cli ni c al f a ct ors.  A n y a d dit i on al 

m e di c at i on, w h et h er pr es cri pti o n or o v er -t he- c o u nt er, us e d at b as eli n e ( W e e k 0, Visit 2) a n d/ or 
d uri n g t h e c o urs e of t h e st u d y  mu st b e d o c u m e nt e d wi t h t h e st art a n d st o p d at es i n t h e eC R F.   

Ot h er m e di c ati o ns m a y b e all o w e d, if a p pr o v e d b y t h e s p o ns or or its d esi g n e e.   

O nl y f or p ati e nts w h o dis c o nt i n u e d st u d y tr e at m e nt a n d h a v e e nt er e d t h e P ost-Tr e at m e nt F oll o w -

U p P eri o d ( P eri o d 4) , A S t her a p y  wit h a n ot h er a g e nt pr e vi o usl y e x cl u d e d d uri n g t h e tr e at m e nt 
p eri o d of  t h e st u d y ma y  b e allo w e d, as d et er mi n e d a p pr o pri at e b y  t h e i n v e stig at or a n d a p pr o v e d 

b y Lill y  me di c al .

P ati e nt s r e q ui rin g s ur g er y  at a n y tim e d uri n g t h e st u d y  ar e t o i nt err u pt a d mi nistr ati o n of t h e 

i n v esti g ati on al pr o d u ct b e gi n ni n g 8 w e e ks pri or t o t h e s ur g er y , or as e arl y a s p o s si bl e wit hi n 8 
w e e ks of s ur g er y , a n d r es u m e a d mi nistr ati o n of t he i n v est i g ati on al pr o d u ct o nl y  aft er c o mpl et e 

w o u n d h e ali n g.  

V a c ci n es:

Li v e v a c ci n es ar e n ot all o w e d d uri n g a n y  of t h e st u d y p erio ds.  Us e of n o nli v e s e as o n al 
v a c ci n ati o ns a n d/ or e m er g e n c y v a c ci n at i on (s u c h as r a bi es or t et a n us v a c ci n ati o ns) is all o w e d.

N S AI Ds a n d A n al g esi cs: 

Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2):

N o nst er oi d al a nt i-i nfl a m m at or y dr u gs, i n cl u di n g C O X -2 i n hi bit ors, will b e all o w e d u p t o t h e 
m a xi m u m r e c o m m e n d e d d os es f or p ai n.  P ati e nts m ust b e o n a st a bl e d os e of N S AI Ds/ C o x - 2 

i n hi bit ors f or at l e ast 2 w e e ks pri or t o b as eli n e r a n d o mi z ati on. I ntr o d u cti o n of a n e w N S AI D or 
d os e a dj ust m e nt t o a n e xist i n g N S AI D is n ot p er mitt e d, u nl ess r e q uir e d for s af et y r e as o ns.  

S h ort -a cti n g a n al g esi cs wit h n o a nti -i nfl am m at or y  a ctio n (s u c h as p ar a c et a m ol) ar e p er mitt e d 
a n d m a y  be a d mi nist er e d a d h o c as n e e d e d a n d ar e t o b e wit h h el d wi t hi n t h e 2 4-h o ur p eri o d pri or 

t o a n y ass ess m e nt.  As piri n ( d os e n ot e x c e e di n g 3 5 0 m g/ d a y) m a y  be t a k e n t o m a n a g e 
c ar di o v as c ul ar ris k.

O pi at e a n al g esi c us e is all o w e d b ut n ot t o e x c e e d > 3 0 m g/ d a y  of mor p hi n e or i ts e q ui v al e nt.  
P ati e nts ar e t o b e o n st a bl e d os e d uri n g P eri o d 2.  I ntr o d u cti o n of a n e w o pi at e a n al g esi c or d os e 

a dj u st m e nt t o a n e xist i n g o pi at e a n al g esi c is n ot p er mitt e d, u nl ess r e q uir e d f or s af ety r e as o ns or 
a s pr e m e di c at i on f or M RIs. 
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E xt e n d e d Tr e at m e nt a n d P ost -Tr e at m e nt F oll o w -U p P eri o d s ( P eri o ds 3 a n d 4): 

Aft er c o m pl et i on of t h e W e e k 1 6 ass ess m e nts, a lter ati o ns of N S AI Ds, i n cl u di n g C O X - 2 

i n hi bit ors ( d os e c h a n g e, i ntr o d u cti o n, or wit h dr a w al) ar e all o w e d.  D os es ar e r e c o m m e n d e d t o b e 
st a bl e i n t h e 2 w e e ks pri or t o a n art hrit is ass ess m e nt.

S h ort -a cti n g a n al g esi cs wit h n o a nti -i nfl am m at or y  a ctio n (s u c h as p ar a c et a m ol ) ar e p er mitt e d 
a n d m a y  be a d mi nist er e d a d h o c as n e e d e d b ut ar e t o b e wit h h el d wi t hi n t h e 2 4-h o ur p eri o d pri or 

t o a n y ass ess m e nt.  As piri n ( d os e n ot e x c e e di n g 3 5 0 m g/ d a y) m a y b e t a k e n t o m a n a g e 
c ar di o v as c ul ar ris k.

Us e of v ari a bl e d os es of o pi a t e a n al g esi cs is all o w e d, b ut n ot t o e x c e e d a n a v er a g e d ail y d os e of 
3 0 m g m or p hi n e or i ts e q ui v al e nt.

C o n v e nti o n al D M A R Ds: 

Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2):

Di s c o nti n u atio n of  e x cl u d e d or al or i nje ct a bl e c D M A R Ds b ef or e st u d y  e nr oll m e nt must o c c ur at 
l e ast 4 w e e ks pri or t o b as eli n e.  M et h otr e x at e ( or al or p ar e nt er al u p t o 2 5 m g/ w e e k), 

s ulf as al a zi n e ( u p t o 3 g/ d a y), or h ydr o x y c hl or o q ui n e ( u p t o 4 0 0 m g/ d a y) m a y b e all o w e d I F at 
st a bl e d os e f or at l e as t 4 w e e k s prior t o b as eli n e r a n d o mi z at i on.

D uri n g P eri o d 2, al t er atio n of  c D M A R D d os e or r o ut e, a n d/ or i ntr o d u cti o n of a n e w c D M A R D 
ar e n ot p er mitt e d, u nl ess r e q uir e d f or s af et y r e as o ns.  C o n v e nti on al D M A R Ds c a n o nl y  be us e d 

as si n gl e a g e nts a n d n ot i n c o m bi n at i on wi t h ot h er c D M A R Ds.  If, at a n y tim e, t h e i n v est i g at or 
b eli e v es t h at si d e eff e cts or l a b or at or y  a b n or mali ti e s ma y b e attri b ut a bl e t o t h e c D M A R D, t h e 

c D M A R D d os e is t o b e l o w er e d or t h e m e di c at i on st o p p e d. 

E xt e n d e d Tr e at m e nt a n d P ost -Tr e at m e nt F o ll ow- U p P eri o d s ( P eri o ds 3 a n d 4): 

D uri n g P eri o ds 3 a n d 4, a dj ust m e nt  of allo w e d c D M A R Ds (f or e x a m pl e, d os e c h a n g e, 
i ntr o d u ctio n, wi t hdr a w al of c D M A R Ds, or r e pl a c e m e nt of a c urr e nt c D M A R D wit h t h e 

i ntr o d u ctio n of  a n e w c D M A R D) is all o w e d aft er all ass ess me nts at W e e k 1 6 ar e c o m pl et e d.  
N ot m or e t h a n 1 a dj ust m e nt  of c D M A R Ds at 1 ti m e wit hi n 1 2 w e e ks is r e c om m e n d e d.  

C o n v e nti o n al D M A R Ds c a n o nl y  be us e d as si n gl e a g e nts a n d n ot i n c o m bi n at i on wi t h ot h er 
c D M A R Ds.  A n y c h a n g es m ust b e r e c or d e d i n t h e e C R F.

F or all st u d y p erio d s, t h e m a xi m u m  allo w e d d o s e s ar e 2 5 m g/ w e e k M T X, 4 0 0 m g/ d a y 
h y dr o x y c hl or o q ui n e a n d 3 g/ d a y  s ulf as al a zi n e.  L o c al st a n d ar ds of c ar e ar e t o b e f oll o w e d f or 

c o n c o mit a nt a d mi nistr ati o n o f f oli c or f oli ni c a ci d if M T X is t a k e n, a n d f or a d mi nistr atio n of  
ot h er c D M A R Ds. 

C o rti c ost e r oi ds:

Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2):
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Or al c orti c ost er oi ds :  If o n or al c ortic o st er oi d s, t h e d o s e m ust n ot e x c e e d 1 0 m g/ d a y  of 

pr e d nis o n e or its e q ui v al e nt a n d m ust b e st a bl e f or at l e ast 4 w e e ks pri or t o b as eli n e 
r a n d omi z at i on.  D uri n g P eri o d 2, tr e at m e nt alt er ati o ns i n or al c orti c ost er oi d d os e ar e str o n gl y 

di s c o ur a g e d.

P ar e nt er al c orti c ost er oi ds (I V, i ntr a m us c ul ar, i ntr a- arti c ul ar) :  Tr e at m e nt wit h a n y p ar ent er al  
c orti c o st er oi ds is n ot p er mitt e d wit hi n 6 w e e ks pri or t o b as eli n e or d uri n g P eri o d 2. 

I n h al e d a n d t o pi c al st er oi ds:  R e g ul ar us e of i n h al e d or t o pi c al st er oi ds will b e p er mitt e d d uri n g 
a n y st u d y  p erio d.

E xt e n d e d Tr e at m e nt a n d P ost -Tr e at m e nt F oll o w -U p P eri o d s ( P eri o ds 3 a n d 4): 

Or al c orti c ost er oi ds :  As of W e e k 1 6, a dj ust m e nts of or al c orti c ost er oi ds ar e all o w e d, h o w e v er 

t he m a xi m u m d os e is n ot t o e x c e e d 1 0 m g/ d a y of pr e d nis o n e or its e q ui v al e nt at a n y  ti m e d uri n g 
t hes e p eri o d s. 

P ar e nt er al c orti c os t er oi ds (I V, i ntr a m us c ul ar, i ntr a-arti c ul ar ):  As of W e e k 1 6, i ntr a-arti c ul ar 
i nj e cti on of c orti c ost er oi d m a y b e all o w e d, as n e e d e d.  T h e j o i nt i nj e ct e d m ust b e d esi g n at e d 

al o n g wi t h t h e m e di c ati on i n t h e e C R F.

I n h al e d a n d t o pi c al st er oi ds:  R e g ul ar us e of i n h al e d or t o pi c al st er oi ds will b e p er mitt e d d uri n g 

a n y st u d y  p erio d.

Ot h e r C o n c o mit a nt M e di c ati o ns ( P e ri o ds 2, 3, a n d 4): 

P ati e nt s r e q ui rin g s ur g er y  at a n y tim e d uri n g t h e st u d y  ar e t o i nt err u pt a d mi nistrati o n of  t h e 
i n v esti g ati on al pr o d u ct b e gi n ni n g 8 w e e ks pri or t o t h e s ur g er y , or as e arl y a s p o s si bl e wit hi n 8 

w e e ks of s ur g er y , a n d r es u m e a d mi nistr ati o n of t h e i n v esti g ati on al pr o d u ct o nl y  aft er c o mpl et e 
w o u n d h e ali n g.

A d dit i on al dr u gs ar e t o b e a v o i d e d duri n g t h e st u d y u nl ess r e q uir e d t o tr e at a n A E or f or t h e 
tr e at me nt of a n o n g oi n g m e di c al pr o bl e m.  If t h e n e e d f or c o n c o mit a nt m e di c ati o n aris es, t h e 

i n v esti g at or is t o b as e d e cisi ons o n t h e p ati e nt a n d o n cli ni c al f a ct ors.  A n y a d dit i on al 
m e di c at i on, w h e t her pr e s cri pti o n or o v er -t he- c o u nt er, us e d at b as eli n e ( W e e k 0, Visit 2) a n d/ or 

d uri n g t h e c o urs e of t h e st u d y , mu st b e d o c u m e nt e d wi t h t h e st art a n d st o p d at es i n t h e e C R F.

A d dit i on al s yst e mi c dr u gs ar e t o b e a v o i d e d d uri n g t h e st u d y, u nl ess r e q uir e d t o tr e at a n A E.  

Ot h er m e di c ati o ns m a y b e all o w e d, if a p pr o v e d b y t h e s p o ns or or its d esi g n e e.

O nl y f or p ati e nts w h o dis c o nt i n u e d st u d y tr e at m e nt a n d h a v e e nt er e d t h e P ost -Tr e at m e nt 

F o ll ow- U p P eri o d, a x S p A t h er a p y  wit h a n ot h er a g e nt pr e vi o usl y e x cl u d e d d uri n g t he tr e at m e nt 
p eri o d of  t h e st u d y ma y  b e allo w e d, as d et er mi n e d a p pr o pri at e b y  t h e i n v e stig at or a n d a p pr o v e d 

b y Lill y  me di c al .  

A n y c h a n g es i n m e di c at i ons n ot a d dr ess e d a b o v e ar e t o b e dis c uss e d wit h t h e i n v est i g at or.  

P ati e nt s m ust b e i nstr u ct e d t o c o ns ul t t h e i n v esti g at or or ot h er a p pr o pri at e st u d y p ers o n n el at t h e 
sit e b ef or e t a ki n g a n y ne w m e di c at i on s or s u p pl e m e nts.
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7. 7. 1. C o nti n u e d A c c e s s
I n v esti g ati on al pr o d u ct will n ot b e m a d e a v ail a bl e t o p ati e nts aft er c o n cl usi o n of t his st u d y .

7. 7. 2. S p e ci al T r e at m e nt C o n si d er ati o n s 
P ati e nt s will  be s cr e e n e d f or eli gi bilit y i n t h e st u d y as d es cri b e d i n S e ct i ons 6. 1 a n d 6. 2 a n d will

b e i nf or m e d of t h e st u d y-s p e cifi c r estri ct i ons a n d r e q uir e m e nts of t h e st u d y .  P atie nts w h o ar e n ot 
willi n g t o c o m pl y wit h t h e st u d y  r e stri ctio n s a n d r e q ui r e m e nts of t h e st u d y will n ot b e eli gi bl e 

f or e nr oll m e nt.

All bi o l ogi c al a g e nt s c arr y  t h e ris k of s yst e mi c all er gi c/ h y p ers e nsiti vity r e a ctio n s ( S e e S e ctio n 

9. 2. 2. 1 ).

S o m et i m es t h es e r e a cti ons c a n b e lif e t hr e at e ni n g.  Pr ot ei ns m a y als o c a us e r e d n ess, it c hi n g, 

s w elli n g, or p ai n l o c all y at t h e i nj e ct i on sit e; t h er ef or e, all p at i ent s s h o uld b e cl os el y m o nit or e d 
f or sig ns or s y m pt o ms t h at c o ul d r es ult fr o m s u c h r e a cti o ns, e d u c at e d o n t h e si g ns or s y m pt o ms 

of  t h e s e t yp e s of  r e a cti ons, a n d i nstr u ct e d t o c o nt a ct t h e st u d y sit e i m m e di at el y if a n y of t h es e
s y m pt o ms ar e e x p eri e n c e d f o ll owi n g a n i nj e ct i on.  If a p ati e nt e x p eri e n c es a n a c ut e 

all er gi c/ h y p ers e nsit i vity r e a ct i on aft er a n i nj e ct i on of i n v esti g ati o n al pr o d u ct, h e or s h e is t o b e 
m a n a g e d a p pr o pri at el y a n d gi v e n i nstr u cti o n t o r e c ei v e r el e v a nt s u p p orti v e c ar e.  A d dit i on all y, 

f or a n e v e nt ju d g e d b y  t h e i n v esti g at or t o b e a p ot e nti al s yst e mi c all er gi c/ h y p ers e nsit i vity 
r e a ctio n, a bl o o d s a m pl e is t o b e dr a w n t o t est f or a nt i-dr u g a nt i b o d y (A D A ) as s o o n as p ossi bl e 

(s e e S e cti o n 9. 4. 4 ).  

F or p ati e nts w h o e x p eri e n c e a p ot e nti al all er gi c/ h y p ers e nsit i vity r e a ct i on, c o nsi d er ati o n f or a n y  

pr e m e di c at i on f or fut ur e i nj e ct i ons will b e a gr e e d u p o n b et w e e n t he i n v esti g at or a n d s p o ns or.  
E x a m pl es of p ot e nti al all er gi c/ h y p ers e nsit i vity r e a cti o ns t h at mi g ht m erit pr e m e di c ati o n i n cl u d e 

mil d -t o-m o d er at e s ki n r as h es, mil d -t o-m o d er at e g e n er ali z e d pr urit us a n d/ or urti c ari a, a n d 
mil d -t o-m o d er at e i nj e ct i on sit e r e a ct io ns (f or e x a m pl e, i nj e ct i on sit e er y t he m a, i nj e cti o n si t e 

pr uri t us, a n d s o o n).  P ati e nts w h o d e v el o p cli ni c all y si g nifi c a nt s yst e mi c all er gi c/
h y p ers e nsit i vity r e a ct i ons f oll owi n g a d mi ni str ati o n of i n v est i g ati on al pr o d u ct t h at d o n ot r es p o n d 

t o s y m pt o mati c m e di c at i on or r es ul t i n cli ni c al s e q u el a e (f or e x a m pl e, h os pit ali z ati on) ar e t o b e 
di s c o nti n u e d fr o m st u d y tr e at me nt a n d n ot r e c ei v e f urt h er d os es of i n v est i g ati on al pr o d u ct, wit h 

or wi t ho ut pr e m e di c ati o n (s e e S e ct i on 8. 1 ).  M e di c ati o ns c o nsi d er e d a p pr o pri at e f or 
pr e m e di c at i on i n cl u d e, b ut ar e n ot r estri ct e d t o, a c et a mi n o p h e n/ p ar a c et a m o l u p t o 1 0 0 0 m g a n d 

a nt i hist a mi n es (f or e x a m pl e, or al di p h e n h y dr a mi n e 5 0 mg) gi v e n aft er all effi c a c y ass ess m e nts 
h a v e b e e n c o m p l et e d f or a gi v e n visit, a n d 3 0 t o 6 0 mi n ut es pri or t o i n v esti g ati on al pr o d u ct S C 

i nj e cti ons f or visits w h er e i nj e cti o ns ar e a d mi nist er e d at t h e cli ni c.  F or all ot h er i nj e ct i ons, 
p ati e nt s m a y s elf -pr e m e di c at e at h o m e pri or t o a d mi ni str ati o n of  in v est i g ati on al pr o d u ct, as 

di r e ct e d b y t h e i n v esti g at or.  All s u c h pr e m e di c ati o ns will b e r e c or d e d as c o n c o mit a nt 
m e di c at i ons .  C orti c o st er oids ar e n ot p er mitt e d as a g e nts f or pr e m e di c at i on.
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8. Di s c o nti n u ati o n Crit eri a

8. 1. Di s c o nti n u ati o n f r o m St u d y T r e at m e nt
T h e r e as o n f or a n d d at e of dis c o nt i n u ati on fr o m st u d y tr e at m e nt (i n v esti g ati on al pr o d u ct) a n d 
r e as o n f or a n d d at e of dis c o nt i n u ati on fr o m st u d y p arti ci p ati on will b e c oll e ct e d f or all 

r a n d omi z e d p ati e nts. 

8. 1. 1. P e r m a n e nt Di s c o nti n u ati o n fr o m St u d y Tr e at m e nt
F or a n y p at i ent  p er ma n e nt l y dis c o nti n ui n g fr o m st u d y tr e at me nt , t h e i n v esti g ati on al pr o d u ct will 
b e wit h h el d, a n d t he p ati e nt will c o m p l et e t he E T V a n d t h e P o s t-tr e at m e nt F oll o w -u p P eri o d 

( P erio d 4), as s h o w n i n t h e S c h e d ul e of A cti vit i es (S e cti o n 2 ).

T h e f o ll owi n g cri t eri a must b e f o ll ow e d f or dis c o nti n u at i on fr o m st u d y tr e at m e nt.

 S u bj e ct  D e cisi o n

o t he p ati e nt or t h e p ati e nt’s d esi g n e e, f or  e xa m pl e,  p ar e nts or l e g al g u ar di a n  
r e q u ests t o dis c o nti n u e i n v esti gat io n al pr o d u ct.

 Dis c o nti n u ati o n d u e t o a  h e p ati c e v e nt  o r li v e r t est a b n o r m alit y.   P ati e nts  
w h o ar e dis c o nti n u e d  fr o m i n v esti g atio n al pr o d u ct d u e t o a h e p ati c e v e nt or  
li ver t est a b n or m alit y s h o ul d  h a v e a d dit io n al h e p ati c s afet y d at a c oll e ct e d v i a 
el e ctr o ni c d at a e n try .

Di s c o n ti n u atio n of  t h e i n v esti g atio n al pr o d u ct f or a b n or m al li v er t ests s h oul d  
b e  c o nsi d er e d b y  t h e i n v esti g at or w h e n a p ati e nt m e ets on e of t h e f o ll owi n g  
c o n di tio n s, aft er c o ns u lt atio n  wit h t h e Lill y d esi g n at e d m e di c al m onit or:

 al a n i n e a mi n otr a nsf er as e ( A L T ) or as p art at e a mi n o tr a nsf er as e (A S T )
> 8 X u p p er li mit of n or m al ( U L N )

 A L T or A S T > 5 X U L N f or m or e t h a n 2  w e e ks

 A L T or A S T > 3 X U L N a n d t ot al bilir u b i n ( T B L) l e vel > 2 x U L N o r 
i nter n at io n al n or m ali z e d  rati o (I N R)  > 1. 5

 A L T or A S T > 3 X U L N wit h t h e a p p e ar a n c e of  f ati g u e, n a us e a, 
v o mi ti n g, ri g ht u p p er- qu a d ra nt p ai n or t e n d er n ess, f e v er, r as h, a n d/ or  
e osi n o p hili a ( > 5 %)

 al k ali n e p h os p h at as e ( A L P) > 3 X  U L N

 A L P > 2. 5 X U L N a n d T B L > 2 X U L N

 A L P  > 2 . 5X U L N wit h t h e a p p e ar a n c e o f f ati g u e, n a us e a, v omi ti n g, 
rig ht u p p er q u a dr a nt p ai n or t e n d er n ess, f e v er, r as h, a n d / or 
e osi n o p hili a ( > 5 %)

 Ot h er l a b or at or y  t e st s 



I 1 F-M C -R H C H Cli ni c al Pr ot o c ol P a g e 5 0

L Y 2 4 3 9 8 2 1

 N e utr o p hil (s e g m e nt e d) c o u nts (s e e s af et y m o nit ori n g f or n e utr o p e ni a
i n S e cti o n 9. 4. 1 0. 2 ):

o < 5 0 0 c ells/  L ( < 0. 5 0 x 1 0 3 / µ L or < 0. 5 0 GI/ L)

o ≥ 5 0 0 a n d < 1 0 0 0 c ells/  L ( ≥ 0. 5 0 x 1 0 3 /µ L a n d < 1. 0 0 x 1 0 3 /µ L or
≥ 0. 5 0 GI/ L a n d < 1. 0 0 GI/ L) ( b as e d o n 2 t est r es ults; t h e s e c o n d
t est p erf or m e d wit hi n 1 w e e k fr om k n o wl e d g e of  t h e i niti al
r e s ult)

o ≥ 1 0 0 0 a n d < 1 5 0 0 c ells/  L ( ≥ 1. 0 0 x 1 0 3 /µ L a n d < 1. 5 0 x 1 0 3 /µ L
or ≥ 1. 0 0 GI/ L a n d < 1. 5 0 GI/ L) ( b as e d o n 3 t est r es ults as
s p e cifi e d i n S e cti o n 9. 4. 1 0. 2. 1 )

- A N D - a c o n c urr e nt i nf e ct i on

 T ot al  W B C c o u nt < 2 0 0 0 c ells/ L ( < 2. 0 0 x 1 0 3 / µ L or < 2. 0 0 GI/ L)

 L y m p h o c y t e c o u nt < 5 0 0 c ells/ μ L ( < 0. 5 0 x 1 03 / µ L or < 0. 5 0 GI/ L)

 Pl at el et c o u n t < 5 0, 0 0 0 c ells/ μ L ( < 5 0 x 1 03 / µ L or < 5 0 GI/ L)

 T h e p ati e nt e x p eri e n c es a s e v er e A E, a n S A E, or a cli ni c all y si g nifi c a nt
c h a n g e i n a l a b or at or y  v al u e t h at, i n t h e o pi ni o n of t he i n v est i g at or, m erits t h e
di s c o nti n u at i on of t h e i n v est i gat i on al pr o d u ct a n d a p pr o pri at e m e as ur es b ei n g
t a k e n.  I n t his c as e, Lill y or its d esi g n e e is t o b e n otifi e d i m m e di at el y.  R ef er
t o S e cti o n 9. 1. 4 .

 T h e i n v est i g at or, aft er c o ns ult ati on wi t h t h e s p o n s or-d esi g n at e d m e di c al
m o nit or, d et er mi n es t h at a cli ni c al si g nifi c a nt h y p er s e n si tivit y r e a ct i on h as
o c c urr e d.  A cli ni c all y si g nifi c a nt s yst e mi c h y p ers e nsit i vity r e a ct i on is o n e
t hat o c c urs aft er a d mi nistr ati o n of  t h e i n v esti g ati on al  int er v e nt i on (f or
e x a m pl e, dr u g- r el at e d s y m pt o m ati c br o n c h os p as m, all er g y -r el at e d
e d e m a/ a n gi o e d e m a, or h y p ert e nsi o n) a n d r e q ui r e s p ar e nt er al me di c ati o n, d o e s
n ot r es p o n d t o s y m pt o m at i c m e di c ati o n, r e s ults i n cli ni c al s e q u el a e, or i n a n
a n a p h yl a cti c r e a cti o n .

 T h e p ati e nt b e c o m e s pr e g n a nt.

 T h e p ati e nt d e v el o ps a m ali g n a n c y.

N ot e :  P atie nt s m a y  be all o w e d t o c o nti n u e if t h e y d e v el o p n o m or e t h a n
2 n o n m el a n o m a s ki n c a n c ers d uri n g t h e st u d y.

 E nr oll m e nt i n a n y ot h er cli ni c al tri a l i n v ol vi n g a n i n v esti g ati o n al pr o d u ct or
e nr o ll m e nt i n a n y ot h er t y p e of m e d i c al r es e ar c h j u d g e d n ot t o b e
s ci e ntifi c all y or m e di c all y c o m p ati bl e wit h t his st u d y .
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 T h e p ati e nt, at a n y  ti m e d uri n g t h e st u d y, s c or es a 3 f or It e m 1 2 ( T h o u g hts of 
D e at h or S ui c i d e) o n t h e QI D S-S R 1 6

-O R -

d e v el o ps a cti v e s ui ci d al i d e at i on wi t h s o me i nt e nt t o a ct wit h or wit h o ut a 
s p e cifi c pl a n ( ye s t o q u e sti o n 4 or 5 o n t h e “ S ui ci d al  I d e atio n ” p orti o n of  t h e 
C ol u m bi a – S ui ci d e S e v eri t y R ati n g S c al e [ C-S S R S])

-O R -

d e v el o ps s ui c i d e-r elat e d b e h a vi ors as r e c or d e d o n t h e C -S S R S .  

It is r e c o m m e n d e d t h at t h e s u bj e ct b e ass ess e d b y a ps yc hi atri st or 
a p pr o pri at el y  tr ai n e d pr of essi on al t o assist i n d e ci di n g w h et h er t h e s u bj e ct is 
t o b e dis c o nti n u e d fr o m t h e st u d y .  

 T h e i n v est i g at or or att e n di n g p h ysi ci a n d e ci d es t h at t h e p ati e nt is t o b e 
wi t hdr a w n fr o m  st u d y tr e at me nt.

 Lill y or i t s d e sig n e e st o ps t h e p ati e nt’ s p arti ci p at i on i n t h e st u d y or Lill y st o p s 
t he st u d y  for m e di c al , s af ety,  r e g ul at or y, or ot h er r e as o ns c o nsist e nt wit h 
a p pli c a bl e l a w s, r e g ul at i ons, a n d g o o d cli ni c al pr a cti c e ( G C P). 

 T h e p ati e nt b e c o m e s H B V D N A p osit i v e, at w hic h ti m e th e p ati e nt i s t o b e 
r ef err e d t o a s p e ci alist p h ysi ci a n. Dis c ussi o n of t h e ti mi n g of dis c o nt i n u ati on 
fr om t he st u d y a n d fr om st u d y tr e at me nt is pr o vi d e d i n S e ct i on 9. 4. 1 0. 2. 2 .

P ati e n ts dis c o nt i n ui n g fr om t he i n v est i g ati on al pr o d u ct pr e m at ur el y f or a n y  r ea s o n s h o ul d 
c o m pl et e a d v ers e e v e nt a n d ot h er f o ll ow- u p pr o c e d ur es p er S e cti o n 2 ( S c h e d ul e of 
A ct i viti es), S e ctio n 9. 2 ( A d v ers e E v e nts), a n d S e cti o n 9. 4 ( S af ety)  of t his pr ot o c ol.

8. 1. 2. Di s c o nti n u ati o n of I n a d v ert e ntl y E nr oll e d P ati e nt s
If t h e s p o ns or or i n v est i g at or i d e ntif y a p ati ent  w h o di d n ot m e et e nr oll m e nt crit eri a a n d w as 

i n a d v ert e ntl y e nr oll e d, t he n t h e p ati e nt s h o ul d b e dis c o nti n u e d fr o m st u d y tr e at me nt u nl ess t h er e 
ar e e xt e n u at i n g cir c u mst a n c es t h at m a k e it m e di c all y n e c ess ar y f or t h e p ati e nt t o c o nti n u e o n 

st u d y tr e at me nt.  If t h e i n v est i g at or a n d t h e s p o ns or C R P a gr e e it is m e di c all y a p pr o pr i ate t o 
c o nti n u e, t h e i n v est i g at or m ust o bt ai n d o c u m e nt e d a p pr o v al fr om t he s p o ns or C R P t o all o w t h e 

i n a d v ert e ntl y e nr oll e d p ati ent  t o c o ntin u e i n t h e st u d y  wit h or wit ho ut tr e at m e nt wi t h 
i n v esti g ati on al pr o d u ct.   S af et y f oll ow u p i s as o utli n e d i n S e ct i on 2 ( S c h e d ul e of A cti viti es), 

S e cti o n 9. 2 ( A d v ers e E v e nts), a n d S e cti o n 9. 4 ( S af et y) of t h e pr ot oc o l.

8. 2. D i s c o nti n u ati o n f r o m t h e St u d y
P ati e nt s will  be dis c o nt i n u e d i n t h e f oll owi n g ci r c u mst a n c es: 



I 1 F-M C -R H C H Cli ni c al Pr ot o c ol P a g e 5 2

L Y 2 4 3 9 8 2 1

 e nr o ll m e nt i n a n y ot h er cli ni c al st u d y i n v ol vi n g a n i n v esti g ati on al pr o d u ct or e nr oll m e nt 

i n a n y  ot h er t yp e of m e di c al r es e ar c h j u d g e d n ot t o b e s ci e nt ifi c all y or m e di c all y 
c o m p at i bl e wit h t his st u d y

 p arti ci p at i on i n t h e st u d y n e e ds t o b e st o p p e d f or m e di c al, s af ety,  r e g ulat or y , or ot h er 

r e as ons c o nsist e nt wit h a p pli c a bl e l a ws, r e g ul ati o ns, a n d g o o d cli ni c al pr a ct i c e (G C P )

 i n v esti g at or d e cisi o n

o T h e i n v est i g at or d e ci d es t h at t h e p ati e nt s h o ul d b e dis c o nti n u e d fr om t he st u d y

o If t h e p ati e nt, f or a n y r e a s o n, r e q uir e s tr e at me nt wit h a n ot h er t h er a p e u tic a g e nt 

t hat h as b e e n d e m o nstr at e d t o b e eff e ct i v e f or tr e at m e nt of t h e st u d y in di c at i on, 
di s c o nti n u at i on fr om t he st u d y  o c c ur s prior t o i ntr o d u cti o n of  t h e n e w a g e nt

 p ati e nt d e ci sio n

o th e p ati e nt or t h e p ati e nt’s d esi g n e e, f or e x a m pl e, p ar e nts or l e g al g u ar di a n 

r e q u ests t o b e wit h dr a w n fr o m t he st u d y

P ati e nts di s c o nt i n ui n g fr om t he st u d y  pr e m at ur el y f or a n y  r e a s o n s h o uld c o m pl et e a d v ers e e v e nt 

a n d ot h er s af et y f oll ow- u p p er S e cti o n 2 (S c h e d ul e of A ct i viti es), S e cti o n 9. 2 ( A d v ers e E v e nts), 
a n d S e ct i on 9. 4 ( S af et y) of t his pr ot o c ol.

8. 3. L o st t o F oll o w -U p
A p at i ent  will b e c o nsi d er e d l ost t o f o ll ow- u p i f h e or s h e r e p e at e dl y f ails t o r et ur n f or s c h e d ul e d 
visit s a n d is u n a bl e t o b e c o nt a ct e d b y t h e st u d y sit e.  Sit e p ers o n n el ar e e x p e ct e d t o m a k e 

dili g e nt att e m pts t o c o nt a ct p ati e nts w h o f ail t o r et ur n f or a s c h e d ul e d visit or w er e ot h er wis e 
u n a bl e t o b e f oll ow e d u p b y  t h e sit e.
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9. St u d y  As s e s s m e nt s a n d Pr o c e d ur e s

S e cti o n 2 lists t h e S c h e d ul e of A cti viti es, wit h t h e st u d y pr o c e d ur es a n d t h eir ti mi n g (i n cl u di n g 
t oler a n c e li mit s for ti mi n g).

A p p e n di x 2 lists t h e l ab or at or y t e st s t h at will b e p erf or m e d f or t hi s st u d y .

A p p e n di x 4 lists H e p ati c M o nit ori ng T ests f or Tr e at m e nt -E m er g e nt A b n or m ali t y d uri n g t h e

st u d y.

U nl ess ot h er wis e st at e d i n t h e s u bs e ct i ons b el o w, all s a m pl es c oll e ct e d f or s p e cifi e d l a b or at or y 

t ests will b e d estr o ye d wi t hi n 6 0 d a ys of r e c ei pt of c o nfir m e d t est r es ults.  C ert ai n s a m pl es m a y 
b e r et ai n e d f or a l o n g er p eri o d, if n e c ess ar y, t o c o m pl y wit h a p pli c a bl e l a ws, r e g ul at i ons, or 

l a b or at or y c ertifi c atio n st a n d ar ds.

9. 1. Effi c a c y A s s e s s m e nt s
B el o w ar e bri ef  d e s cri ptio ns o f k e y  as p e cts of t he s c al es us e d i n t h e st u d y.  C o m pl et e 

ass ess m e nts ar e i n cl u d e d i n sit e tr ai ni n g m at eri als.

T h e f o ll owi n g A S A S d o m ai ns ar e us e d t o d et er mi n e A S A S 2 0, A S A S 4 0, A S A S p arti al 

r e missi o n, a n d A S A S 5/ 6 ( Si e p er et al. 2 0 0 9, A S A S H a n d b o o k): 

1) P ati e nt Gl o b al  ( S e ctio n 9. 1. 2. 2 )

2) S pi n al P ai n ( S e cti o n 9. 1. 2. 3 )
3) F u n ct i on ( S e cti o n 9. 1. 2. 5 ) 

4) I nfl a m m ati on ( m e a n of  B A S D AI q u esti o ns 5 a n d 6) ( S e cti on 9. 1. 2. 4 ) 
5) C R P ( S e cti o n 9. 1. 2. 1 2. 1 ) a n d 

6) S pi n al m o bilit y (lat er al  s pi n al fl e xio n ) ( S e ctio n 9. 1. 2. 6 ).

9. 1. 1. Pri m a r y Effi c a c y A s s e s s m e nt s

9. 1. 1. 1. A S A S 4 0 (i n b D M A R D-n aï v e p ati e nt s )

T h e A S A S 4 0 ( A n d ers o n et al . 2 0 0 1; Br a n dt et al. 2 0 0 4; Si e p er et al . 2 0 0 9) is d eri v e d fr om 
p ati e nt -r e p ort e d ass ess m e nts.  A n A S A S 4 0 r es p o ns e is d efi n e d as a ≥ 4 0 % i m pr o v e m e nt a n d a n 
a bs o l ute i m pr o v e m e nt fr o m b as eli n e o f ≥ 2 u ni ts (r a n g e 0 t o 1 0) i n ≥ 3 of  4 d o m ai n s ( P ati e nt 

Gl o b al, S pi n al P ai n, F u n ct i on, a n d I nfl a m m at i on) wi t ho ut a n y  w ors e ni n g i n t h e r e m ai ni n g 
d o m ai n.

9. 1. 2. S e c o n d ar y Effi c a c y A s s e s s m e nt s

9. 1. 2. 1. A S A S 4 0, A S A S 2 0, A S A S I n di vi d u al C o m p o n e nt s, A S A S P arti al 
R e mi s si o n, a n d A S A S 5/ 6 

T h e A S A S 4 0, A S A S 2 0, A S A S i n di vi d u al c o m p o n e nts, A S A S p arti al r e missi o n , a n d A S A S 5/ 6 

r es p o ns es ( D a vis et al. 2 0 0 3; Si e p er et al. 2 0 0 9) ar e s e c o n d ar y effi c a c y ass ess m e nts t h at ar e 
c al c ul at e d as i m pr o v e m e nts i n r es p e ct i v e r es p o ns e r at es i n m ulti pl e dis e as e do m ai ns.

C o m pl et e d efi nit i ons of e a c h ass ess m e nt ar e pr o vi d e d b el o w.  
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9. 1. 2. 1. 1. A S A S 4 0 ( i n o v er all st u d y p o p ul ati o n)

T h e A S A S 4 0 ( A n d ers o n et al. 2 0 0 1; Br a n dt et al. 2 0 0 4 ; Si e p er et al . 2 0 0 9) is d eri v e d fr om 
p ati e nt -r e p ort e d ass ess m e nts.  A n A S A S 4 0 r es p o ns e is d efi n ed as a ≥ 4 0 % i m pr o v e m e nt a n d a n 

a bs o l ute i m pr o v e m e nt fr o m b as eli n e o f ≥ 2 u ni ts (r a n g e 0 t o 1 0) i n ≥ 3 of  4 d o m ai n s ( P ati e nt 
Gl o b al, S pi n al P ai n, F u n ct i on, a n d I nfl a m m at i on) wi t ho ut a n y  w ors e ni n g i n t h e r e m ai ni n g 

d o m ai n .

9. 1. 2. 1. 2. A S A S 2 0

T h e A S A S 2 0 is d eri v e d fr om p ati e nt -r e p ort e d ass ess m e nts.  A n A S A S 2 0 r es p o ns e is d efi n e d as a 
≥ 2 0 % i m pr o v e m e nt a n d a n a bs o l ute i m pr o v e m e nt fr o m b as eli n e o f ≥ 1 u ni ts (r a n g e 0 t o 1 0) i n 

≥ 3 of  4 d o m ai n s ( P ati e nt G l ob al , S pi n al P ai n, F u n ctio n, a n d I nfl a m m at i on) , a n d n o w ors e ni n g of 
≥ 2 0 % a n d ≥ 1 u nit (r a n g e 0 t o 1 0) i n t h e r e m ai ni n g d o m ai n .

9. 1. 2. 1. 3. A S A S P arti al R e mi s si o n
T h e A S A S p arti al r e missi o n i s d eri v e d fr o m p at i ent- r e p ort e d ass ess m e nts.  A n A S A S p arti al 

r e missi o n r es p o ns e is d efi n e d as a v al u e n ot a b o v e 2 u nits (r a n g e 0 t o 1 0, N R S) i n e a c h of t h e 
f oll owi n g 4 d o m ai ns : P ati e nt Gl o b al, S pi n al P ai n, F u n ct i on, a n d I nfl a m m at i on . 

9. 1. 2. 1. 4. A S A S 5/ 6
T h e A S A S 5/ 6 i n cl u d es ass ess m e nt of all 6 i n di vi d u al A S A S d o m ai ns list e d i n S e ct i on 9. 1 a n d 

r e pr es e nts i m pr o v e m e nt of ≥ 2 0 % i n at l e a st 5 d o m ai ns .

9. 1. 2. 2. P ati e nt Gl o b al ( A s s e s s m e nt of Di s e a s e A cti vit y)

Fr o m  t he A S A S H a n d b o o k ( Si e p er et al. 2 0 0 9 ), t h e p atie nt is as k e d t o r es p o n d t o t h e f o ll owi n g 
q u esti o n:   “ H o w a cti v e w as y o ur s p o n d ylit is o n a v er a g e d uri n g t h e l ast w e e k ? ”  T h e a ns w er is 

r e c or d e d o n a n N R S a n d is r at e d b et w e e n “ 0 ” ( n ot a cti v e) a n d “ 1 0 ” ( v er y a cti v e).

9. 1. 2. 3. S pi n al P ai n

Fr o m  t h e A S A S H a n d b o o k ( Si e p er et al. 2 0 0 9), t h e p atie nt is as k e d t o r es p o n d t o t h e f o ll owi n g 
2 q u esti o ns ( o n a v er a g e d uri n g t h e l ast w e e k):

1. “ H o w m u c h p ai n o f y o ur s pi n e d u e t o a n k yl o si n g s p o n d ylit is d o y o u h a v e ? ”
2. “ H o w m u c h p ai n o f y o ur s pi n e d u e t o a n k yl o si n g s p o n d ylit is d o y o u h a v e at ni g ht ? ”

T h e a ns w ers ar e r e c or d e d o n a n N R S a n d ar e e a c h r at e d b et w e e n “ 0 ” ( n o p ai n) a n d “ 1 0 ” ( m ost 
s e v er e p ain).  T h e first q u esti o n is us e d t o d eri v e r es p o ns es (t h at is, A S A S 4 0, A S A S 2 0, a n d s o 

o n).

9. 1. 2. 4. B at h A n k yl o si n g S p o n d yliti s Di s e a s e A cti vit y I n d e x

T h e B A S D AI is a p ati e nt -r e p ort e d ass ess m e nt c o nsisti n g of 6 q u estio n s t h at r el at e t o 5 m aj or 
s y m pt o ms r el e v a nt t o r-a x S p A ( G arr ett et al. 1 9 9 4; Si e p er et al. 2 0 0 9):  1) F atig u e, 2) S pi n al  p ai n, 

3) P eri p h er al  art hritis, 4) E nt h esit is, 5) I nt e nsity, a n d 6) D ur ati o n of m or ni n g st iff n ess.  P ati e nts 
n e e d t o s c or e e a c h ite m  wit h a s c or e fr o m 0 t o 1 0 ( N R S).

B A S D AI 5 0 r e pr es e nts a n i m pr o v e m e nt of ≥ 5 0 % of t h e B A S D AI s c or e fr o m b as eli n e 
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9. 1. 2. 5. B at h A n k yl o si n g S p o n d yliti s F u n cti o n al I n d e x

T h e B A S FI is a p ati e nt -r e p ort e d ass ess m e nt t hat est a blis h es a p ati e nt’s f u n cti o n al b as eli n e a n d 
s u bs e q u e nt r es p o ns e t o tr e at m e nt ( C ali n et al. 1 9 9 5).  T o c o m pl et e t h e B A S FI, a p ati e nt is as k e d 

t o r at e t h e diffi c ulty a s s o ci at e d wi t h 1 0 i n di vi d u al b asi c f u n cti on al a ct i viti es.  P atie nts r es p o n d t o 
e a c h q u e sti o n usi n g a n N R S s c al e ( r a n g e 0 t o 1 0) wi t h a hi g h er s c or e i n di c ati n g w ors e f u n cti on.

T h e p ati e nt’s fi n al B A S FI s c or e is t h e m e a n of t h e 1 0 it e m s c or es c o m pl et e d o n a n N R S. 

9. 1. 2. 6. B at h A n k yl o si n g S p o n d yliti s M etr ol o g y I n d e x — S pi n al M o bilit y 

T h e B A S MI is a c om bi n e d i n d e x c o m pr isi n g t he f oll o wi n g 5 cli ni c al m e as ur e m e nts of s pi n al 
m o bilit y i n p ati ent s wit h r- a x S p A (J e n ki ns o n et al. 1 9 9 4):

 L at er al  spi n al  fl e xio n
 Tr a g us -t o-w all dist a n c e

 L u m b ar fl e xi on ( m o difi e d S c hr o b er)
 M a xi m al i nt er m all e o l ar dist a n c e

 C er vi c al r ot ati o n .

T h e B A S MI i n cl u d es t hes e 5 m e as ur e m e nts t hat ar e e a c h s c al e d t o a s c or e of 0 t o 1 0 d e p e n di n g 

o n t h e r es ult of t h e ass ess m e nt ( B A S MI li n e ar f u n cti o n) .  T h e a v er a g e s c or e of t he 5 ass ess m e nts 
gi v es t h e B A S MI li n e ar r es ult ( v a n d er H eij d e et al. 2 0 0 8; Si e p er et al. 2 0 0 9 ). 

T h e B A S MI m ust b e ass ess e d b y a r h e u m at ol o gist or h e alt h c ar e pr o vi d er w h o m e ets t h e 
q u alifi c at i ons f or st u d y ass ess m e nt.

9. 1. 2. 7. C h e st E x p a n si o n 
W hil e p at i ent s h a v e t h eir h a n ds r est i n g o n or b e hi n d t h e h e a d, t h e ass ess or will m e as ur e t h e

c h est ’s e n cir cl e d l e n gt h b y c e nti m et er at t h e f o urt h i nt er c ost al l e v el a nt eri orl y. T h e diff er e n c e
b et w e e n m a xi m al  in s pi r atio n a n d e x pi r ati on i n c e nti m et ers will b e r e c or d e d. T w o tri es will b e

r e c or d e d. T h e b ett er m e as ur e m e nt (l ar g er diff er e n c e) of 2 tri es (i n c e nt i m et ers) will b e us e d f or
a n al ys es.

T h e m e as ur e m e nt of c h est e x p a nsi o n m ust b e ass ess e d b y a r h e u m at ol o gist or h e alt h c ar e
pr o vi d er w h o m e ets t h e q u alifi c at i ons f or st u d y ass ess m e nt.

9. 1. 2. 8. O c ci p ut t o W all Di st a n c e 
T h e p ati e nt is t o m a k e a m a xi m u m eff ort t o t o u c h t h e h e a d a g ai nst t h e w all w h e n st a n di n g wit h 

h e els a n d b a c k a g ai nst t h e w all.  Ti p o f n os e a n d tr a g us m ust b e at t h e s a m e h ori z o nt al li n e t o 
a v o i d n e c k e xt e nsi o n.  T h e n t h e dist a n c e fr o m o c ci p ut t o t h e w all is m e as ur e d.  T w o tri es will b e 

r e c or d e d.  T h e b ett er (s m all er) m e as ur e m e nt of 2 tri es (i n c e nti m et ers) will b e us e d f or a n al ys es.  

T h e m e a s ur e m e nt of o c ci p ut t o w all dist a n c e m ust b e ass ess e d b y  a r h e u m at olo gist or h e alt h c ar e 

pr o vi d er w h o m e ets t h e q u alifi c at i ons f or st u d y ass ess m e nt.  

9. 1. 2. 9. A n k yl o si n g S p o n d yliti s Di s e a s e A cti vit y S c or e

T h e A S D A S is a c o m p osit e i n d e x t o ass ess dis e as e a cti vit y i n A S ( M a c h a d o et al . 2 0 1 1 a, 2 0 1 1 b; 
Z o c hli n g 2 0 1 1 ; M a c h a d o et al. 2 0 1 8).  T h e p ar a m et ers us e d f or t h e A S D A S ( wit h C R P as a c ut e 

p h as e r e a ct a nt) ar e t h e f o ll owi n g :
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1) T ot al  b a c k p ai n ( B A S D AI q u esti on 2)

2) P ati e nt gl o b al ( S e ctio n 9. 1. 2. 2 )
3) P eri p h er al  p ai n/s w elli n g ( B A S D AI q u esti o n 3)

4) D ur ati o n of  mor ni n g stiff n ess ( B A S D AI q u est i on 6)
5) C R P i n m g/ L

T h e A S D A S cr p is c al c ul at e d wit h t h e f oll owi n g e q u ati o n:   0. 1 2 1 6 × t ot al b a c k p ai n + 0. 1 1 0 6 × 

p ati e nt gl o b al  + 0. 0 7 3 6 × p erip h er al  p ai n/s w elli n g + 0. 0 5 8 6 × d ur ati o n of m or ni n g stiff n ess + 
0. 5 7 9 6 × L n( C R P + 1) ( M a c h a d o et al. 2 0 1 5).   ( N ot e:  C R P is i n m g/lit er, t h e r a n g e of ot h er 

v ari a bl es is fr o m 0 t o 1 0; L n r e pr es e nts t h e n at ur al l o g arit h m. )

F o ur di s e as e a ct i vity st at es h a v e b e e n d efi n e d b y AS A S c o ns e ns us ( M a c h a d o et al. 2 0 1 8 ):

 A S D A S < 1. 3 d efi n es i n a cti v e dis e as e
 1. 3 ≤ A S D A S < 2. 1 d efi n e s l ow di s e as e a ct i vity

 2. 1 ≤ A S D A S ≤ 3. 5 d efi n es hi g h dis e as e a ct i vity
 A S D A S > 3. 5 d efi n es v er y  hi g h dis e as e a cti vit y.  

Cli ni c all y i m p ort a nt i m pr o v e m e nt is d efi n e d as ≥ 1. 1 u ni t s d e cr e as e fr o m b as eli n e , a n d m aj or 
i m pr o v e m e nt is d efi n e d as ≥ 2. 0 u nits d e cr e as e fr o m b as eli n e or a c hi e v e m e nt of t he l ow est 

p ossi bl e s c or e ( M a c h a d o et al. 2 0 1 1 b; D e o d h ar et al. 2 0 1 9a).

9. 1. 2. 1 0. M a a stri c ht A n k yl o si n g S p o n d yliti s E nt h e siti s S c or e

T h e M A S E S is a n i n d e x us e d t o m e as ur e t h e s e v erit y of  e nt h esitis ( H e uft-D or e n b os c h et al. 

2 0 0 3).  T h e M A S E S ass ess es 1 3 sit es f or e nt h esit is usi n g a s c or e of “ 0 ” f or n o a cti vity or “ 1 ” f or 
a cti vit y.   Sit es ass ess e d i n cl u d e c ost o c h o n dr al 1 (ri g ht/l eft), c ost o c h o n dr al 7 (ri g ht/l eft), s pi n al 

ili a c a a nt eri or s u p eri or (ri g ht/lef t), crist a ili a c a (rig ht/l ef t), s pi n a ili a c a p ost eri or (ri g ht/l eft), 
pr o c ess us s pi n os us L 5, a n d A c hill es t e n d o n pr o xi m al i ns erti o n (ri g ht/l eft).  T h e M A S E S is t h e 

s u m of all sit e s c or es (r a n g e 0 t o 1 3); hi g h er s c or es i n di c at e m or e s e v er e e nt h esit is.

T h e M A S E S m u st b e ass ess e d b y a r h e u m at ol o gist or h e alt h c ar e pr o vi d e r w h o m e ets t h e 

q u alifi c at i ons f or st u d y ass ess m e nts.

9. 1. 2. 1 1. N o n st er oi d al A nti -I nfl a m m at or y Dr u g I nt a k e 

I nf or mat i on r e g ar di n g N S AI D i nt a k e will b e c oll e ct e d i n t h e e C R F; t he A S A S -N S AI D s c or e will 
b e c al c ul at e d at b as eli n e a n d t hr o u g h W e e k 5 2 ( D o u g a d os et al. 2 0 1 1).

9. 1. 2. 1 2. L a b or at or y T e st s U s e d f or Effi c a c y M e a s ur e s a n d Di s e a s e D i a g n o si s

9. 1. 2. 1 2. 1. Hi g h S e n siti vit y C -R e a cti v e Pr ot ei n

Hi g h s e n si tivit y C R P will b e t h e m e as ur e of a c ut e p h as e r e a ct a nt .  It will b e m e as ur e d wit h a 
hi g h s e nsit i vity a s s a y  at t h e c e ntr al la b or at or y  t o h elp ass ess t h e eff e ct of i x e ki z u m a b o n dis e as e 

a cti vit y .  T h e r e s ults will n ot b e s h ar e d wit h t h e i n v e stig ati v e si t e s aft er b as eli n e r a n d o mi z ati on 
t o mai nt ai n t h e st u d y  bli n d.  
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9. 1. 2. 1 3. I m a gi n g U s e d f or Effi c a c y M e a s ur e s a n d Di s e a s e Di a g n o si s

9. 1. 2. 1 3. 1. I m a gi n g of S a cr oili a c J oi nt s a n d S pi ne
F or e a c h p ati e nt, X- r a y a n d M RI i m a g es will b e c oll e ct e d a c c or di n g t o t h e S c h e d ul e of A cti viti es 

(S e cti o n 2 ) a n d T a bl e R H C H . 3, a n d will f oll ow t h e st u d y -s p e cifi c r e c o m m e n d at i ons i n cl u d e d i n 
sit e tr ai ni n g m at eri als f or t his st u d y.  T h e SIJ X- r a y will b e us e d t o c o nfir m p at i ent s h a v e 

r a dio gr a p hi c s a cr oiliit is as d efi n e d b y t h e m N Y crit eri a.  T h e s pi n al M RI, c oll e ct e d at s cr e e ni n g ,
W e e k 1 6 a n d W e e k 5 2 , will g e n er at e o bj e cti v e d at a o n t h e a nti-i nfl a m m at or y eff e ct of t h e 

i n v esti g ati on al dr u g.  

T h e sit e will s e n d t h e i m a g es (X- r a y a nt eri or p o st eri or [ A P] P el vis SIJ a n d M RI) t o t h e c e ntr al 

r e a d er.  Im a g es f o r eli gi bility a n d/ or f or ass ess m e nt of tr e at m e nt eff e ct. 

T a bl e R H C H . 3. I m a gi n g R e q uir e m e nt s f or S a cr oili a c J oi nt s a n d S pi n e

Ti m e P oi nt a T y p e of Im a g e b P u r p os e R e a di n g R e q ui r e m e nts

S cr e e ni n g X- r a y A P P el vis ( SIJ) Eli gi bilit y t o 

d et er mi n e r- a x S p A

( p er m N Y crit eri a)

C e ntr all y r e a dc S e n d t o c e ntr al 

r e a d er; r es ults m ust 

b e r e c ei v e d fr o m 

c e ntr al r e a d er pri or 

t o e nr oll m e nt

S cr e e ni n g X- r a y of t h e s pi n e 

( c er vi c al a n d l u m b ar)

Eli gi bilit y t o 

d et er mi n e t ot al 

a n k y l os es

L o c all y r e a d ( b y 

i n v esti g at or)d
N ot a p pli c a bl e

S cr e e ni n g ,

W e e k 1 6 , 5 2 

a n d E T V

M RI of t h e s pi n e pl us SIJ Ass ess effi c a c y C e ntr all y r e a d S e n d t o c e ntr al 

r e a d er

A b br e vi ati o ns:  A P = a nt eri or p ost eri or; E T V = e arl y  t er mi n ati o n visit; m N Y = m o difi e d N e w Y or k; M RI = 

m a g n eti c r es o n a n c e i m a gi n g; r- a x S p A = r a di o gr a p hi c a xi al s p o n d yl o art hritis; SI J = s a cr oili a c j oi nts.
a S cr e e ni n g pr o c e d ur es m ust b e c o n d u ct e d wit hi n ti m efr a m es s p e cifi e d i n t h e S c h e d ul e of A cti viti es

(S e cti o n 2 ).

b I m a gi n g t o b e r e vi e w e d a n d a p pr o v e d f or q u alit y; i m a gi n g t h at d o es n ot p ass t h e q u alit y ass ess m e nt m ust b e 

r e p e at e d pri or t o r a n d o mi z ati o n.

c P ati e nt c a n n ot b e e nr oll e d u ntil c e ntr all y r e a d r es ults ar e r e c ei v e d b y sit e.

d P ati e nt c a n b e e nr oll e d b y i n v esti g at or f or t his i n cl usi o n/ e x cl usi o n crit eri o n of a n k yl osis.

9. 1. 2. 1 3. 2. S p o n d yl o art hriti s R e s e ar c h C o n s orti u m of C a n a d a – M RI S c or e f or S pi n e
All 2 3 dis c o -v ert e br al u nits ( D V Us) of t h e s pi n e (fr o m C 2 t o S 1) ar e s c or e d f or b o n e m arr o w 

e d e m a.  A si n gl e D V U h as a s c ori n g r a n g e of 0 t o 1 8, bri n gi n g t h e m a xi m u m t ot al s c or e t o 4 1 4, 
wi t h hi g h er s c or es r efl e cti n g w ors e dis e as e (M a k s y m o w y c h et al . 2 0 0 5 a).  S c ori n g will b e 

p erf or m e d b y  c e ntr al r e a d ers.  

9. 1. 2. 1 3. 3. S p o n d yl o art hriti s R e s e ar c h C o n s orti u m of C a n a d a – M RI S c or e f or 
S a cr oili a c J oi nt s

B ot h l ef t a n d rig ht SIJ ar e s c or e d f or b o n e m arr o w e d e m a.  T ot al SIJ S P A R C C s c or es c a n r a n g e 

fr om 0 t o 7 2 wi t h hi g h er s c or es r efl e cti n g w ors e dis e as e (M a k s y m o w y c h et al . 2 0 0 5 b).  S c ori n g 
will b e p erf or m e d b y  c e ntr al r e a d ers.  
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9. 1. 2. 1 3. 4. S p o n d yl o art hriti s R e s e ar c h C o n s orti u m of C a n a d a – SI J Str u ct u r al 
S c or e ( S S S)

Str u ct ur al l esi o ns i n M RIs of t h e SIJ ar e ass ess e d usi n g t h e S P A R C C S S S m et h o d i n w hi c h t h e 

pr es e n c e or a bs e n c e of l esi o ns is s c or e d i n SIJ q u a dr a nts (f or f at m et a pl asi a a n d er osi o n) or SIJ 
h al v es (f or b a c kfill a n d a n k yl osis).  S c ori n g r a n g es ar e f at m et a pl asi a ( 0 t o 4 0), er osi o ns ( 0 t o 

4 0), b a c kfill ( 0 t o 2 0), a n d a n k yl osis ( 0 t o 2 0) ( M a ks y m o w y c h et al. 2 0 1 5 ).  S c ori n g will b e 
p erf or m e d b y  c e ntr al r e a d ers. 

9. 1. 3. H e alt h O ut c o m e E n d p oi nt s

9. 1. 3. 1. E ur o p e a n Q u alit y of Lif e – 5 Di m e n si o n s 5 – L e v el
T h e E ur o p e a n Q u alit y of Lif e – 5 Di m e nsi o n s –5 L e v el ( E Q - 5 D-5 L) is a st a n d ar di z e d m e as ur e of 

h e alt h st at us us e d t o pr o vi d e a si m pl e, g e n eri c m e as ur e of h e alt h f or cli ni c al a n d e c o n omi c 
a p pr ai s al.  T h e E Q- 5 D- 5 L c o nsists of 2 c o m p o n e nts:  a d es cri pt i v e s yst e m of t he r es p o n d e nt’s 

h e alt h a n d a r ati n g of his/ h er c urr e nt h e alt h st at e usi n g a 0- t o 1 0 0-m m vis u al a n al o g s c al e 
( V A S).  T h e d es cri pt i v e s yst e m c om pr is es t h e f oll o wi n g 5 di m e nsi o n s:  m o bili t y, s elf-c ar e, us u al 

a cti vit i es, p ai n/ dis c o mf o rt, a n d a n xi ety/ d e pr e s si o n .  E a c h di m e nsi on h as 5 l e v els:  n o pr o bl e ms, 
sli g ht pr o bl e ms, m o d er at e pr o bl e ms, s e v er e pr o bl e ms, a n d e xtr e m e pr o bl e ms.  T h e r es p o n d e nt is 

as k e d t o i n di c at e his/ h er h e alt h st at e b y  tic ki n g ( or pl a ci n g a cr oss) i n t h e b o x a s s o ci at e d wi t h t h e 
m o st a p pr o priat e st at e m e nt i n e a c h of t h e 5 di m e nsi o ns.  It s h o ul d b e n ot e d t h at t h e n u m er als 1 t o 

5 h a v e n o arit h m eti c pr o p erti es a n d ar e n ot t o b e us e d as or di n al s c or e s.  T h e V A S r e c or ds t h e 
r es p o n d e nt’s s elf-r at e d h e alt h o n a v ert i c al V A S i n w hi c h t h e e n d p oi nts ar e l a b el e d “ b est 

i m a gi n a bl e h e alth st at e ” a n d “ w orst i m a gi n a bl e h e alt h st at e. ”  T his i nf or m at i on c a n b e us e d as a 
q u a nt itati v e m e as ur e of h e alt h o ut c o m es.  T h e E Q - 5 D- 5 L h e alt h st at es, d efi n e d b y t h e E Q - 5 D-

5 L d es cri pt i v e s y st e m, m a y be c o n v ert e d i nt o a si n gl e s u m m ar y  in d e x b y  a p pl yi n g a f or mul a t h at 
ess e nt i all y att a c h es v al u es ( als o c all e d w ei g hts) t o e a c h of t h e l e v els i n e a c h di m e nsi o n ( E ur o Q ol 

Gr o u p 2 0 1 1).   

9. 1. 3. 2. A s s e s s m e nt of S p o n d yl o art hriti s I nt er n ati o n al S o ci et y H e alt h I n d e x

T h e A S A S HI i s a dis e as e -s p e cifi c h e alt h-i n d e x i nstr u me nt d e si g n e d t o ass ess t h e i m p a ct of 
i nter v e nt i ons f or S p A, i n cl u di n g a x S p A.  T his br o a d er c o n c e pt of h e al t h is i n cl u d e d i n t h e 

I nt er n ati o n al Cl assifi c ati on of F u n ct i oni n g, Dis a bilit y, a n d H e al t h, w hi c h h as b e e n p u blis h e d b y 
t he W orl d H e alt h Or g a ni z at i on ( W H O ).  T h e A S A S h as a p pli e d t his cl assifi c ati on as a b asis t o 

d efi n e a c or e s et of it e ms r el e v a nt f or p ati e nts wit h A S .  T h e 1 7 -ite m  in str u m e nt h as s c or es 
r a n gi n g fr o m 0 ( g o o d h e al t h) t o 1 7 ( p o or h e al t h) ( Kilt z et al. 2 0 1 3).  E a c h it e m c o nsists of o n e

q u esti o n t h at t h e p ati e nt n e e ds t o r es p o n d t o wit h eit h er “I a gr e e ” ( s c or e of  1) or “I d o n ot a gr e e ”
( s c or e of 0). A s c or e of “ 1 ” is gi v e n w h er e t h e it e m is affir m e d, i n di c ati n g a d v ers e h e alth.  All 

ite m  s c or e s ar e s u m m e d t o giv e a t ot al  s c or e or i n d e x.

9. 1. 3. 3. M e di c al O ut c o m e s St u d y 3 6 -It e m S h ort-F or m H e alt h S ur v e y 

T h e S F -3 6 i s a 3 6 -ite m  p ati e nt-a d mi nist er e d m e as ur e d esi g n e d t o b e a s h ort, m ult i p ur p os e 
ass ess m e nt of h e alt h i n t h e ar e as of p h ysi c al f u n cti o ni n g, r ol e – p h ysi c al, r ol e – e m oti o n al , 

b o dil y  p ai n, vit alit y, s o ci al fu n ct i oni n g, m e nt al h e alt h, a n d g e n er al h e a lth.  T h e 2 o v er ar c hi n g 
d o m ai ns o f m e nt al  w ell-b ei n g a n d p h ysi c al w ell -b ei n g ar e c a pt ur e d b y  t h e m e nt al  co m p o n e nt 

su m m ar y ( M C S) a n d p h ysi c al c o m p o n e nt su m m ar y ( P C S) s c or es.  T h e s u m m ar y s c or es r a n g e 
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fr om 0 t o 1 0 0; hi g h er s c or es i n di c at e b ett er l e v els of f u n ct i on a n d/ or b ett er h e alt h.  It e ms ar e 

a ns w er e d o n Li k ert s c al es of v ar yi n g l e n gt hs.  T h e S F -3 6 v ersi o n 2 ( a c ut e v ersi o n) will b e us e d, 
w hi c h utili z es a 1 -w e e k r e c all p eri o d ( W ar e 2 0 0 0 ).  

9. 1. 3. 4. F u n cti o n al A s s e s s m e nt of C hr o ni c Ill n e s s T h er a p y F ati g u e S c al e

T h e F A CI T F at i g u e S c al e is a s h ort, 1 3-ite m, e as y t o a d mi nist er t o ol t h at m e as ur es a n 

i n di vi d u al’s l e v el of f ati g u e d uri n g t h eir us u al d ail y a cti viti es o v er t h e p ast 7 d a ys.  T h e l e v el of 
f ati g u e is m e as ur e d o n a 5 -p oi nt Li k ert -s c al e ( 4 = n ot at all f at i g u e d t o 0 = v er y m u c h f ati g u e d), 

E X C E P T f or it e ms # 7 a n d # 8 w hi c h ar e r e v ers el y s c or e d. ( W e bst er et al. 2 0 0 3).   

9. 1. 3. 5. W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u e sti o n n air e –
S p o n d yl o art hriti s

T h e W P AI -S p A c o nsists of 6 q u esti o ns t o d et er mi n e e m pl o y m e nt st at us, h o urs miss e d fr o m 

w or k b e c a us e o f S p A , h o urs miss e d fr om w or k f or ot h er r e as o ns, h o urs a ct u all y w or k e d, t h e 
d e gr e e t o w hi c h S p A aff e ct e d w or k pr o d u cti vit y w hil e at w or k, a n d t h e d e gr e e t o w hi c h S p A

aff e ct e d a cti vi tie s o ut si d e of w or k.  T h e W P AI -S p A h as b e e n v ali d at e d i n t h e r- a x S p A p ati e nt 
p o p ul at i on ( R eill y et al. 2 0 1 0).  F o ur s c or es ar e d eri v e d:  p er c e nt a g e of a bs e nt e eis m, p er c e nt a g e 

of  pr e s e nt e eis m (r e d u c e d pr o d u cti vit y w hil e at w or k), a n o v er all w or k i m p air m e nt s c or e t h at 
c o m bi n es a bs e nt e eis m a n d pr es e nt e eis m, a n d p er c e nt a g e of i m p air m e nt i n a ct i viti es p erf or m e d 

o ut si d e of  w or k.  Gr e at er s c or es i n di c at e gr e at er i m p air m e nt (R eill y Ass o ci at es [ W W W ]).  

9. 1. 3. 6. Q ui c k I n v e nt or y of D e pr e s si v e S y m pt o m at ol o g y – S elf -R e p ort ( 1 6 It e m s)

S e e S e cti o n 9. 4. 8 .  

9. 1. 4. A p p r o p ri at e n e s s of A s s e s s m e nt s

All o f t he cli ni c al a n d s af et y ass ess m e nts/ m e as ur es i n cl u d e d i n t h e pri m ar y  a n d m ajor s e c o n d ar y  
o bj e ct i v es i n t hi s st u d y ar e st a n d ar d, wi d el y us e d, a n d g e n er all y r e c o g ni z e d as r eli a bl e, 
a c c ur at e, a n d r el e v a nt.

9. 2. A d v e r s e E v e nt s
A n A E i s d efi n e d as:   A n y u nt o w ar d m e di c al o c c urr e n c e i n a p at i ent  or cli ni c al i n v esti g ati o n 
s u bj e ct a d mi nist er e d a p h ar m a c e ut i c al pr o d u ct t h at d o es n ot n e c ess aril y h a v e a c a us al 
r elat i ons hi p wit h t his tr e at m e nt.  A n A E c a n t h er ef or e b e a n y u nf a v or a bl e a n d u ni nt e n d e d si g n 

(in cl u di n g a n a b n or m al l a b or at or y  fi n di n g), s y m pt o m, or dis e as e t e m p or all y ass o ci at e d wit h t h e 
us e of a m e di ci n al (i n v est i g ati o n al) pr o d u ct, w h et h er or n ot r el at e d t o t h e m e di ci n al 

(in v est i g ati on al) pr o d u ct.

I n v esti g at ors ar e r es p o nsi bl e f or m o nit ori n g t h e s af et y of p ati ent s w h o h a v e e nt er e d t his st u d y 

a n d f or al erti n g Lill y  or its d esi g n e e t o a n y e v e nt t h at s e e ms u n us u al, e v e n if t his e v e nt m a y b e 
c o nsi d er e d a n u n a nt i ci p at e d b e n efit t o t h e p ati e nt.

T h e i n v est i g at or is r es p o nsi bl e f or t h e a p pr o pri at e m e di c al c are of  p ati ent s d uri n g t h e st u d y.

I n v esti g at ors m ust d o c u m e nt t h eir r e vi e w of e a c h l a b or at or y s af et y r e p ort.
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T h e i n v est i g at or r e m ai ns r es p o nsi bl e f or f oll owi n g, t hr o u g h a n a p pr o pri at e h e alt h c ar e o pti o n, 

A Es t h at ar e s eri o us or ot h er wis e m e di c all y i m p ort a nt, c o nsi d er e d r el at e d t o t h e i n v est i g ati on al 
pr o d u ct or t h e st u d y , or t h at c a us e d t h e p ati e nt t o dis c o nti n u e t h e i n v esti g ati on al pr o d u ct b ef or e 

c o m pl et i n g t h e st u d y.  T h e p ati e nt s h o uld b e f ol l ow e d u nt il t h e e v e nt r es ol v es, st a bili z es wit h 
a p pr o pri at e di a g n o sti c e v al u ati o n, or is r e as o n a bl y e x pl ai n e d.  T h e fr e q u e n c y of fol l ow- u p 

e v al u at i ons of t h e A E is l eft t o t h e dis cr et i on of t h e i n v est i g at or.

L a c k of dr u g eff e ct is n ot a n A E i n cli ni c al st u di es, b e c a us e t h e p ur p os e of t h e cli ni c al st u d y is t o 
est a blis h tr e at m e nt eff e ct.

T h e i n v est i g at or will r e c or d all r el e v a nt A E a n d S A E i nf or m ati on i n t h e c as e r e p ort f or m ( C R F). 
Aft er t h e i nf or m e d c o ns e nt f or m (I C F) is si g n e d, st u d y sit e p ers o n n el will r e c or d vi a C R F t h e 

o c c urr e n c e a n d n at ur e of e a c h p ati e nt’s pr e e xist i ng c o n di tio ns, i n cl u di n g cli ni c all y si g nifi c a nt 
sig ns a n d s y m pt o ms of t h e dis e as e u n d er tr e at m e nt i n t h e st u d y .  I n a d ditio n, si t e p er s o n n el will 

r e c or d a n y c h a n g e i n t h e c o n diti on(s) a n d a n y n e w c o n dit i ons as A Es. I n v esti g at ors s h o uld
r e c or d t h eir ass ess me nt of  t h e p ot e ntial  r el at e d n ess of e a c h A E t o pr ot o c ol pr o c e d ur e, 

i n v esti g ati on al pr o d u ct, vi a C R F.

T h e i n v est i g at or will i nter pr et a n d d o c u m e nt w h et h er or n ot a n A E as a r e as o n a bl y p ossi b ility of  

b ei n g r elat e d t o st u d y  tr e at me nt, st u d y  d e vi c e, or a st u d y  pr o c e d ur e, t a ki n g i nt o a c c o u nt t h e 
di s e as e, c o n c o mit a nt tr e at me nt or p at h ol o gi es. T o ass ess t h e r el at i ons hi p of t h e A Es, t h e 

f oll owi n g is d efi n e d:

A “r e as o n a bl e p ossi b ility ” m e a ns t hat t h er e is a c a us e a n d eff e ct r el at i ons hi p b et w e e n t h e 

i n v esti g atio n al pr o d u ct , st u d y d e vi c e a n d/ or st u d y  pr o c e d ur e a n d t h e A E.

T h e i n v est i g at or a ns w ers y es/ n o w h e n m a ki n g t his ass ess m e nt.

Pl a n n e d s ur g eri es a n d n o ns ur gi c al i nt er v e nt i ons s h o ul d n ot b e r e p ort e d as A Es u nl ess t h e 
u n d erl yi n g m e di c al c o n dit i on h as w ors e n e d d u rin g t h e c o urs e of t h e st u d y .

If a p ati e nt’s i n v esti g ati o n al pr o d u ct is dis c o nti n u e d as a r es ult of a n A E, st u d y sit e p er s o n n el 
m ust r e p ort t his t o Lill y or its d esi g n e e vi a el e ctr o ni c d at a e ntr y , clarif yi n g if p ossi bl e, t h e 

ci r c u mst a n c es l e a di n g t o a n y d os a g e mo difi c at i on s, or di s c o nti n u atio n s of  tr e at me nt. 

A c c ur at e st art a n d st o p d at es ( a n d ti m es, w h er e r e q uir e d) ar e t o b e r e p ort e d vi a el e ctr o ni c d at a 

e ntr y  for all  AEs.  O nl y A Es t h at ar e o n g oi n g at t h e l ast st u d y visit a n d/ or c o m m u ni c at i on ar e t o 
b e d o c u m e nt e d as “ o n g o i n g ”.

9. 2. 1. S e ri o u s A d v e r s e E v e nt s
A n S A E is a n y  AE f r o m t hi s st u d y t h at r e s ults i n o n e of t h e f oll owi n g o ut c o m e s:

 d e at h

 i niti al or pr ol o n g e d i n p ati e nt h os pit ali z ati on

 a lif e -t hr e at e ni n g e x p eri e n c e (t h at is, i m m e di at e ris k of d yi n g)

 p ersist e nt or sig nifi c a nt di s a bilit y/i n c a p a city
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 c o n g e nit al a n o m a l y/ birt h d ef e ct

 i m p ort a nt m e di c al e v e nts t h at m a y n ot b e i m m e di at el y lif e-t hr e at e ni n g, or r e s ult 
i n d e at h or h o s pi t ali z ati on b ut m a y j e o p ar diz e t h e p ati e nt or m a y  r e q uir e 
i nter v e nt i on t o pr e v e nt o n e of t h e ot h er o ut c o m es list e d i n t h e d efi nit i on a b o v e.  
E x a m pl es of s u c h m e di c al e v e nts i n cl u d e all er gi c br o n c h os p as m r e q uiri n g 
i nte n si v e tr e at m e nt i n a n e m er g e n c y  r o o m or at h o m e, bl o o d d ys cr asi as or 
c o n v ulsi o ns t h at d o n ot r es ult i n i n p ati e nt h os pit ali z ati o n, o r t h e d e v el o p m e nt of 
dr u g d e p e n d e n c y  or dr u g a b us e.

All A Es o c c urri n g aft er si g ni n g t h e I C F ar e r e c or d e d i n t h e C R F a n d ass ess e d f or s eri o us crit eri a.  
T h e S A E r e p ortin g t o s p o ns or b e gi ns aft er t h e p ati e nt h as si g ne d t he I C F a n d h as r e c ei ve d

i n v esti g ati on a l pr o d u ct.  H o w e v er, if a n S A E o c c urs aft er si g ni n g t h e I C F, b ut pri or t o r e c ei vi n g 
i n v esti g ati on al pr o d u ct, t h e S A E s h o ul d b e r e p ort e d t o t h e s p o ns or as p er S A E r e p orti n g 

r e q uir e m e nts a n d ti m eli n es (s e e S e cti on 9. 2 ) if it is c o nsi d er e d r e as o n a bl y p o s si bl y r el at e d t o 
st u d y pr o c e d ur e.

St u d y  sit e p er s o n n el mu st al ert Lill y or i t s d e sig n e e of  a n y S A E wit hi n 2 4 h o urs of i n v esti g at or 
a w ar e n ess o f t he e v e nt vi a a s p o ns or -a p pr o v e d m et h o d.  If al erts ar e iss u e d vi a t el e p h o n e, t h e y 

ar e t o b e i m m e di at el y f o ll ow e d wi t h offi ci al notifi c ati o n o n st u d y- s p e cifi c S A E f or ms.  T his 2 4 -
h o ur n otifi c at i on r e q uir e m e nt r ef ers t o t h e i nit i al S A E i nf or m ati on a n d all f o ll ow- u p S A E 

i nf or mat i on. P ati e nts wit h a s eri o us h e p at i c a d v ers e e v e nt s h o ul d h a v e a d diti on al d at a c oll e ct e d 
usi n g t h e el e ctr o ni c d at a e ntr y .

Pr e g n a n c y ( d uri n g m at er n al or p at er n al e x p os ur e t o i n v est i g ati on al pr o d u ct) d o es n ot m e et t h e 
d efi nit i on o f a n A E.  H o w e v er, t o f ulfill r e g ul at or y r e q uir e m e nts a n y pr e g n a n c y s h o uld b e 

r e p ort e d f oll owi n g t h e S A E pr o c ess a n d t o c oll e ct d at a o n t h e o ut c o m e f o r b ot h mot h er a n d f et us.

I n v esti g at ors ar e n ot o bli g at e d t o a cti v el y s e e k A Es or S A Es i n s u bj e cts o n c e t h e y h a v e 

di s c o nti n u e d a n d/ or c o m pl et e d t h e st u d y (t h e p atie nt dis p osit i on C R F h as b e e n c o m pl et e d).  
H o w e v er, if t h e i n v est i g at or l e ar ns of a n y S A E, i n clu di n g a d e at h, at a n y  ti m e aft er a s u bj e ct h as 

b e e n dis c h ar g e d fr o m t h e st u d y , a n d h e/s h e c o nsi d ers t h e e v e nt r e as o n a bl y p o s si bl y r el at e d t o t h e 
st u d y tr e at me nt or st u d y  p artici p at i on, t h e i n v est i gat or m u st pr o m ptl y n otif y Lill y .

9. 2. 1. 1. S u s p e ct e d U n e x p e ct e d S eri o u s A d v er s e R e a cti o n s

Lill y h as pr o c e d ur es t h at will b e f o ll ow e d f or t h e i d e ntifi c ati on, r e c or di n g a n d e x p e dit e d 
r e p orti n g of s us p e ct e d u n e x p e ct e d s eri o us a d v ers e r e a cti o ns ( S U S A Rs) t h at ar e c o nsist e nt wit h 

gl o b al  r e g ul ati ons a n d t h e ass o ci at e d d et ail e d g ui d a n c es.

9. 2. 2. A d v e r s e E v e nt s of S p e ci al I nt er e st
T h e f o ll owi n g a d v ers e e v e nts of s p e ci al i nt er est ( A E SIs) will b e us e d t o d et er mi n e t h e s af et y a n d 
t oler a bilit y of i x e ki z u m a b o v er t h e r a n g e of d os es s el e ct e d f or t his cli ni c al st u d y .

T h e A E SIs f or i x e ki z u m a b ar e:

 c y t o p e nia s (l e u k o p e ni a, n e utr o p e ni a, a n d t hr o m b o c y t o p e nia)
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 cli ni c all y si g nifi c a nt h e p ati c e v e nts a n d/ or si g nifi c a nt el e v at i ons i n li v er f u n cti on t est 

c h a n g es/ e n z y m e el e v at i ons ( A L T, A S T, bilir u bi n, a n d al k ali n e p h os p h at as e)
 i nf e cti ons

 i nj e cti on sit e r e a cti o n s
 all er gi c r e a cti o ns/ h y p ers e nsit i viti es

 c er e br o c ar di o v as c ul ar e v e nts 
 m ali g n a n ci es

 I B D
 int erst iti al l u n g dis e as e

 d e pr essi o n.

Si t es will pr o vi d e d et ails o n s om e of t h es e A Es as i nstr u ct e d o n t h e C R F.  I n v est i g at ors will als o 
e d u c at e p ati e nts a n d/ or c ar e gi v ers a b o ut t h e s y m pt o ms of all er gi c/ h y p ers e nsit i vity r e a ct i ons a n d 

will pr o vi d e i nstr u cti o ns o n d e ali n g wit h t h es e r e a cti o ns (s e e als o S e cti o n 7. 7. 2 ).  A bl o o d 
s a m pl e is t o b e c oll e ct e d as s o o n as p ossi bl e f or a n y p ati e nt w h o e x p eri e n c es a n A E of a p ot e nti al 

s yst e mi c all er gi c/ h y p ers e nsit i vity r e a cti ons d uri n g t h e st u d y  as ju d g e d b y t h e i n v esti g at or.

D at a o n pr ef err e d t er ms ass o ci at e d wit h c er e br o c ar di o v as c ul ar e v e nts ( d efi n e d as d e at h, c ar di a c 

is c h e mi c e v e nts i n cl u di n g MI a n d h os pit ali z ati o n f or u nst a bl e a n gi n a, h os pit ali z ati on f or h e art 
f ail ur e, s eri o us arr h yt h mi a, r es usci t at e d s u d d e n d e at h, c ar dio g e ni c s h o c k, c or o n ar y  

r e v as c ul ari z ati o n pr o c e d ur e, str o k e/tr a nsi e nt is c h e mi c att a c k, p eri p h er al r e v as c ul ari z ati o n 
pr o c e d ur e, p eri p h er al art eri al e v e nt, a n d h os pit ali z ati o n f or h y p ert e n si o n) will b e c o ll e ct e d, a n d 

t hes e e v e nts a n d a n y d e at hs will b e a dj u di c at e d b y  a n e xt er n al cli ni c al e v e nts c o m mitt e e ( C E C) 
m a d e u p of a c h air m a n, 2 c ar di o l ogists, a n d a n e ur ol o gist.  

D at a o n s us p e ct e d I B D, as i d e ntifi e d b y  e v e nts p ossi bl y i n di c ati v e of ul c er ati v e c olitis a n d 
Cr o h n’s dis e as e, will b e c o ll e ct e d a n d t h e e v e nts will b e a dj u di c at e d b y a n e xt er n al C E C wit h 

e x p ert is e i n I B D.

T h e r ol e of  e xt er n al C E C s i s t o a dju di c at e d efi n e d cli ni c al e v e nts i n a bli n d e d, c o nsist e nt, a n d 

u n bi as e d m a n n er t hr o u g h o ut t h e c o urs e of a st u d y .  T h e p ur p os e of t h e C E C f or a dj u di c at i on of 
c er e br o c ar di o v as c ul ar e v e nts a n d t h e C E C f or a dj u di c at i on of s us p e ct e d I B D e v e nts is t o e ns ur e 

t hat all r e p ort e d e v e nts ar e e v al u at e d u nif or ml y b y a si n gl e gr o u p.  

9. 2. 2. 1. All er gi c R e a cti o n a n d H y p er s e n siti vit y E v e nt s

All bi o l ogi c a g e nts c arr y  t h e ris k of s yst e mi c all er gi c/ h y p ers e nsiti vity r e a ct i ons. Cli ni c al 
m a nif est ati o ns of t h es e r e a cti o ns m a y i n cl u d e b ut ar e n ot li mit e d t o:

 S ki n r as h

 Pr uri t u s (it c hi n g)
 D ys p n e a

 Urti c ari al  ( hi v es)
 A n gi o e d e m a (f or e x a m pl e, s w elli n g of t h e li ps a n d/ or t o n g u e)

 H y p ot e n si o n
 A n a p h yl a cti c r e a cti o n
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P arti ci p a nt s wi t h cli ni c al m a nif est ati o ns of s yst e mi c all er gi c/ h y p ers e nsiti vity r e a ctio n s s h o ul d b e 
tr e at e d p er l o c al st a n d ar d of c ar e. A d dit i on al d at a d es cri bi n g e a c h s y m pt o m s h o ul d b e p r o vid e d 
t o t h e s p o ns or i n t h e e C R F.   

I n c as e of a n a p h yl a xis or g e n er ali z e d urti c ari a, a d dit i on al bl o o d s a m pl e s s h o ul d b e c oll e ct e d as 
cl os e as p ossi bl e t o t h e o ns et of t h e e v e nt. F oll o w -u p s a m pl e s s h o ul d b e o bt ai n e d at t h e n e xt 
r e g ularl y s c h e d ul e d visit or 4 w e e ks aft er t h e e v e nt, w hi c h e v er is l at er. T h e l a b r e s ul t s ar e 
pr o vi d e d t o t h e s p o ns or vi a t h e c e ntr al  la b or at or y  or via e C R F.   

9. 2. 3. C o m pl ai nt H a n dli n g
Lill y c o ll e cts pr o d u ct c o m pl ai nts o n i n v esti g ati on al pr o d u cts a n d dr u g d eli v er y s yst e ms us e d i n 

cli ni c al st u di es i n or d er t o e ns ur e t h e s af et y of  st u d y p artici p a nt s, m o ni t or q u alit y, a n d t o 
f a cilit at e pr o c ess a n d pr o d u ct i m pr o v e m e nts.

P ati e nt s will b e i nstr u ct e d t o c o nt a ct t h e i n v esti g at or as s o o n as p ossi bl e if h e or s h e h as a 
c o m pl ai nt or pr o bl e m wi t h t he i n v est i g ati on al pr o d u ct s o t h at t h e sit u ati o n c a n b e ass ess e d.

9. 3. Tr e at m e nt of O v e r d o s e
R ef er t o t h e I B.

9. 4. S af et y

9. 4. 1. El e ct r o c a r di o g r a m s
F or e a c h p ati e nt, 1 2 -l e a d el e ctr o c ar di o gr a ms ( E C Gs) s h o uld b e c oll e ct e d l o c all y a c c or di n g t o t h e 
S c h e d ul e of A ct i viti es (S e cti o n 2 ).  P atie nts ar e t o b e r est i n g f or 5 mi n ut es pri or t o t h e E C G.  It is 

r e c o m m e n d e d t h at p ati e nts b e i n a s u pi n e p osit i on.  

A n y cli ni c all y  sig nifi c a nt fi n di n gs fr o m E C Gs t h at r es ult i n a di a g n osis a n d t h at o c c ur aft er t h e 

p ati e nt r e c ei v es t he first d os e o f t he i n v est i g ati o n al tr e at m e nt ar e t o b e r e p ort e d t o Lill y or its 
d esi g n e e as A E s vi a C R F.  A n y cli ni c all y si g nifi c a nt E C G f i n di n gs pri or t o r e c ei vi n g dr u g ar e t o 

b e r e p ort e d as a pr e e xist i n g c o n diti on.

9. 4. 2. Vit al Si g n s
F or e a c h p ati e nt, vit al si g n s m e as ur e m e nts ar e t o b e c o n d u ct e d a c c or di n g t o t h e S c h e d ul e o f 

A ct i viti es (S e cti o n 2 ).  Vit al si g ns i n cl u d e B P a n d p ul s e.  P ati e nts ar e t o b e r esti n g f or a 
mi ni m u m o f 5 mi n ut es pri or t o vit al si g n c o ll e cti on. 

A n y cli ni c all y  sig nifi c a nt fi n di n gs fr o m vit al si g n s m e as ur e m e nt s t hat r e s ul t i n a di a g n osis a n d 
t hat o c c ur aft er t h e p ati e nt r e c ei v es t h e first d os e of st u d y tr e at m e nt ar e t o b e r e p ort e d t o Lill y or 

its d esi g n e e as A E s vi a C R F.

9. 4. 3. L a b o r at o r y T e st s
F or e a c h p ati e nt, l a b or at or y  t e st s (d et ail e d i n A p p e n di x 2 ) s h o u d b e c o n d u ct e d a c c or di n g t o t h e 

S c h e d ul e of A ct i viti es (S e cti o n 2 ).  F or t h os e t ests t h at ar e t est e d at t h e c e ntr al l a b, p l e as e 
r ef er e n c e t h e c e ntr al l a b or at or y ma n u al  for s p e cifi c i n str u cti o ns.



I 1 F-M C -R H C H Cli ni c al Pr ot o c ol P a g e 6 4

L Y 2 4 3 9 8 2 1

Wit h t h e e x c e pti o n o f l ab or at or y  t e st r e s ult s t h at m a y u n bli n d t h e st u d y, Lill y or it s d e sig n e e will  

pr o vi d e t h e i n v est i g at or wit h t h e r es ults of l a b or at or y t ests a n al y z e d b y a c e ntr al v e n d or, if a 
c e ntr al  v e n d or is us e d f or t h e cli ni c al tri al.  

A n y cli ni c all y  sig nifi c a nt fi n di n gs fr o m l a b or at or y t ests t h at r es ult i n a di a g n osis a n d t h at o c c ur 

af t er t h e p atie nt r e c ei v es t h e first d os e of i n v est i g ati on al pr o d u ct ar e t o b e r e p ort e d t o Lill y or its 
d esi g n e e as A E s vi a C R F.

9. 4. 4. I m m u n o g e ni cit y A s s e s s m e nt s
W h er e l oc al  r e g ul ati ons a n d E R Bs all o w, b l oo d s a m pl es f or i m m u n o g e ni cit y t esti n g will b e 
c oll e ct e d t o d et er mi n e a nt i b o d y pr o d u ctio n a g ai nst t h e i n v esti g ati o n al pr o d u ct as s p e cifi e d i n t h e 

S c h e d ul e of A ct i viti es (S e cti o n 2 ).

I mm u n o g e ni cit y will  be ass ess e d usi n g a v ali d at e d ass a y  d esi g n e d t o d et e ct A D As i n t h e 

pr es e n c e of t h e i n v esti g ati o n al pr o d u ct at  a l a b or at or y a p pr o v e d b y t h e s p o n s or.  A nti b o di es m a y 
b e f urt h er c h ar a ct eri z e d a n d/ or e v al u at e d f or t h eir a bilit y t o n e utr ali z e t h e a cti vity of  t h e 

i n v esti g ati on al pr o d u ct. A d dit i on all y , a blo o d s a m pl e is t o b e c oll e ct e d, as s o o n as p ossi bl e, f or 
a n y p at i ent  w h o e x p eri e n c es a p ot e nti al s yste mi c all er gi c/ h y p ers e nsit i vity r e a ctio n d uri n g t h e 

st u d y a s j u d g e d b y t h e i n v esti g at or.  T h es e s a m pl es will b e t est e d f or i m m u n o g e ni cit y a n d P K, 
w hil e ot h er l a b or at or y  t e st s ma y b e p erf or m e d as n e e d e d t o el u ci d at e t h e c a us e of t h e all er gi c/

h y p ers e nsit i vity r e a ct i on.   

S a m pl e s will  be r et ai n e d f or a m a xi m u m  of 1 5 ye ars aft er t h e l ast p ati e nt visit f or t h e st u d y , or 

f or a s h ort er p erio d if r e g ul at i ons a n d E R Bs all o w, at a f a cilit y s el e ct e d b y  t h e s p o ns or.  T h e 
d ur ati o n all o ws t h e s p o ns or t o r es p o n d t o f ut ur e r e g ul at or y r e q u ests r el at e d t o t h e i n v esti g ati on al 

pr o d u ct .  A n y s a m pl es r e m ai ni n g aft er 1 5 y e ars will b e d estr o y e d.  

9. 4. 5. P h y si c al E x a mi n ati o n
F or e a c h p ati e nt, a c o m pl et e p h ysi c al e x a mi n at i on m ust b e c o n d u ct e d a c c or di n g t o t h e S c h e d ul e 

of  A cti viti es (S e cti o n 2 ).  

A n y cli ni c all y  sig nifi c a nt fi n di n gs fr o m a c o m pl et e p h ysi c al e x a mi n at i on t h at r es ult i n a 

di a g n osis a n d t h at o c c ur aft er t h e p ati e nt r e c ei v es t h e first d os e of st u d y  tr e at me nt ar e t o b e 
r e p ort e d t o Lill y or its d esi g n e e as A Es vi a C R F.

9. 4. 6. O c ul a r E x a mi n ati o n
At  e a c h st u d y vi sit, i n v esti g at or or st u d y h e alt h c ar e pr o vi d er s will e v al u at e t h e p ati e nt f or a n y  
s y m pt o ms of a nt eri or u v eit is as s p e cifi e d i n t h e S c h e d ul e of A cti viti es (S e cti o n 2 ).  If t h e p ati e nt 
d e v el o ps e y e p ai n or dis c o mf o rt, e ye r e d n ess, bl urri n g of visi o n, or a n y  ot h er s y m pt o ms

s u g g est i v e of a nt eri or u v eit is, t h e p ati e nt m ust b e e v al u at e d b y a n o p ht h al m ol ogist . T h e 
o p ht h al m o l ogi st di a g n o si s i s c o mpl et e d i n t h e C R F .  
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9. 4. 7. C h e st X -R a y a n d T u b e r c ul o si s T e sti n g
A p o st eri or -a nt eri or vi e w c h est X- r a y will be o bt ai n e d, u nl ess t h e X- r a y or r e s ult s fr o m a c h e st 
X- r a y o bt ai n e d withi n 3 m o nt h s pri or t o s cr e e ni n g ar e a v ail a bl e.  T h e c h est X- r a y or r e s ult s will 

b e r e vi e w e d b y t h e i n v esti g at or or d esi g n e e t o e x cl u d e p ati e nts wit h a cti v e T B i nf e ct i on.  

I n a d diti on, p ati e nt s will  be t est e d at s cr e e ni n g a n d at visit s as i n di c at e d o n t h e St u d y S c h e d ul e, 

( S e ctio n 2 ) for e vi d e n c e of a cti v e or l at e nt T B i n di c at e d b y a p o sitiv e p urifi e d pr ot ei n d eri v ati v e
(P P D ) s ki n t est r es p o ns e ( ≥ 5 m m i n d ur at i on, b et w e e n a p pr o xi m at el y  2 a n d 3 d a ys aft er t est 

a p pli c at i on, r e g ar dl ess of B C G v a c ci n at i on hist or y).  If t he Q u a nt i F E R O N® -T B G ol d t e st or T -
S P O T ® is a v ail a bl e a n d i n t h e j u d g m e nt of t h e i n v esti g at or pr ef err e d as a n alt er n ati v e t o t h e P P D 

s ki n t est f or t h e e v al u ati o n of T B i nf e ct i on, ei t her t est m a y b e us e d i nst e a d of t h e P P D t est 
( p o sitiv e t ests e x cl u d e d) a n d m a y b e r e a d l o c all y. If t h e Q u a nti F E R O N ® -T B G ol d or T - SP O T ®

t e st is i n d et er mi n at e, 1 r et est is all o w e d.  If t h e r et est is i n d et er mi n at e, t h e n t h e p ati e nt is 
e x cl u d e d fr o m t he st u d y .

P ati e nt s wi t h d o c u me nt ati o n of  a n e g ati v e t est r es ult wit hi n 3 m o nt hs pri or t o b as eli n e ( W e e k 0; 
Vi sit 2) d o n ot n e e d a T B s cr e e n at Visit 1.  D o c u m e nt ati o n of t his t est r es ult m ust i n cl u d e a 

r e c or d of t h e si z e of t h e i n d ur ati o n r es p o ns e.  A P P D t est r e c or d e d as n e g ati v e wit h o ut 
d o c u m e nti n g t h e si z e of i n d ur at i on will r es ult i n a r et est.

If t h e P P D t est is p erf or m e d a n d p osit i v e (≥ 5 -m m i n d ur ati on) a n d t h e p ati e nt h as n o m e di c al 
hi st or y  or c h e st X- r a y fi n di n gs c o nsist e nt wit h a cti v e T B, a r et est c a n b e p erf or m e d usi n g a 

q u a nt i F E R O N® -T B G ol d ( Q T F) or T -S P O T ® . T B ( T-S P O T) t est. 

N ot e: If r et est is d o n e wit h Q T F or T -S P O T, t his r es ult will b e us e d t o d et er mi n e eli gi bilit y i n 

pl a c e o f t he P P D r es ult. I n d et er mi n at e r es ults of eit h er t est ar e t o b e h a n dl e d as dir e ct e d a b o v e.

H o w e v er, p ati e nts wit h a P P D s ki n t est ≥ 5 m m i n d ur atio n or a p osit i v e Q ua nt i F E R O N® -T B 

G ol d or p osit i v e T-S P O T ® t est at s cr e e ni n g b ut n o ot h er e vi d e n c e of a cti v e T B m a y b e 
r es cr e e n e d 1 ti m e a n d m a y be e nr oll e d wi t ho ut r e p e ati n g a P P D or Q u a nti F E R O N ® -T B G O L D

or T- S P O T ® t est if t h e f oll owi n g c o n di tio n s ar e met:

 af t er r e c ei vi n g at le ast 4 w e e ks of a p pr o pri at e l at e nt T B i nf e cti o n ( L T BI) t h er a p y , 

 wi t h n o e vi d e n c e of h e p at ot o xi cit y ( A L T/ A S T m ust r e m ai n ≤ 2 ti m es U L N) u p o n 
r et esti n g of s er u m A L T/ A S T pri or t o r a n d o mi z at i on.  S u c h p ati e nts m ust c o m pl et e 

a p pr o pri at e L T BI t h er a p y d uri n g t h e c o urs e of t h e st u d y i n or d er t o r e m ai n eli gi bl e, a n d
 m e et all ot h er I n cl usi o n/ E x cl usi o n cri t eria f or p arti ci p at i on.  

If r es cr e e ni n g o c c urs wit hi n 3 m o nt hs of t h e s cr e e ni n g c h est X- r a y, t h er e is n o n e c essity f or 
r e p e at of c h est X- r a y for c o n si d eri n g e nr oll m e nt .  P ati e nts w h o h a v e a d o c u m e nt e d hi st or y  of 

c o m pl et i n g an a p pr o pri at e T B tr e at m e nt r e gi m e n wit h n o hist or y of r e-e x p os ur e t o T B si n c e 
t hei r tr e at me nt w a s c o m pl et e d a n d n o e vi d e n c e of a cti v e T B ar e eli gi bl e t o p arti ci p at e i n t h e 

st u d y.  P ati e nts w h o h a v e h a d h o us e h o l d c o nt a ct with a p er s o n wi t h a cti v e T B ar e e x cl u d e d, 
u nl ess a p pr o pri at e a n d d o c u m e nt e d pr o p h yl a xis f or T B w as gi v e n.
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9. 4. 8. Q ui c k I n v e nt o r y of D e p r e s si v e S y m pt o m at ol o g y – S elf -R e p o rt 

( 1 6 It e m s)
F or e a c h p ati e nt, a QI D S -S R 1 6 ass ess m e nt will b e c oll e ct e d a c c or di n g t o t h e S c h e d ul e of 
A ct i viti es (S e cti o n 2 ).

A n y cli ni c all y  sig nifi c a nt fi n di n gs fr o m t h e QI D S -S R 1 6 ass ess m e nt t h at r es ult i n a di a g n osis a n d 
t hat o c c ur aft er t h e p ati e nt r e c ei v es t h e first d os e of st u d y tr e at m e nt ar e t o b e r e p ort e d t o Lill y or 

its d esi g n e e as A E s vi a C R F.

T h e QI D S -S R 1 6 is a s elf-a d mi nist er e d, 1 6 -ite m  in str u m e nt i nt e n d e d t o ass ess t h e e xist e n c e a n d 

s e v erit y of  s y m pt o ms of d e pr essi on as list e d i n t h e A m eri c a n Ps y c hi atri c Ass o ci at i on’s 
Di a g n osti c a n d St atisti c al M a n u al of M e nt al Dis or d ers , 4t h E ditio n ( A P A 1 9 9 4).  A p ati e nt is 

as k e d t o c o nsi d er e a c h st at e m e nt a s i t r elat e s t o t h e w a y  t h e y ha v e f el t for t h e p a st 7 d a ys.  T h er e 
is a 4-p oi nt s c al e f or e a c h it e m r a n gi n g fr o m 0 t o 3.  T h e 1 6 it e ms c orr es p o n di n g t o 9 d e pr essi o n 

d o m ai ns ar e s u m m e d t o gi v e a si n gl e s c or e r a n gi n g fr o m 0 t o 2 7, wit h hi g h er s c or es d e n oti n g 
gr e at er s y m pt o m s e v erit y.   T h e d o mai ns ass ess e d b y  t h e i n str u me nt ar e ( 1) s a d m o o d, 

( 2) c o n c e ntr ati o n, ( 3) s elf -cri tici s m, ( 4) s ui ci d al  id e ati o n, ( 5) i nt er est, ( 6) e n er g y/f ati g u e, 
( 7) sl e e p dist ur b a n c e (i nit i al, mi d dl e, a n d l at e i ns o m ni a or h y p ers o m ni a), ( 8) d e cr e as e/i n cr e as e i n 

a p p eti t e/ w eig ht, a n d ( 9) p s y c h o m o t or a git atio n/r et ar d ati o n.  A d di tio n al i nf or m at i on a n d t h e 
QI D S -S R 1 6 q u esti o ns m a y b e f o u n d at t h e U ni v ersit y of  Pitts b ur g h I D S/ QI D S i nt er n et p a g e 

(htt p:// w w w.i ds -qi d s. or g/ ).

9. 4. 9. C ol u m bi a – S ui ci d e S e v e rit y R ati n g S c al e
T h e C- S S R S (P os n er et al. 2 0 0 7; C o l um bi a U ni v ersit y M e di c al  C e nt er [ W W W]) is a s c al e t h at 

c a pt ur es t h e o c c urr e n c e, s e v erit y,  a n d fr e q u e n c y of s uici d e -r el at e d id e ati o ns a n d b e h a vi ors 
d uri n g t h e ass ess m e nt p eri o d.  T h e C -S S R S m ust b e a d mi nist er e d b y  a p pr o priat el y tr ai n e d sit e 

p ers o n n el.  T h e t o ol w as d e v el o p e d b y  t h e N ati on al I ns tit ut e of M e nt al H e alt h ( NI M H) 
Tr e at m e nt of A d o l es c e nt S uici d e Att e m pt er s ( T A S A) tri al  gr o u p f or t h e p ur p os e of b ei n g a 

c o u nt er p art t o t h e C ol u m bi a Cl assifi c at i on Al g ori t h m of S uici d e Ass ess m e nt ( C -C A S A) 
c at e g ori z at i on of s ui ci d al e v e nts .  P atie nt s will  be ass ess e d a c c or di n g t o t h e S c h e d ul e of 

A ct i viti es (S e cti o n 2 ).

T h e S elf -H ar m  S u p pl e m e nt F or m is a o n e-q u est i on f or m t hat i s c o m p l et e d, at a n y vi sit, i n cl u di n g 

b as eli n e visits, t hat as k s f or t h e n u m b er of s ui ci d al or n o ns ui ci d al s elf-i nj urio u s b e h a vi or s t he 
p ati e nt h as e x p eri e n c e d si n c e t he l ast ass ess m e nt. F or e a c h u ni q u e e v e nt i d e nt ifi e d, a 

q u esti o n n air e ( S elf -H ar m  Fol l ow- u p F or m ) w hi c h c oll e cts s u p pl e m e nt al i nf or m ati on o n t h e s elf -
i nj urio u s b e h a vi or is t o b e c o m pl et e d . T hi s i nf or m atio n is t h e n d o c u m e nt e d i n t h e e C R F . 

9. 4. 1 0. S af et y M o nit o ri n g 
Lill y will p eri o di c all y  r e vi e w e v ol vi n g a g gr e g at e s af ety d at a wi t hi n t h e st u d y b y a p pr o priat e 

m et h o ds.
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9. 4. 1 0. 1. H e p ati c S af et y M o nit ori n g

If a st u d y p atie nt e x p eri e n c es el e v at e d A L T ≥ 3 X U L N, A L P ≥ 2 X U L N, or el e v at e d T B L ≥ 2 X 
U L N, li v er t esti n g (A p p e n di x 4 ) s h o uld b e r e p e at e d wi t hi n 3 t o 5 d a ys i n cl u di n g A L T, A S T, 

A L P, T B L, dir e ct bilir u bi n, g a m m a -gl ut a m yl  tr a nsf er as e, a n d cr e ati n e ki n as e t o c o nfir m t h e 
a b n or m ali t y a n d t o d et er mi n e if it is i n cr e asi n g or d e cr e asi n g.  If t h e a b n or m alit y p ersists or 

w ors e ns, cli ni c al a n d l a b or at or y  mo ni t ori n g s h o uld b e i niti at e d b y t h e i n v esti g at or a n d i n 
c o ns ult ati o n wit h t h e st u d y  me di c al m o nit or .  M o nit ori n g of A L T, A S T, T B L, a n d A L P s h o ul d 

c o nti n u e u ntil l e v el s n or m ali z e or r et ur n t o a p pr o xi m at e b as eli n e l e v els.   D et ails f or h e p at i c 
m o nit ori n g d e p e n d u p o n t h e s e v erit y a n d p ersist e n c e of o bs er v e d l a b or at or y  t e st a b n or mali tie s.  

A d di tio n al  s af et y d at a s h o ul d b e c o ll e ct e d vi a t h e C R F/ el e ctr o ni c d at a e ntr y/ d esi g n at e d d at a 
tr a ns missi on m et h o ds if 1 or m or e of t h e f o ll owi n g c o n di tio n s o c c ur: 

 e l ev at i on of s er u m  AL T t o ≥ 5 X U L N o n 2 or m or e c o ns e c uti v e bl o o d t ests

 el e v at e d s er u m  T B L t o ≥ 2 X U L N ( e x c e pt f or c as es of k n o w n Gil b ert’s 
s y n dr o m e)

 el e v at i on of s er u m  AL P t o ≥ 2 X U L N o n 2 or m or e c o ns e c uti v e bl o o d t ests

 p ati e nt dis c o nt i n u e d fr om tr e at me nt d u e t o a h e p ati c e v e nt or a b n or m alit y of 
li v er t e st s

 h e p at i c e v e nt c o nsi d er e d t o b e a S A E

9. 4. 1 0. 2. N e utr o p e ni a

9. 4. 1 0. 2. 1. D uri n g Tr e at m e nt ( P eri o d s 2 a n d 3)

D uri n g tr e at m e nt wit h i n v est i g ati on al p r o d u ct, p ati e nts wit h n e utr o p hil c o u nts < 1 5 0 0 c ells/ L 
( < 1. 5 0 x1 0 3 /µ L or < 1. 5 0 GI/ L) ar e t o b e m a n a g e d f or n e utr o p e ni a as f o ll ow s:

 < 5 0 0 c ells/  L ( < 0. 5 0 x 1 0 3 / µ L or < 0. 5 0 GI/ L), s e e Dis c o nti n u ati o n Crit eri a ( S e ctio n 8. 1 )
 ≥ 5 0 0 c ells/  L a n d < 1 0 0 0 c ells/  L ( ≥ 0. 5 0 x 1 0 3 /µ L a n d < 1. 0 0 x 1 0 3 /µ L or ≥ 0. 5 0 GI/ L a n d 

< 1. 0 0 GI/ L), s e e Dis c o nt i n u ati on Cri t eria ( S e cti o n 8. 1 )
 ≥ 1 0 0 0 c ells/  L a n d < 1 5 0 0 c ells/  L ( ≥ 1. 0 0 x 1 0 3 /µ L a n d < 1. 5 0 x 1 0 3 /µ L or ≥ 1. 0 0 GI/ L a n d 

< 1. 5 0 GI/ L), a n d t h e p ati e nt h as a c o n c urr e nt i nf e cti o n t h at r e q uir es s yst e mi c a nti-
i nf e cti v e t h er a p y (f or e x a m pl e, a nti bi oti c, a ntif u n g al a g e nt, a nti vir al a g e nt):  

o T h e d os e of i n v est i g ati on al pr o d u ct is t o b e wit h h el d, t h e p ati e nt is t o r e c ei v e 
a p pr o pri at e m e di c al c ar e, a n d a r e p e at t est f or n e utr o p hil c o u nt is t o b e p erf or m e d 

wi t hi n 4 w e e ks fr o m k n o wl e d g e of t h e i niti al r e p ort.  If t h e r e p e at n e utr o p hil 
c o u nt h as r et ur n e d t o ≥ 1 5 0 0 c ells/  L ( ≥ 1. 5 0 x 1 0 3 /µ L or ≥ 1. 5 0 x 1 0 3 /µ L) a n d t h e 

i nf e cti on h as r es ol v e d or is r es ol vi n g, t h e p ati e nt m a y r es u m e d osi n g of 
i n v esti g ati on al pr o d u ct a n d e v al u at i on at s c h e d ul e d visits.  If t h e n e utr o p hil c o u nt 

r e mai ns ≥ 1 0 0 0 c ells/  L a n d < 1 5 0 0 c ells/  L ( ≥ 1. 0 0 x 1 0 3 /µ L a n d < 1. 5 0 x 1 0 3 /µ L or 
≥ 1. 0 0 GI/ L a n d < 1. 5 0 GI/ L), i n v est i g ati on al pr o d u ct is t o c o nt i n u e t o b e wit h h el d 

a n d a r e p e at n e utr o p hil c o u nt is t o a g ai n b e p erf or m e d wit hi n a n ot h er 4 w e e ks.  If, 
af t er 2 r e p e at t ests, t h e n e utr o p hil c o u nt still r e m ai ns ≥ 1 0 0 0 c ells/  L a n d 
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< 1 5 0 0 c ells/  L ( ≥ 1. 0 0 x 1 0 3 / µ L a n d < 1. 5 0 x 1 0 3 /µ L or ≥ 1. 0 0 GI/ L a n d < 1. 5 0 GI/ L), 

a n d:
 t he i nf e ct i on h as n ot f ull y  r e s ol v e d, t h e p atie nt will b e dis c o nti n u e d fr o m 

t he st u d y tr e at me nt .
 t he i nf e ct i on h as r es o l v e d, t h e p ati e nt m a y r es u m e d osi n g a n d e v al u ati on 

at s c h e d ul e d visit s.  H o w e v er, if r es u m pti on of d osi n g is n ot d e e m e d 
a p pr o pri at e b y  t h e i n v e stig at or, t h e p ati e nt will b e dis c o nti n u e d fr o m t he 

st u d y tr e at me nt .
 ≥ 1 0 0 0 c ells/  L a n d < 1 5 0 0 c ells/  L ( ≥ 1. 0 0 x 1 0 3 /µ L a n d < 1. 5 0 x 1 0 3 /µ L or ≥ 1. 0 0 GI/ L a n d 

< 1. 5 0 GI/ L), a n d t h e p ati e nt h as n o c o n c urr e nt i nf e cti o n t h at r e q uir es s yst e mi c a nt i-
i nf e cti v e t h er a p y (f or e x a m pl e, a nti bi oti c, a ntif u n g al a g e nt, a nti vir al a g e nt):  

o D osi n g m a y c o nti n u e, a n d a r e p e at n e utr o p hil c o u nt is t o b e p erf or m e d 4 t o 
8 w e e ks fr o m k n o wl e d g e of t h e i nit i al r e p ort.  T esti n g m ay b e at a r e g ul arl y 

s c h e d ul e d visit or at a n u ns c h e d ul e d visit, as n e c ess ar y .
R e p e at t esti n g is t o b e p erf or m e d at 4- t o 8-w e e k i nt er v als u nt il t h e n e utr o p hil 

c o u nt h as r et ur n e d t o ≥ 1 5 0 0 c ells/  L ( ≥ 1. 5 0 x 1 0 3/ µ L or ≥ 1. 5 0 GI/ L) .  If t h e 
p ati e nt h as 3 or m or e p ost b as eli n e n e utr o p hil c o u nts of ≥ 1 0 0 0 c ells/  L 

(≥ 1. 0 0 x 1 0 3 /µ L or ≥ 1. 0 0 GI/ L) a n d < 1 5 0 0 c ells/  L ( < 1. 5 0 x 1 0 3 /µ L or 
< 1. 5 0 GI/ L) , n o v al u e of < 1 0 0 0 c ells/  L ( < 1. 0 0 x 1 0 3 /µ L or < 1. 0 0 GI/ L), a n d n o 

p ost b as eli n e i nf e cti o n r e q uiri n g s yst e mi c a nt i-i nf e cti v e t her a p y , t h e p atie nt m a y  
c o nti n u e or r es u m e f urt h er e v al u ati o n at s c h e d ul e d visits, as d e e m e d a p pr o pri at e 

b y t h e i n v esti g at or.

If a p ati e nt wit h o ut i niti al c o n c urr e nt i nf e cti o n d e v el o ps a n i nf e cti o n t h at r e q uir es s yst e mi c a nt i-
i nf e cti v e t h er a p y, t h e n t h e pati e nt is t o b e m a n a g e d as i n di c at e d a b o v e f or p ati e nts wit h 

c o n c urr e nt i nf e ct i on.  

9. 4. 1 0. 2. 2. At E arl y T er mi n ati o n Vi sit

If at t h e l ast s c h e d ul e d st u d y visit, t h e p atie nt’s n e utr o p hil c o u nt is < 1 5 0 0 c ells/  L 

( < 1. 5 0 x 1 03 / µ L or < 1. 5 0 GI/ L) a n d l ess t h a n t h e p ati e nt’s b as eli n e n e utr o p hil c o u nt, t h e 
f oll owi n g m e as ur es ar e t o b e t a k e n:

 P ati e nts wit h C o n c urr e nt I nf e cti o n:   If t h er e is a c o n c urr e nt i nf e cti on t h at r e q uir es 
s yst e mi c a nti-i nf e cti v e t h er a p y, t h e p ati e nt is t o r e c ei v e a p pr o pri at e m e di c al c ar e a n d a 

r e p e at t est f or n e utr o p hil c o u nt is t o b e p erf or m e d at l e ast Q 4 W ( or s o o n er as 
a p pr o pri at e) u ntil r es o l uti on of i nf e ct i on.  U p o n r es ol ut i on of i nf e cti o n, t h e n e utr o p hil 

c o u nt is t o b e m o nit or e d usi n g t h e r e q uir e d st u d y visit s i n P ost -Tr e at m e nt F oll o w -U p 
P eri o d ( P eri o d 4) :  Visit 8 0 1 ( 4 w e e ks p ost -r es ol uti o n of i nf e cti o n) a n d Vi si t 8 0 2 ( 8 

w e e ks aft er Visit 8 0 1 u nl ess ot h er wis e s p e cifi e d) . A d di tio n al  m o nit ori n g m a y b e 
r e q uir e d if it is d e e m e d n e c ess ar y  b y t h e i n v e stig a t or.  

 P ati e nts wit h o ut C o n c urr e nt I nf e cti o n:   If t h er e is n o c o n c urr e nt i nf e cti o n t h at r e q uir es 
s yst e mi c a nti-i nf e cti v e t h er a p y, t h e n e utr o p hil c o u nt is t o b e m o nit or e d usi n g t h e 

r e q uir e d st u d y vi sit s i n t h e P o st-Tr e at m e nt F oll o w -U p P eri o d ( P eri o d 4) : Vi sit 8 0 1 ( 4 
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w e e ks p ost -E T V or l ast r e g ul arl y s c h e d ul e d visit) a n d Vi si t 8 0 2 . A d di tio n al  m o nit ori n g 

m a y b e r e q uir e d if it is d e e m e d n e c ess ar y  b y t he i n v esti g at or.

9. 4. 1 0. 2. 3. P o st - Tr e at m e nt F oll o w-U p P eri o d

At Visit 8 0 1 a n d V 8 0 2, t h e f o ll owi n g m o nit ori n g a p pli es:

 As l on g as a p ati e nt’s n e utr o p hil c o u nt is < 1 0 0 0 c ells/  L ( < 1. 0 0 x 1 0 3 /µ L or < 1. 0 0 GI/ L)

at a n y  fol l ow- u p visit, t h e p ati e nt is t o r et ur n f or visits at l e ast Q 4 W ( m a y r e q uir e 
u ns c h e d ul e d visits).  

 A s l o n g as a p a tie nt’s n e utr o p hil c o u nt is ≥ 1 0 0 0 c ells/  L a n d < 1 5 0 0 c ells/  L 
(≥ 1. 0 0 x 1 0 3 /µ L a n d < 1. 5 0 x 1 0 3 /µ L or ≥ 1. 0 0 GI/ L a n d < 1. 5 0 GI/ L) at a n y f o ll ow- u p visit, 

t he p ati e nt is t o r et ur n f or a d diti on al vi si t( s) at le a st e v er y  4 t o 8 w e e ks ( m a y r e q uir e 
u ns c h e d ul e d visits) .  

If, at Visit 8 0 2 , t h e p atie nt’s n e utr o p hil c o u nt r e m ai ns < 1 5 0 0 c ells/  L ( < 1. 5 0 x 1 03 / µ L or 
< 1. 5 0 GI/ L) a n d l ess t h a n t h e p ati e nt’s b as eli n e n e utr o p hil c o u nt, or if t h e i n v est i g at or d e e ms 

a d di tio n al  f oll o w-u p m a y b e n e c ess ar y , t h e i n v esti g at or will d et er mi n e t h e a p pr o pri at e 
m a n a g e m e nt of t h e p ati e nt a n d t h e a p pr o pri at e ti mi n g of a d dit i on al  c o nt a ct( s).

9. 4. 1 0. 3. H e p atiti s B M o nit ori n g
P ati e nts t h at ar e H B c A b + at s cr e e ni n g, r e g ar dl ess of ot h er h e p at itis B t esti n g r e s ult s, will h a v e a 

s er u m H B V D N A s p e ci m e n o bt ai n e d t o b e a n al y z e d b y t h e c e ntr al l a b or at or y.  S u c h p ati e nts t h at 
ar e d et er mi n e d t o b e H B V D N A n e g at i v e ( u n d et e ct a bl e) m a y b e e nr oll e d i nt o t h e st u d y wit h 

r e q uir e d H B V D N A m onit ori n g e v er y  3 t o 4 m o nt hs d ur i n g tr e at m e nt a n d 1 2 w e e ks aft er t h e l ast 
d os e of i x e ki z u m a b .  P ati e nts t h at ar e f o u n d t o b e H B V D N A p osit i v e ( d et e ct a bl e) at s cr e e ni n g 

will b e e x cl u d e d fr o m t he tri al .  

If t h e r es ult of a n y s u bs e q u e nt H B V D N A t esti n g is p osit i v e, t h e p ati e nt is t o b e dis c o nt i n u e d 

fr om t he st u d y  tr e at me nt, i s t o c o nti n u e s af et y f oll o w u p, a n d is t o r e c ei v e a p pr o pri at e f o ll ow- u p 
m e di c al c ar e, i n cl u di n g c o nsi d er at i on f or a nti vir al t h er a p y. A s p e ci alist p h ysi ci a n i n t h e c ar e of 

p ati e nt s wi t h h e p atitis (f or e x a m pl e, i nf e cti ou s dis e as e or h e p at ol o gist s u bs p e ci alists) is t o b e 
c o ns ult e d a n d p ot e nti all y  st art a nti vir al t h er a p y pri or t o dis c o nt i n u ati on of a n y  

i m m u n os u p pr ess a nt or i m m u n o m o d ul at or y  t her a p y (i n cl u di n g i n v est i g ati on al dr u g). Ti mi n g of 
di s c o nti n u at i on fr om t he st u d y  an d of a n y  i m m u n os u p pr ess a nt/i m m u n om o d ul at or y t her a p y  

(in cl u di n g i n v esti g at i on al pr o d u ct) n e e ds t o b e b as e d o n t h e r e c o m m e n d at i ons of t h e c o ns ult i n g 
s p e ci alist p h ysi ci a n i n c o nj u n ct i on wi t h t h e i n v esti g at or a n d m e di c al g ui d eli n es/st a n d ar d of c ar e.

9. 4. 1 0. 4. H y p ert e n s i o n
P ati e nts w h o e x p eri e n c e c h a n g es i n B P (s y st oli c B P at ≥ 1 6 0 m m H g pl us ≥ 2 0 m m H g i n cr e as e 

fr om b as eli n e [ We e k 0 , Vi sit 2]; a n d/ or diast oli c B P at ≥ 1 0 0 m m H g pl us ≥ 1 0 m m H g i n cr e as e 
fr om b as eli n e) o n 2 c o ns e c uti v e visit s ar e t o r e c ei v e i nt er v e nti on f or th e m a n a g e m e nt of 

h y p ert e nsi o n.  I nt er v e nt i on c o ul d i n cl u d e t h e m a xi m al i nt er v e nt i on of wit h h ol di n g t h e d os e of 
i n v esti g ati on al pr o d u ct a n d/ or t h e i ntr o d u cti o n of a nt i-h y p ert e nsi v e a g e nt(s) as m e di c all y 

a p pr o pri at e. 
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F or ot h er A E SIs or a b n or m al l a b r es ults, pl e as e r ef er t o t h e a p pr o pri at e pr ot o c ol s e ct i on t h at 

a d dr ess es t h es e t o pi cs.  T o e ns ur e p ati e nt s af et y a n d c o m pl y wit h r e g ul at or y  g uid a n c e, t h e 
i n v esti g at or is t o c o ns ult wit h t h e Lill y cli ni c al r es e ar c h p h ysi ci a n/ cli ni c al r es e ar c h s ci e ntist 

r e g ar di n g c oll e cti on of s p e cifi c r e c o m m e n d e d cli ni c al i nf or m at i on a n d f o ll ow- u p l a b or at or y  
t e st s.  S e e A p p e n di x 4 .

9. 5. P h a r m a c o ki n eti c s
At  t h e visits a n d t i m es s p e cifi e d i n t h e S c h e d ul e of A ct i viti es ( S e cti o n 2 ), v e n o us bl o o d s a m pl es 

of  a p pr o xi m at el y 4 m L e a c h will  be c oll e ct e d t o d et er mi n e t h e s er u m c o n c e ntr ati o ns of 
i x e ki z u m a b.  T h es e bl o o d s a m pl es f or P K a n al ysis ar e m at c h e d t o t h e ti mi n g of s a m pl es f or t h e 

ass ess m e nt of i m m u n o g e ni city.   It is e x p e ct e d t h at t h es e P K s a m pl es will all o w s uffi ci e nt 
d es cri pt i on of i x e ki z u m a b P K pr ofil es at st e a d y  st at e t hr o u g h o ut t h e st u d y.  I n str u ctio ns f or t h e 

c oll e ct i on a n d h a n dli n g of bl o o d s a m pl es will b e pr o vi d e d b y t h e s p o ns or .  T h e a ct u al d at e a n d 
ti m e ( 2 4- h o ur cl o c k ti m e) of e a c h s a m pli n g will b e r e c or d e d.

S a m pl es c o ll e ct e d f or P K a n al ysis will b e t est e d at a l a b or at or y a p pr o v e d b y Lill y or its d esi g n e e.  
C o n c e ntr ati o ns of i m m u n or e a cti v e i x e ki z u m a b i n h u m a n s er u m will b e d et er mi n e d b y a 

v ali d at e d m et h o d.

Bi o a n al y tic al  s a m pl es c oll e ct e d t o me as ur e i n v est i g ati o n al pr o d u ct c o n c e ntr ati o n will b e r et ai n e d 

f or a m a xi m u m of 1 y e ar f oll o wi n g l ast p ati e nt visit f or t h e st u d y.

9. 6. P h a r m a c o d y n a mi c s
N ot a p pli c a bl e

9. 7. G e n eti c s
N ot a p pli c a bl e.

9. 8. H e alt h E c o n o mi c s
R ef er t o 9. 1. 3.
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1 0. St ati sti c al C o n si d er ati o n s

1 0. 1. S a m pl e Si z e D et e r mi n ati o n
A p pr o xi m at el y  1 4 0 p at i ent s will b e r a n d o mi z e d at a 1: 1 r ati o i n t h e Bli n d e d Tr e at m e nt D osi n g 
P eri o d ( P eri o d 2) t o i x e ki z u m a b 8 0 m g Q 4 W w ith a st arti n g d o s e 1 6 0 m g a n d pl a c e b o. 

F or 9 0 % p o w er t o t est t h e s u p eri orit y of  ix e ki z u m a b Q 4 W t o pla c e b o f or A S A S 4 0 at W e e k 1 6 i n 

b D M A R D -n aï v e p ati e nts, at l e ast 6 1 b D M A R D -n aï v e p at i ent s p er tr e at m e nt gr o u p w o ul d b e 
n e e d e d .  T h e f oll owi n g ass u m pt i ons w er e us e d f or t h e p o w er c al c ul at i ons f or A S A S 4 0 r es p o ns e 

r at es:  4 4 % f or i x e ki z u m a b 8 0 m g Q 4 W tr e at me nt gr o u p a n d 1 6 % f or t h e pl a c e b o gr o u p i n 
b D M A R D n aï v e p ati e nts .  

F or t h e k e y  s e c o n d ar y effi c a c y e n d p oi nt A S A S 4 0 r es p o ns e at W e e k 1 6 c o m p ar e d t o pl a c e b o 
gr o u p i n o v er all st u d y  p o p ulati o n, t h e p o w er w o ul d b e > 9 0 %. T h e ass u m pt i ons ar e 4 2 % r es p o ns e 

r at e f or i x e ki z u m a b 8 0 m g Q 4 W tr e at me nt gr o u p a n d 1 5 % f or t h e pl a c e b o gr o u p i n o v er all st u d y 
p o p ul at i on.

T h es e ass u m pt i ons ar e b as e d o n t h e r e vi e w o f hi st ori c al  cli ni c al st u dies i n r- a x S p A ( et a n er c e pt, 
a d ali m u m a b, i nfli xi m a b, c ert oli z u m a b, a n d g o li m u m a b [ D a vis et al. 2 0 0 3; v a n d er H eij d e et al. 

2 0 0 5, 2 0 0 6; I n m a n et al. 2 0 0 8, L a n d e w é et al . 2 0 1 4]) a n d r e c e nt s e c u ki n u m a b trials i n cl u di n g 
b ot h T N F in hi bit or e x p eri e n c e d p at i ent s a n d n aï v e p ati e nt s ( B a et e n et al. 2 0 1 4b ; Si e p er et al.

2 0 1 4).  

A 2 -si d e d Fis h er’s e x a ct t est at t h e 0. 0 5 l e v el is ass u m e d. S a m pl e si z e a n d p o w er esti m at es w er e 

o bt ai n e d fr o m n Q u er y ® A d vis or 7. 0.

1 0. 2. P o p ul ati o n s f o r A n al y s e s
F or p ur p os es of a n al ysis, t h e f oll o wi n g p o p ul at i ons ar e d efi n e d:

P o p ul ati o n D es c ri pti o n

I nt e nt -t o-T r e at P o p ul ati o n 

(I T T)

U n l ess ot h er wis e s p e cifi e d, effi c a c y a n d h e alt h o ut c o m es a n al ys es f or P eri o d 2 

will b e c o n d u ct e d o n t h e I T T p o p ul ati o n, d efi n e d as all r a n d o mi z e d p ati e nts, 

e v e n if t h e p ati e nt d o es n ot t a k e t h e assi g n e d tr e at m e nt, d o es n ot r e c ei v e t h e 

c orr e ct tr e at m e nt, or ot h er wis e d o es n ot f oll o w t h e pr ot o c ol.  P ati e nts will b e 

a n al y z e d a c c or di n g t o t h e tr e at m e nt t o w hi c h t h e y w er e assi g n e d.

P e r -P r ot o c ol S et ( P P S) I n a d diti o n, t h e pri m ar y effi c a c y a n al ysis will b e r e p e at e d usi n g t h e P P S, 

w h i c h is d efi n e d as all r a n d o mi z ed p ati e nts w h o ar e c o m pli a nt wit h t h er a p y, 

w h o d o n ot h a v e a s u bs et of i m p ort a nt pr ot o c ol d e vi ati o ns t h at i m p a ct t h e 

pri m ar y  effi c a c y e n d p oi nt, a n d w h os e i n v esti g at or sit e d o es n ot h a v e 

si g nifi c a nt G C P iss u es t h at r e q uir e a r e p ort t o t h e r e g ul at or y a g e n ci e s pri or t o 

W e e k 1 6 ( Visit 8).  C o m pli a n c e wit h t h er a p y is d efi n e d t o b e missi n g n o m or e 

t h a n 2 0 % of e x p e ct e d d os es, n ot missi n g 2 c o ns e c uti v e d os es ( all i nj e cti o ns at 

a visit ar e c o u nt e d as 1 d os e), a n d n ot h a v e a n y o c c urr e n c e of o v er -d osi n g (t h at 

is, t o o k m or e i nj e cti o ns at t h e s a m e ti m e p oi nt t h a n s p e cifi e d i n t h e pr ot o c ol) 
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d uri n g P eri o d 2.

I m p ort a nt pr ot o c ol d e vi ati o ns will b e d es cri b e d i n t h e S A P.  P ati e nts will b e 

a n al y z e d a c c or di n g t o t h e tr e at m e nt t o w hi c h t h e y w er e assi g n e d.

S af et y P o p ul ati o n S af et y a n al ys es f or P eri o d 2 will b e c o n d u ct e d o n t h e S af et y P o p ul ati o n, 

d efi n e d as all r a n d o mi z e d p ati e nts w h o r e c ei v e d at l e ast 1 d os e of st u d y 

tr e at m e nt.  P ati e nts will b e a n al y z e d a c c or di n g t o t h e tr e at m e nt t o w hi c h t h e y 

w er e assi g n e d i n t h at p eri o d.

E xt e n d e d T r e at m e nt P e ri o d 

P o p ul ati o n

Effi c a c y, h e alt h o ut c o m es, a n d s af et y a n al ys es f or P eri o d 3 will b e c o n d u ct e d 
o n t h e E xt e n d e d Tr e at m e nt P eri o d P o p ul ati o n, d efi n e d as all p ati e nts w h o 
r e c ei v e d at l e ast 1 d os e of i x e ki z u m a b tr e at m e nt d uri n g P eri o d 3.

F oll o w -U p P o p ul ati o n S af et y a n al ys es f or P eri o d 4 will b e c o n d u ct e d o n t h e F oll o w - U p Po p ul ati o n, 

d efi n e d as all r a n d o mi z e d p ati e nts w h o r e c ei v e d at l e ast 1 d os e of st u d y 

tr e at m e nt a n d h a v e e nt er e d P eri o d 4.  P ati e nts will b e a n al y z e d a c c or di n g t o 

t h e tr e atm e nt t h e y r e c ei v e d b ef or e e nt eri n g P eri o d 4 .

A b br e vi ati o n s: G C P = g o o d cli ni c al pr a cti c e; I T T = I nt e nt-t o-Tr e at P o p ul ati o n; P P S = P er -Pr ot o c ol S et; S A P = 

st atisti c al a n al ysis pl a n .

1 0. 3. St ati sti c al A n al y s e s
St ati st i c al a n al ysis of t his st u d y will be t h e r es p o nsi bility of  Lill y.

C o nti n u o us d at a will b e s u m m ari z e d i n t er ms of t h e m e a n, st a n d ar d d e vi at i on, mi ni m u m, 
m a xi m u m, m e di a n, a n d n u m b er of o bs er v at i ons.  C at e g ori c al d at a will b e s u m m ari z e d as 

fr e q u e n c y c o u nts a n d p er c e nt a g es.

A n y c h a n g e t o t h e d at a a n a l ysis m et h o ds d es cri b e d i n t h e pr ot o c ol will r e q uir e a n a m e n d m e nt 

O N L Y if it c h a n g es a pri n ci p al f e at ur e of t h e pr ot o c ol.  A n y ot h er c h a n g e t o t h e d at a a n al ysis 
m et h o ds d es cri b e d i n t h e pr ot o c ol, a n d t h e j ust ifi c ati o n f or m a ki n g t h e c h a n g e, will b e d es cri be d 

i n t h e cli ni c al st u d y r e p ort ( C S R).  A d ditio n al e x pl or at or y  a n al ys es of t h e d at a will b e c o n d u ct e d 
as d e e m e d a p pr o pri at e.  

C o m pl et e d et ails of t h e pl a n n e d a n al ys es will b e d o c u m e nt e d i n t h e S A P.

1 0. 3. 1. G e n e r al C o n si d e r ati o n s f or A n al y s e s d uri n g t h e Bli n d e d 

Tr e at m e nt D o si n g P e ri o d ( P eri o d 2)
C o m p aris o n b et w e e n i x e ki z u m a b 8 0 m g Q 4 W a n d pl a c e b o will b e p erf or m e d f or all a n al ys es i n 
P eri o d 2 .  

P eri o d 2 st arts at t h e first i nj e ct i on of st u d y  tr e at m e nt at W e e k 0 ( Visit 2) a n d e n ds pri or t o t h e 
first i nj e cti on of st u d y  tr e at me nt at W e e k 1 6 ( Visit 8 ) or t h e E T V ( b et w e e n W e e ks 0 a n d 1 6).

B as eli n e will b e d efi n e d as t h e l ast a v ail a bl e v al u e b ef or e t h e first i nj e ct i on f or effi c a c y, h e alth 
o ut c o m es, a n d s af et y a n al ys es.  I n m ost c as es, t his will b e t h e m e as ur e r e c or d e d at W e e k 0 ( Vi sit

2).  F or effi c a c y m e as ur es, if t h e p ati e nt d o es n ot t a k e a n y i nj e cti o n, t h e l ast a v ail a bl e v al u e o n or 
pri or t o r a n d o mi z at i on d at e will b e us e d.  C h a n g e fr o m b as eli n e will b e c al c ul at e d as t h e visit 

v al u e of i nt er est mi n us t h e b as eli n e v al u e .  F or s af et y a n al ys es usi n g a b as eli n e p eri o d, t h e 
b as eli n e p eri o d is d efi n e d as t h e ti m e fr o m Vi si t 1 t o t h e d at e/ti m e of t h e first i nj e cti on.
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T h e r a n d o mi z at i on t o tr e at m e nt gr o u p s i s str atifi e d b y b as eli n e C R P st at us ( n o n- el e v at e d or 

el e v at e d ) a n d T N F in hi bit or e x p eri e n c e d or n aï v e as d es cri b e d i n S e cti o n 7. 2 . U nl ess ot h er wis e 
s p e cifi e d, t h e st atist i c al a n al ysis m o d els will a dj ust f or b as eli n e C R P st at us, a n d pri or T N F

in hi bi t or e x p eri e n c e d or n aï v e (if a p pli c a bl e) . 

T h e pri m ar y  a n al y si s m et h o d for tr e at m e nt c o m p ari s o n s of c at e g ori c al  effi c a c y a n d h e alt h 
o ut c o m es v ari a bl es at s p e cifi c ti m e p oi nts will b e m a d e usi n g a l o gisti c r e gr essi o n a n al ysis wit h 

tr e at me nt, b as eli n e C R P st at us, a n d T N F in hi bit or e x p eri e n c e d or n aï v e (if a p pli c a bl e) i n t h e 
m o d e l.  T h e pr o p orti o ns, o d d s r ati o a n d 9 5 % c o nfi d e n c e i nt er v als ( CIs) will b e r e p ort e d; 

tr e at me nt diff er e n c e a n d 9 5 % CIs will als o b e r e p ort e d.  S e c o n d ar y  a n al ysis will b e c o n d u ct e d 
usi n g a Fis h er’s e x a ct t est.

T h e pri m ar y  a n al ys es f or c o nti n u o us effi c a c y a n d h e alt h o ut c o m es v ari a bl es will b e m a d e usi n g 
M M R M.  A s e c o n d ar y  a n al ysis f or c o nti n u o us effi c a c y a n d h e alt h o ut c o m es v aria bl e s m a y als o

b e m a d e usi n g a n al ysis of c o v ari a n c e ( A N C O V A ).

W h e n t h e M M R M is us e d, t h e m o d el will i n cl u d e tr e at m e nt, b as eli n e C R P st at us, T N F in hi bit or 

e x p eri e n c e d or n aï v e , b as eli n e v al u e, b as eli n e v al u e- b y-vi si t, vi sit, a n d tr e at me nt - b y-vi si t 
i nter a ct i on as fi x e d f a ct ors.  T h e c o v ari a n c e str u ct ur e t o m o d el t h e wit hi n -p at i ent  err ors will b e 

u nstr u ct ur e d.  If t h e u nstr u ct ur e d c o v ari a n c e m atri x r es ults i n a l a c k of c o n v er g e n c e, t he 
h et er o g e n e o us T o e plit z c o v ari a n c e str u ct ur e, f o ll ow e d b y  t h e h et er o g e n e o us a ut or e gr essi v e 

c o v ari a n c e str u ct ur e, f oll o w e d b y t h e c o m p o u n d s y m m etr y , will b e us e d.  T hi s or d er is s p e cifi e d 
a c c or di n g t o a d e cr e asi n g n u m b er of c o v ari a n c e p ar a m et ers i n t h e str u ct ur e. T h e K e n w ar d -

R o g er m et h o d will b e us e d t o esti m at e t h e d e n o mi n at or d e gr e es of fr e e d o m.   T y p e III t ests f or 
t he l e ast -s q u ar es ( L S) m e a ns will b e us e d f or t h e st atist i cal  c o mp aris o n; t h e 9 5 % CI wi ll als o b e 

r e p ort e d.  Tr e at m e nt gr o u p c o m p aris o ns wit h pl a c e b o at W e e k 1 6 ( Visit 8) a n d all ot h er visits 
will b e t est e d.

W h e n t h e A N C O V A is us e d, t h e m o d el will i n cl u d e tr e at m e nt, b as eli n e C R P st at us, T N F
in hi bi t or e x p eri e n c e d or n aï v e , a n d b as eli n e v al u e.  T y p e III s u ms of s q u ar es f or t h e L S m e a ns 

will b e us e d f or t h e st atist i c al c om p ar is o n; t h e 9 5 % CI will als o b e r e p ort e d.

F or v ari a bl es t h at ar e n ot c oll e ct e d at e a c h p ost b as eli n e visit, d at a m a y  e xist at visits w h er e t h e 

v ari a bl e w as n ot s c h e d ul e d t o b e c oll e ct e d, d u e t o e arl y dis c o nt i n u ati on visit s.  I n t h es e 
sit u atio n s, d at a fr o m  t h e e arl y di s c o nti n u atio n vi si t t hat d o n ot c orr es p o n d t o t h e pl a n n e d 

c oll e ct i on s c h e d ul e will b e e x cl u d e d fr o m t he M M R M a n al ys es.  H o w e v er, t h e d at a will st ill b e 
us e d i n ot h e r a n al ys es, i n cl u di n g s hift a n al ys es, m o difi e d b as eli n e o bs er v at i on c arri e d f or w ar d 

( mB O C F) e n d p o i nt a n al ys es a n d ot h er c at e g ori c al a n al ys es.

Fis h er’s e x a ct t est will b e us e d f or all A E, b as eli n e, dis c o nti n u at i on, a n d ot h er c at e g ori c al s af et y 

d at a.  C o nt i nu o u s vi t al si g n a n d l a b or at or y val u es will b e a n al y z e d b y a n A N C O V A wit h 
tr e at me nt a n d b as eli n e v al u e i n t h e m o d el.
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1 0. 3. 2. G e n e r al C o n si d e r ati o n s f o r A n al y s e s d u ri n g t h e E xt e n d e d 

Tr e at m e nt P e ri o d ( P eri o d 3) 
U nl ess ot h er wis e s p e cifi e d, P eri o d 3 st arts at t h e first i nj e cti o n of st u d y tr e at me nt at W e e k 1 6 
( Visit 8) a n d e n ds o n t h e d at e of W e e k 5 2 ( Visit 17 ) or t h e E T V ( b et w e e n W e e ks 1 6 a n d 5 2).

F or t h e effi c a c y a n d h e alt h o ut c o m es a n al ys es, b as eli n e is d efi n e d as t h e l ast a v ail a bl e v al u e 
b ef or e t h e first i nj e ct i on in P eri o d 2 a n d, i n m ost c as es, t his will b e t h e v al u e r e c or d e d at W e e k 0 

( Visit 2).

U nl ess ot h er wis e s p e cifi e d, f or t h e s af et y a n al ys es d uri n g P eri o d 3, b as eli n e is d efi n e d as t h e l ast 

a v ail a bl e v al u e b ef or e first i nj e ct i on of i x e ki z u m a b i n P eri o d 3.  I n m ost c as es, t his will b e t h e 
m e as ur e r e c or d e d at W e e k 1 6 ( Visit 8 ).

All effi c a c y a n d s af et y d at a c oll e ct e d will b e s u m m ari z e d usi n g d es cri pti v e st atist i cs.

1 0. 3. 3. G e n e r al C o n si d e r ati o n s f or A n al y s e s d uri n g t h e P o st -

Tr e at m e nt F oll o w -U p P e ri o d ( P e ri o d 4)
F or t h e s af et y a n al ys es d uri n g P eri o d 4, b as eli n e is d efi n e d as t h e l ast n o n missi n g ass ess m e nt o n 
or pri or t o e nt eri n g P eri o d 4, t h at is, o n or pri or t o W e e k 5 2 ( Visit 1 7 ), or E T V.  

S af et y d at a c oll e ct e d will b e s u m m ari z e d usi n g d es cri pt i v e st atisti cs.

1 0. 3. 4. Mi s si n g D at a I m p ut ati o n 
I n a c c or d a n c e wit h pr e c e d e nt s et wit h ot h er P h as e 3 a x S p A tri als ( v a n d er H eij d e et al. 2 0 0 6; 

I n m a n et al. 2 0 0 8), t h e f o ll owi n g m et h o ds f or i m p ut ati o n of missi n g d at a will b e us e d.

1 0. 3. 4. 1. N o nr e s p o n d er I m p ut ati o n 

A n al ysis of c at e g ori c al eff i c a c y a n d h e alth o ut c o m es v ari a bl es will b e ass ess e d usi n g a 
n o nr es p o n d er i m p ut ati o n ( N RI) m et h o d .  P ati e nts will b e c o nsi d er e d n o nr es p o n d ers f or t h e N RI 

a n al ysis if t h e y  d o n ot me et t h e cli ni c al r es p o ns e crit eri a or h a v e missi n g cli ni c al r es p o ns e d at a at 
t he pri m ar y  a nal ysis t i m e p oi nt.  All n o nr es p o n d ers at W e e k 1 6 ( Visit 8), as w ell as all p ati e nts 

w h o dis c o nt i n u e st u d y tr e at me nt at a n y  tim e pri or t o W e e k 1 6 f or a n y  r e as o n, will b e d efi n e d as 
n o nr es p o n d ers f or t h e N RI a n al ysis at W e e k 1 6.  R a n d o mi z e d p at i ent s wit ho ut at l e ast 

1 p ost b as eli n e o bs er v ati o n will als o b e d efi n e d as n o nr es p o n d ers f or t h e N RI a n al ysis.

T h e N RI m a y  b e a p pli e d at a n y tim e p oi nt s p e cifi e d f or a n al ysis.

1 0. 3. 4. 2. M o difi e d B a s eli n e O b s er v ati o n C arri e d F or w ar d
A n m B O C F a n al ysis will b e p erf or m e d o n effi c a c y a n d h e alt h o ut c o m es v ari a bl es i n t h e m aj or 

a n d ot h er s e c o n d ar y  o bje ct i v es.  F or p ati e nts dis c o nti n ui n g st u d y dr u g d u e t o a n A E, t h e b as eli n e 
o bs er v at i on will  be c arri e d f or w ar d t o t h e c orr es p o n di n g ti m e p oi nt f or e v al u at i on.  F or p ati e nts 

di s co nti n ui n g st u d y  dr u g f or a n y ot h er r e as o n, t h e l ast n o n missi n g o bs er v ati o n b ef or e 
di s c o nti n u at i on will  be c arri e d f or w ar d t o t h e c orr es p o n di n g t i m e p oi nt f or e v al u ati o n.  

R a n d o mi z e d p ati e nts wit h o ut at l e ast 1 p ost b as eli n e o bs er v at i on will n ot b e i n cl u d e d f or 
e v al u at i on wi t h t h e e x c e pti on of p at i ent s dis c o nt i n ui n g st u d y tr e at me nt b e c a us e of a n A E.
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1 0. 3. 5. A dj u st m e nt f o r M ulti pl e C o m p a ri s o n s 
A m ult i pl e t esti n g str at e g y for t h e pri m ar y  a nd m aj or s e c o n d ar y  o bje cti v es will b e i m pl e m e nt e d 
t o c o ntr ol t h e o v er all f a mil y-wis e t y p e I err or r at e at a 2 -si d e d α l e v el o f 0. 0 5.  A gr a p hi c al 

m ult i pl e t estin g pr o c e d ur e ( Br et z et al. 2 0 1 1) will b e us e d .  T h e gr a p hi c al a p pr o a c h is a cl os e d 
t esti n g pr o c e d ur e; h e n c e, it str o n gl y c o ntr ols t h e f a mil y-wis e err or r at e ( Al os h et al. 2 0 1 4) .  T h e 

f oll owi n g is a list of pri m ar y  a n d m ajor s e c o n d ar y  o ut co m es t o b e t est e d f or i x e ki z u m a b 8 0 m g 
Q 4 W at W e e k 1 6:

 Pri m ar y: pr o p orti o n of  p ati ent s a c hi e vi n g a n A S A S 4 0 r es p o ns e [ A S A S 4 0 n aï v e ] i n 
b D M A R D -n aï v e p ati e nt s

 S e c o n d ar y  1: pr o p orti o n of  p ati ent s a chi e vi n g a n A S A S 4 0 r es p o ns e [ A S A S4 0 o v er all ]
i n o v er all st u d y p o p ul atio n

 S e c o n d ar y  2: pr o p orti o n of  p ati ent s a c hi e vi n g a n A S A S 2 0 r es p o ns e [ A S A S 2 0] i n 
o v er all st u d y  p o p ulat i on

 S e c o n d ar y  3: c h a n g e fr o m b as eli n e i n A S D A S s c or e [ A S D A S C F B] i n o v er all st u d y 
p o p u l ati on

 S e c o n d ar y  4: c h a n g e fr o m b as eli n e i n B A S D AI [ B A S D AI C F B ] i n o v er all st u d y 
p o p ul at i on

 S e c o n d ar y  5: c h a n g e fr o m b as eli n e i n B A S FI [ B A S FI C F B] i n o v er all st u d y p o p ul ati on
 S e c o n d ar y  6: pr o p orti o n of  p ati ent s a c hi e vi n g A S D A S < 2. 1 [ A S D A S < 2. 1 ] i n o v er all 

st u d y p o p ulat i on
 S e c o n d ar y  7: c h a n g e fr o m b as eli n e i n M RI of t h e s pi n e [ M RI s pi n e S P A R C C s c or e 

C F B] i n o v er all st u d y p o p ulat i on
 S e c o n d ar y  8: c h a n g e fr o m b as eli n e i n S F -3 6 P C S s c or e [ S F -3 6 P C S C F B] i n o v er all 

st u d y p o p ulat i on

D et ails o f t he s p e c ifi c gr a p hi c al t esti n g s c h e m e (i n cl u di n g t esti n g or d er, i nt err el ati on s hi p s, t y p e I

err or all o c at i on f or t h e m aj or s e c o n d ar y e n d p oi nts, a n d t h e ass o ci at e d pr o p a g ati o n of α ) t o b e

i m pl e m e nt e d will b e pr es p e cifi e d i n t h e S A P pri or t o first u n bli n di n g.

T h er e will b e n o a dj ust m e nt  for m ul tipl e c o m p ari s o n s f or a n y  ot h er a n al ys es.  

1 0. 3. 6. Tr e at m e nt G r o u p C o m p ar a bilit y

1 0. 3. 6. 1. P ati e nt Di s p o siti o n

All p ati e nts w h o pr e m at ur el y dis c o nti n u e fr o m t he st u d y  tr e at me nt a n d/ or fr o m t h e st u d y  will b e 
i d e ntifi e d, a n d t h e e xt e nt of th eir p arti ci p ati o n i n t h e st u d y  will b e r e p ort e d.

P ati e nt di s p o si tio n will b e s u m m ari z e d f or e a c h tr e at m e nt p eri o d wit h r e as o ns f or 
di s c o nti n u at i on.  T h e r e as o ns f or dis c o nti n u ati o n d uri n g P eri o d 2 will b e c o m p ar e d b et w e e n 

tr e at me nt gr o u ps usi n g Fis h er’s e x a ct t est.

1 0. 3. 6. 2. P ati e nt C h ar a ct eri sti c s

P ati e nt c h ar a ct erist i cs a n d b as eli n e cli ni c al m e as ur es will b e s u m m ari z e d f or e a c h tr e at m e nt 
p eri o d.  B as eli n e c h ar a ct erist i cs will i n cl u d e s e x, a g e, a g e c at e g or y, w eig ht, b o d y  mass i n d e x 
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( B MI), r a c e, b as eli n e dis e as e a cti vity ( B A S D AI), d ur ati o n of dis e as e, H L A -B 2 7 p o si tivit y,  

b as eli n e C R P ( % of n o n- el e v at e d or el e v at e d ), b as eli n e M RI st at us, n u m b er of pri or T N F
in hi bi t or e x p eri e n c e d or n aï v e , a n d hi st or y of e xtr a-a xi al dis e as e m a nif est ati o ns.  B as eli n e 

cli ni c al m e as ur e m e nts m a y i n cl u d e A S D A S, C R P, B A S FI, B A S MI, c h est e x p a nsi o n, F A CI T , 
P ati e nt Gl o b al  N R S, t ot al b a c k p ai n, s pi n al p ai n at ni g ht d u e t o A S, s pi n al p ai n d u e t o A S, 

i nfl a m m ati on ( m e a n of q u est i ons 5 a n d 6 of B A S D AI), M A S E S .

Tr e at m e nt gr o u p c o m p aris o ns i n P eri o d 2 will b e c o n d u ct e d usi n g Fis h er’s e x a ct t est f or 
c at e g ori c al d at a a n d a n a n al ysis o f v ari a n c e ( A N O V A ) wi t h tr e at me nt as a f a ct or f or c o nti n u o us 

d at a.

1 0. 3. 6. 3. C o n c o mit a nt T h er a p y 

Pr e v i ous a n d c o n c o mit a nt m e di c at i ons will b e s u m m ari z e d f or p ati e nts w h o e nt er e a c h tr e at m e nt 

p eri o d a n d will b e pr es e nt e d b y  W H O A n at o mi c T h er a p e uti c Cl ass L e v el 4 a n d W H O pr ef err e d 
t er m.  C o n c omit a nt D M A R Ds, c o n c o mit a nt or al  c ortic o st er oi ds, a n d c o n c o mit a nt N S AI Ds will 

als o b e s u m m ari z e d.  Tr e at m e nt gr o u p c o m p aris o ns i n P eri o d 2 will b e c o n d u ct e d usi n g Fis h er’s 
e x a ct t est.

1 0. 3. 6. 4. Tr e at m e nt C o m pli a n c e
Tr e at m e nt c o m pli a n c e wit h i n v esti g ati o n al pr o d u ct will b e s u m m ari z e d f or p ati e nts w h o e nt er 

e a c h tr e at m e nt p eri o d.   A p ati e nt will b e c o nsi d er e d o v er all c o m p li a nt f or e a c h st u d y p erio d if  
h e/s h e is missi n g n o m or e t h a n 2 0 % of t h e e x p e ct e d d os es, d o es n ot miss 2 c o ns e c ut i v e d os es 

a n d d o es n ot o v er - d os e (t h at is, t a k e m or e i nj e cti ons at t h e s a m e ti m e p o i nt t h a n s p e cifi e d in t h e 
pr ot o c ol ).

Pr o p orti o ns of p at i ent s c o mpli a nt b y  vi sit a n d o v er all will b e c o m p ar e d b et w e e n tr e at m e nt 
gr o u ps d uri n g P eri o d 2 usi n g Fis h er’s e x a ct t est.

1 0. 3. 7. Effi c a c y A n al y s e s

1 0. 3. 7. 1. Pri m ar y A n al y s e s

T h e pri m ar y  a n al ysis, t h e pr o p orti o n of  p atie nts wit h A S A S 4 0 at W e e k 1 6 c o m p ar e d wit h 

pl a c e b o, will b e b as e d o n t he I T T P o p ul at i on i n b D M A R D -n aï v e p ati e nts .  I n a d ditio n, a n 
a n al ysis of t h e P P S P o p ul at i on will b e us e d t o s u p p ort t h e pri m ar y effi c a c y a n al ysis.

Tr e at m e nt c o m p aris o ns b et w e e n t he i x e ki z u m a b tr e at me nt gr o u p a n d pl a c e b o i n t h e pr o p orti o n 
of  p atie nts a c hi e vi n g a n A S A S 4 0 r es p o ns e at W e e k 1 6 ( Vi sit 8) will b e a n al y z e d usi n g t h e 

l ogist i c r e gr essi on m o d el  d efi n e d i n S e ct i on 1 0. 3. 1 .  Missi n g d at a will b e i m p ut e d usi n g t h e N RI 
m et h o d d es cri b e d i n S e ct i on 1 0. 3. 4 .

S e c o n d ar y  a n al ys es f or A S AS 4 0 at W e e k 1 6 will b e c o n d u ct e d usi n g Fis h er’s e x a ct t est as 
d es cri b e d i n S e cti o n 1 0. 3. 1 .
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1 0. 3. 7. 2. S e c o n d ar y A n al y s e s

1 0. 3. 7. 3. M aj or S e c o n d ar y A n al y s e s 
T h e m aj or s e c o n d ar y a nal ys es at W e e k 1 6 will b e b as e d o n t h e I T T p o p ul ati o n f or P erio d 2 .  T h e 

m aj or s e c o n d ar y  c o mp aris o ns will b e b as e d o n t h e m ult i pl e t estin g pr o c e d ur e d et ail e d i n 
S e cti o n 1 0. 3. 5 .  Tr e at m e nt c o m p aris o ns i n t h e pr o p orti o n of p ati e nts a c hi e vi n g a c at e g ori c al  

r es p o ns e at W e e k 1 6 ( Visit 8) will b e a n al y z e d usi n g t h e l ogi st i c r e gr essi on m o d el  d efi n e d i n 
S e cti o n 1 0. 3. 1 . F or c at e g ori c al r es p o ns es, missi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d 

d es cri b e d i n S e cti o n 1 0. 3. 4 .  Tr e at m e nt c o m p aris o ns i n t h e c o nt i n u o us m e as ur es will b e a n al y z e d 
usi n g t h e M M R M m o d el d efi n e d i n S e ct i on 1 0. 3. 1 .

T a bl e R H C H. 4 s u m m ari z es t h e pri m ar y a n d m ajor s e c o n d ar y  o ut c o mes a n d a n al ysis m et h o ds. 
All a n al ys es list e d will b e p erf or m e d b as e d o n t h e I T T P o p ul at i on u nl ess ot h er wis e s p e cifi e d.
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T a bl e R H C H. 4. Pri m ar y a n d M aj or S e c o n d ar y O ut c o m e A n al y s e s

O ut c o m e M e as u r e P ri m a r y A n al ysis M et h o d S e c o n d a r y A n al ysis M et h o d 

A S A S 4 0 ( pri m ar y effi c a c y 

o ut c o m e) i n b D M A R D-n aï v e 

p ati e nts

L o gisti c r e gr essi o n a n al ysis wit h 

N RI 

Fis h er’s e x a ct t est wit h N RI

L o gisti c r e gr essi o n a n al ysis wit h 

N RI o n P P S 

A S A S 4 0 ( m aj or s e c o n d ar y 

o ut c o m e) i n o v er all st u d y 

p o p ul ati o n

L o gisti c r e gr essi o n a n al ysis wit h 

N RI 

Fis h er’s e x a ct t est wit h N RI

L o gisti c r e gr essi o n a n al ysis wit h 

N RI o n P P S 

A S A S 2 0 ( m aj or s e c o n d ar y 

o ut c o m e)

L o gisti c r e gr essi o n a n al ysis wit h 

N RI

Fis h er’s e x a ct t est wit h N RI

C h a n g e f r om b as eli n e i n A S D A S 

( m aj or s e c o n d ar y o ut c o m e)

M M R M A N C O V A wit h m B O C F

C h a n g e f r om b as eli n e i n B A S D AI 

( m aj or s e c o n d ar y o ut c o m e)

M M R M

A N C O V A wit h m B O C F

C h a n g e f r om b as eli n e i n B A S FI 

( m aj or s e c o n d ar y o ut c o m e)

M M R M A N C O V A wit h m B O C F

A S D A S < 2. 1 ( m aj or s e c o n d ar y 

o ut c o m e)

L o gisti c r e g r essi o n a n al ysis wit h 

N RI

Fis h er’s e x a ct t est wit h N RI

C h a n g e f r om b as eli n e i n M RI of 

s pi n e [ S P A R C C s c or e] ( m aj or 

s e c o n d ar y o ut c o m e)

A N C O V A wit h o bs er v e d c as e 

a n al y sis a

S e c o n d ar y a n al ysis m a y b e 

s p e cifi e d i n S A P

C h a n g e f r om b as eli n e i n S F -3 6 

P C S ( m aj or s e c o n d ar y o ut c o m e)

M M R M A N C O V A wit h m B O C F

A b br e vi ati o ns:  A N C O V A = a n al ysis of c o v ari a n c e; A S A S = Ass ess m e nt of S p o n d yl o art hritis I nt er n ati o n al S o ci et y; 

A S D A S = A n k yl osi n g S p o n d ylitis Dis e as e A cti vit y S c or e; B A S D AI 5 0 = B at h A n k yl osi n g S p o n d ylitis Dis e as e 

A cti vit y  I n d e x 5 0; B A S FI = B at h A n k yl osi n g S p o n d ylitis F u n cti o n al I n d e x; m B O C F =  m o difi e d b as eli n e 

o bs er v ati o n c arri e d f or w ar d; M M R M = mi x e d -eff e cts m o d el of r e p e at e d m e as ur es; M RI = m a g n eti c r es o n a n c e 

i m a gi n g; N RI = n o nr es p o n d er i m p ut ati o n; P P S = p er-pr o t o c ol s et; S A P = st atisti c al a n al ysis pl a n; S F-3 6 P C S = 

S h ort F or m -3 6 p h ysi c al c o m p o n e nt s c or es; S P A R C C = S p o n d yl o art hritis R es e ar c h C o ns orti u m of C a n a d a. 
a O nl y p ati e nts wit h b ot h b as eli n e a n d W e e k 1 6 M RI s c or es will b e i n cl u d e d i n t h e o bs er v e d c as e a n al ysis.

1 0. 3. 7. 4. Ot h er S e c o n d ar y Effi c a c y A n al y s e s 

T h er e will b e n o a dj ust m e nt  for m ul tipl e c o m p aris o ns.  A n al ys es will b e c o n d u ct e d f or t h e ot h er 
s e c o n d ar y effi c a c y o bj e cti v es d efi n e d i n S e ct i on 4 .  S p e cifi c d et ails o f a n al ys es will b e s p e cifi e d 

i n t h e S A P.

P eri o d 2 ( Bli n d e d Tr e at m e nt D osi n g P eri o d)

U nl ess ot h er wis e s p e cifi e d , t h e ot h er s e c o n d ar y a n al ys es d uri n g P eri o d 2 will b e b as e d o n t h e 
I T T P o p ulat i on.

Tr e at m e nt c o m p aris o ns i n t h e pr o p orti o n of p ati ent s a c hi e vi n g a c at e g ori c al  r es p o ns e at s p e cifi e d 
ti m e p oi nts will b e a n al y z e d usi n g t h e l ogist i c r e gr essi on m o d el  d efi n e d i n S e cti on 1 0. 3. 1 . 

Missi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d d es cri b e d i n S e ct i on 1 0. 3. 4 .

F or all c o nti n u o us effi c a c y v ari a bl es t h at ar e c oll e ct e d at r e p e at e d visit s, tr e at m e nt gr o u p 

c o m p aris o ns will b e a n al y z e d usi n g t h e M M R M m o d el  d efi n e d i n S e cti o n 1 0. 3. 1 .  N o i m p ut ati o n 
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m et h o ds ar e a p pli e d t o M M R M a n al ysis.  A d dit i on al  a n al ys es will b e c o n d u ct e d usi n g t h e 

A N C O V A m o d el d efi n e d i n S e ct i on 1 0. 3. 1 ; missi n g d at a will b e i m p ut e d b y t h e m B O C F m et h o d 
as d es cri b e d i n S e ct i on 1 0. 3. 4 .  F or c o ntin u o us effi c a c y  vari a bl es t h at ar e c oll e ct e d o nl y  o n c e 

wi t hi n P erio d 2, a n al ys es will b e m a d e usi n g t h e A N C O V A m o d el wit h t h e m B O C F m et h o d.

1 0. 3. 7. 4. 1. P eri o d 3 ( E xt e n d e d Tr e at m e nt P eri o d) 

D at a c oll e ct e d i n t his st u d y  p erio d will  be s u m m ari z e d f or t h e E xt e n d e d Tr e at m e nt P eri o d 
P o p ul at i on.  

1 0. 3. 7. 5. T erti ar y/ E x pl or at or y A n al y s e s
D et ails a b o ut e x pl or at or y  a n al ys es will b e i n cl u d e d i n t h e S A P.  

1 0. 3. 8. S af et y A n al y s e s
S af et y will b e ass ess e d b y s u m m ari zi n g a n d a n al y zi n g A Es i n cl u di n g a dj u di c at e d 

c er e br o c ar di o v as c ul ar e v e nts, l a b or at or y a n al yt es i n cl u di n g n e utr o p hil c o u nts, QI D S-S R 1 6, 
C- S S R S, a n d vit al si g ns .  T h e d ur ati o n of tr e at m e nt e x p os ur e will als o b e s u m m ari z e d

F or P eri o d 2 ( Bli n d e d Tr e at m e nt D osi n g P eri o d), s af et y d at a will b e s u m m ari z e d f or t he S af et y 
P o p ul at i on .  Tr e at m e nt gr o u p c o m p aris o ns will b e p erf or m e d o n c at e g ori c al s af et y d at a usi n g 

Fis h er’s e x a ct t est as d es cri b e d i n S e ct i on 1 0. 3. 1 ; c o nti n u o us s af ety d a t a will b e a n al y z e d b y a n 
A N C O V A m o d el.

F or P eri o d 3 ( E xt e n d e d Tr e at m e nt P eri o d), t h e s af et y  d at a will b e s u m m ari z e d.  

F or P eri o d 4 ( P ost -Tr e at m e nt F oll o w -U p P eri o d), s a f ety d at a will b e s u m m ari z e d a c c or di n g t o 

t he tr e at m e nt p ati e nts w er e o n pri or t o e nt e ri n g P eri o d 4. 

T h e c at e g ori c al s af et y m e as ur es will b e s u m m ari z e d wit h i n ci d e n c e r at es.  T h e m e a n c h a n g e of 

t he c o nti n u o us s af et y m e as ur es will b e s u m m ari z e d b y  vi sit s.

F urt h er d et ails will b e d es cri b e d i n t h e S A P.

1 0. 3. 8. 1. A d v er s e E v e nt s

A d v ers e e v e nts ar e cl assifi e d b as e d u p o n t h e 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).  A tr e at m e nt-e m er g e nt a d v ers e e v e nt ( T E A E) is d efi n e d as a n e v e nt t h at first 
o c c urr e d or w ors e n e d i n s e v erit y af t er b as eli n e a n d o n or pri or t o t h e d at e of t he l a st vi sit wit hi n 

t he tr e at m e nt p eri o d.  B ot h t h e d at e/ti m e of t h e e v e nt o ns et a n d t h e d at e/ti m e of t h e first st u d y  
dr u g i nj e ct i on ar e c o nsi d er e d w h e n d et er mi ni n g T E A Es.  Tr e at m e nt -e m er g e nt a d v ers e e v e nts 

will b e assi g n e d t o t h e tr e at m e nt p eri o d i n w hi c h t h e y first o c c urr e d or w ors e n e d.  A f oll ow- u p 
e m er g e nt a d v ers e e v e nt ( F E A E) is d efi n e d as a n e v e nt t h at first o c c urr e d or w ors e n e d i n s e v erit y 

af t er t h e d at e of W e e k 5 2 ( Visit 17 ) or t h e E T V.  F or e v e nts t h at ar e g e n d er s p e cifi c, t h e 
d e n o mi n at or a n d c o m p ut ati o n of  t h e p er c e nt a g e will i n cl u d e o nl y p ati ent s fr o m t h e gi v e n g e n d er.

A n o v er all s u m m ar y o f A Es will b e pr o vi d e d f or e a c h o f t he tr e at m e nt p eri o ds, i n cl u di n g t h e 
n u m b er a n d p er c e nt a g e of p ati e nts w h o e x p eri e n c e d T E A Es, T E A Es b y  ma xi m u m  s e v erit y, 

d e a t hs, S A Es, T E A Es r el at e d t o st u d y dr u g, dis c o nti n u ati ons fr om t he tr e at m e nt d u e t o a n A E, 
a n d tr e at m e nt -e m er g e nt A E SIs.  Tr e at m e nt -e m er g e nt a d v ers e e v e nts ( all, b y  ma xi m u m  s e v erit y, 
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a n d T E A Es p ossi bl y r el at e d t o st u d y  dr u g b y t h e i n v e stig at or), S A Es i n cl u d i n g d e at hs, a n d A Es 

t hat l e a d t o tr e at m e nt dis c o nt i n u ati on will b e s u m m ari z e d a n d a n al y z e d b y M e d D R A s yst e m 
or g a n cl ass ( S O C) a n d pr ef err e d t er m. 

I n a d diti on t o g e n er al s af et y p ar a m et ers, s af et y i nf or mati o n o n s p e cifi c t o pi c s of  AE SIs will als o 

b e pr es e nt e d.  P ot e n ti al AE SI s will  be i d e nt ifi e d b y a st a n d ar di z e d M e d D R A q u er y ( S M Q) or a 
Lill y d efi n e d M e d D R A pr ef err e d t er m list i n g.

F o ll ow- u p e m er g e nt a d v ers e e v e nts, S A Es i n cl u di n g d e at hs, a n d A Es t h at l e a d t o st u d y  
di s c o nti n u at i on will  be s u m m ari z e d f or P erio d 4 .  

1 0. 3. 8. 2. Cli ni c al L a b or at or y T e st s

L a b or at or y  ass ess m e nts will b e pr es e nt e d as m e a n c h a n g es fr o m b as eli n e, a n d as i n ci d e n c e of 
tr e at me nt -e m er g e nt a b n or m al, hi g h, or l o w l a b or at or y  v al u es (s e e b el o w).  S hift t a bl es will b e 

pr es e nt e d f or s el e ct e d p ar a m et ers. 

 F or c at e g ori c al l a b t ests: 

o Tr e at m e nt -e m er g e nt a b n o r m al v al u e = a c h a n g e fr o m  n or mal  at all bas eli n e visi t s 
t o a b n or m al at a n y tim e p ost b as eli n e.

 F or c o nti n u o us l a b t ests: 
o Tr e at m e nt -e m er g e nt hi g h v al u e = a c h a n g e fr o m a v al u e l ess t h a n or e q u al t o t h e 

h i g h li mit at all b as eli n e visits t o a v al u e gr e at er t h a n t h e hi g h li mit at a n y tim e 
p ost b as eli n e.  

o Tr e at m e nt -e m er g e nt l o w v al u e = a c h a n g e fr o m a v al u e gr e at er t h a n or e q u al t o 
t he l o w li mi t at all bas eli n e visi t s t o a v al u e le s s t h a n t h e l o w li mi t at a n y tim e 

p ost b as eli n e.

1 0. 3. 8. 3. Vit al Si g n s, P h y si c al Fi n di n g s, a n d Ot h er S af et y E v al u ati o n s

Vi t al si g n s will be pr e s e nt e d a s m e a n c h a n g es fr o m b as eli n e a n d as i n ci d e n c e of tr e at m e nt -
e m er g e nt hi g h or l o w v al u es (s e e b el o w) a n d will b e s u m m ari z e d b ot h pr e - a n d p ost d os e at  W e e k 

0 ( Visit 2) a n d W e e k 1 6 ( Visit 8) as a p pli c a bl e.

 F or tr e at m e nt -e m er g e nt hi g h a n d l o w:

o A tr e at m e nt -e m er g e nt hi g h r e s ul t is d efi n e d as a c h a n g e fr o m a v al u e l ess t h a n or 
e q u al  t o t h e hi g h li mit at b as eli n e t o a v al u e gr e at er t h a n t h e hi g h li mit at an y t i m e 

t hat m e ets t h e s p e cifi e d c h a n g e crit eri a d uri n g t h e tr e at m e nt p eri o d.
o A tr e at m e nt -e m er g e nt l o w r e s ul t is d efi n e d as a c h a n g e fr o m a v al u e gr e at er t h a n 

or e q u al t o t h e l o w li mit at b as eli n e t o a v al u e l ess t h a n t h e l o w li mit at a n y t i m e 
t hat m e ets t h e s p e cifi e d c h a n g e crit eri a d uri n g t h e tr e at m e nt p eri o d.

T h e m a xi m u m  p ost b as eli n e QI D S-S R 1 6 t ot al  s c or e will b e s u m m ari z e d b y tr e at m e nt gr o u p, a n d 
a s hift t a bl e will b e pr o d u c e d f or t h e c h a n g e fr o m b as eli n e i n QI D S -S R 1 6 t ot al  s c or e c at e g or y.

S ui ci d e -r el at e d t h o u g hts a n d b e h a vi ors a n d s elf-i nj urio us b e h a vi or wit h n o s ui ci d al i nt e nt, b as e d 
o n t h e C -S S R S, will b e list e d b y  p ati ent .
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1 0. 3. 9. P h a r m a c o ki n eti c/ P h a r m a c o d y n a mi c A n al y s e s
O bs er v e d i x e ki z u m a b s er u m c o n c e ntr ati o ns will b e s u m m ari z e d b y  tr e at me nt r e gi m e n, visits a n d 
c orr es p o n di n g ti m e w h e n s a m pli n g o c c urr e d.

A s a p pr o pri at e, t h e P K a n d t h e e x p os ur e -r es p o ns e r el ati ons hi p b et w e e n i x e ki z u m a b e x p os ur e 
a n d cli ni c all y  i m p ort a nt effi c a c y me as ur es (f or e x a m pl e, A S A S 4 0 or A S A S 2 0) m a y b e e x pl or e d 

usi n g gr a p hi c al  met h o ds a n d/ or a m o d eli n g a p pr o a c h.  P h ar m a c o ki n eti c a n d/ or e x p os ur e-
r es p o ns e d at a fr o m t his st u d y ma y b e c o m bi n e d wit h e xist i n g P K a n d/ or e x p os ur e-r es p o ns e d at a 

fr om ot h er st u di es, if c o nsi d er e d a p pr o pri at e.  

I n a d diti on, t he p ot e nti al  i m p a ct of i m m un o g e ni cit y o n i x e ki z u m a b e x p os ur e m a y  be e v al u at e d 

b y gr a p hi c al ass ess m e nts, as a p pr o pri at e, t o c o m p ar e dr u g e x p os ur e b et w e e n A D A n e g ati v e a n d 
A D A p osit i v e p ati ent s at c orr es p o n di n g visits, or b ef or e a n d aft er A D A d e v el o p m e nt f or p ati e nts 

w h o d e v el o p A D A. B ot h tr e at m e nt -e m er g e nt o nl y a n d all A D A p osit i v e/ n e g ati v e p ati e nts m a y 
b e e x pl or e d.  A si mil ar a p pr o a c h m a y b e t a k e n if p ati e nts b e c o m e N A b p osit i v e.  

1 0. 3. 1 0. Ot h e r A n al y s e s

1 0. 3. 1 0. 1. H e alt h E c o n o mi c s
T h er e will b e n o a dj ust m e nt  for m ul tipl e c o m p aris o ns.  A n al ys es will b e c o n d u ct e d f or t h e ot h er 

s e c o n d ar y he al t h o ut c o mes o bj e ct i v es as d efi n e d i n S e cti o n 4 .

P e ri o d 2 ( Bli n d e d T r e at m e nt D osi n g P e ri o d):   

U nl ess ot h er wis e s p e cifi e d , t h e ot h er s e c o n d ar y a n al ys es d uri n g P eri o d 2 will b e b as e d o n t h e 
I T T P o p ul at i on.  

Tr e at m e nt c o m p aris o ns i n t h e pr op orti o n of p at i ent s a c hi e vi n g a c at e g ori c al  r es p o ns e at s p e cifi e d 
ti m e p oi nts will b e a n al y z e d usi n g t h e l ogist i c r e gr essi on m o d el  d efi n e d i n S e cti on 1 0. 3. 1 . 

Missi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d d es cri b e d i n S e ct i on 1 0. 3. 4 .

F or all c o nti n u o us h e alt h o ut c o m es v ari a bl es t h at ar e c oll e ct e d at r e p e at e d visits, tr e at m e nt gr o u p 

c o m p aris o ns will b e a n al y z e d usi n g t h e M M R M m o d el  d efi n e d i n S e cti o n 1 0. 3. 1 if a p pr o pri at e .  
N o i m p ut ati o n m et h o ds ar e a p pli e d t o M M R M a n al ysis.  A d dit i on al a n al ys e s m a y b e c o n d u ct e d 

usi n g t h e A N C O V A m o d el d efi n e d i n S e ct i on 1 0. 3. 1 ; missi n g d at a will b e i m p ut e d b y t h e 
m B O C F m et h o d as d es cri b e d i n S e ct i on 1 0. 3. 4 .  F or c o nti n u o us h e alth o ut c o m es v ari a bl es t h at 

ar e c oll e ct e d o nl y o n c e wit hi n t h e P eri o d 2, a n al ys es will b e m a d e usi n g t h e A N C O V A m o d el 
wi t h t h e mB O C F m et h o d.

P e ri o d 3 ( E xt e n d e d T r e at m e nt P e ri o d):   

D at a c oll e ct e d i n P eri o d 3 will b e s u m m ari z e d f or t h e E xt e n d e d Tr e at m e nt P eri o d P o p ul at i on.  

A d dit i on al a n al ys es of h e alt h o ut c o m es m e as ur es will b e s p e cifi e d i n t h e S A P.

1 0. 3. 1 0. 2. S u b gr o u p A n al y s e s

S u b gr o u p a n al ys e s will be c o n d u ct e d f or A S A S 4 0 a n d s el e cti v e m aj or s e c o n d ar y o ut c o m es 
( d efi n e d i n t h e S A P) at W e e k 1 6 ( Visit 8) usi n g t h e I T T Po p ul at i on. 
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S u b gr o u p a n al ys es m a y  b e c o n d u ct e d b as e d o n g e n d er, a g e c at e g or y, b as eli n e dis e as e s e v erity,  

b as eli n e C R P st at us, b as eli n e M RI st at us, pri or T N F in hi bit or e x p eri e n c e , a n d pr es e n c e of H L A-
B 2 7.

F or A S A S 4 0, a l o gisti c r e gr essi o n m o d el  wit h tr e at me nt, s u b gr o u p, a n d t h e i nt er a cti o n of 

s u b gr o u p - b y-tr e at me nt i n cl u d e d as f a ct ors will b e us e d.  T h e s u b gr o u p - b y-tr e at me nt i nt er a cti o n 
will b e t est e d at t h e sig nifi c a n c e l e v el of  0. 1 0.  Tr e at m e nt gr o u p diff er e n c es will b e e v al u at e d 

wi t hi n e a c h c at e g or y of t h e s u b gr o u p usi n g Fis h er’s e x a ct t est, r e g ar dl ess of w h et h er t h e 
i nter a ct i on is st atisti c all y si g nifi c a nt.  Missi n g d at a will b e i m p ut e d usi n g N RI as d es cr i b e d i n 

S e cti o n   1 0. 3. 4 .  If a n y gr o u p wit hi n t h e s u b gr o u p is < 1 0 % of t h e t ot al p o p ul at i on, o nl y 
s u m m ari es of t h e effi c a c y d at a will be pr o vi d e d (t h at is, n o i nf er e nt i al t esti n g).

F or c o nti n u o us effi c a c y  o ut c o me (f or e x a m pl e, m e a n c h a n g e fr o m b as eli n e i n A S D A S), a n 
A N C O V A m o d el wit h tr e at m e nt, b as eli n e v al u e, s u b gr o u p, a n d t h e i nt er a cti o n of s u b gr o u p - b y-

tr e at me nt will b e us e d.  T h e s u b gr o u p - b y-tr e at me nt i nt er a cti o n will b e t est e d at t h e si g nifi c a n c e 
l e v el of 0. 1 0.  Tr e at m e nt gr o u p diff er e n c es will b e e v al u at e d wit hi n e a c h c at e g or y of t he 

s u b gr o u p usi n g a n A N C O V A m o d el wit h tr e at m e nt a n d b as eli n e v al u e as a c o v ari at e, r e g ar dl ess 
of  w h et h er t h e i nt er a cti on is st atisti c all y si g nifi c a nt.  Missi n g d at a will b e i m p ut e d usi n g t h e 

m B O C F m et h o d as d es cri b e d i n S e ct i on 1 0. 3. 4 .

D et ail e d d es cri pt i on of t h e s u b gr o u p v ari a bl es will b e pr o vi d e d i n t h e S A P.  A d dit i on al s u b gr o u p 

a n al ys es o n effi c a c y or s u b gr o u p a n al ys es o n s af et y m a y b e p erf or m e d as d e e m e d a p pr o pri at e 
a n d n e c ess ar y.

1 0. 3. 1 1. I m m u n o g e ni cit y
T h e a n al ys es of A D A eff e cts will b e c o n d u ct e d o n all e v al u a bl e p at i e nts wit hi n t h e d efi n e d 
s af et y p o p ul at i on.  E v al u a bl e p at i ent s will b e d efi n e d as eit h er a) p ati e nts wit h a n e v al u a bl e 

b as eli n e s a m pl e a n d at l e ast 1 e v al u a bl e p ost b as eli n e s a m pl e (t h at is, s a m pl e aft er a d mi nistr ati o n 
of  st u d y dr u g); or b) p atie nt s wi t h no e v al u a bl e b as eli n e s a m pl e w h os e e v al u a bl e p ost b as eli n e 

s a m pl es w er e all A D A n e g at i v e. 

A T E -A D A p osit i v e p ati ent  will b e d efi n e d as a n y o c c urr e n c e of a ≥ 4 -f ol d or 2 dil uti on i n cr e as e 

i n i m m u n o g e ni city ti t er o v er t h e b as eli n e titer.  T his is e q ui v al e nt t o a n i n cr e as e i n t iter t o ≥ 1: 1 0, 
i n t h e c as e of a n e g ati v e r es ult at b as eli n e.  T h e fr e q u e n c y a n d p er c e nt a g e (i n ci d e n c e) of p ati e nts 

wi t h p o siti v e, n e g ati v e, or i n c o n cl usi v e A D A at b as eli n e a n d p ost b as eli n e ( a n d N A b at b as eli n e 
a n d p ost b as eli n e) will b e s u m m ari z e d b y  tr e at me nt gr o u p.  P ati e nts w h o ar e T E -A D A p osit i v e, 

T E -A D A p ersist e nt p osit i v e, a n d T E-A D A tr a nsi e nt p ositi v e will als o b e s u m m ari z e d.  

T h e p ot e nti al i m p a ct of i m m u n o g e ni cit y o n i x e ki z u m a b e x p os ur e a n d/ or effi c a c y r es p o ns es will 

b e e v al u at e d, a s a p pr o pri at e.  

Ass ess m e nt of i m m u n o g e ni cit y wi t h r es p e ct t o s af et y will i n cl u d e c o mp aris o n of p ati e nts w h o 

e x p eri e n c e T E A Es of s yst e mi c all er g y/ h y p ers e nsit i vity a n d of i nj e ct i on- sit e r e a ctio ns a n d w h o 
als o d e v el o p tr e at m e nt -e m er g e nt a nt i-i x e ki z u m a b a nti b o d y p o sitivit y wi t h p atie nts w h o 

e x p eri e n c e t h e s a m e t y p es of T E A Es b ut w h o r e m ai n tr e at m e nt -e m er g e nt a nti -i x e ki z u m a b 
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a nt i b o d y n e g ati v e.  A nti-i x e ki z u m a b a nti b o d y tit ers will als o b e e v al u at e d i n a nti-i x e ki z u m a b 

a nt i b o d y p o sitiv e p ati e nts w h o e x p eri e n c e t h es e e v e nts.

1 0. 3. 1 2. I nt e ri m A n al y s e s
A n i nteri m d at a b as e l o c k a n d u n bli n di n g will o c c ur, a n d i nt eri m a n al ys e s will b e p erf or m e d at 
t he ti m e (t h at is , a c ut off d at e) t h e l ast p ati e nt c o m pl et es Visit 8 ( Bli n d e d D osi n g Tr e at m e nt 

P eri o d [ P eri o d 2]), W e e k 1 6) or E T V. T his i nt eri m d at a b as e l o c k will i n cl u d e all d at a c oll e ct e d 
b y t h e c ut off d at e i n cl u di n g t h e d at a fr o m t he E xt e n d e d Tr e at m e nt P eri o d ( P eri o d 3) a n d f o ll ow-

u p d at a fr o m p at i ent s t h at h a v e b e g u n t h e P ost -Tr e at m e nt F oll o w -u p P eri o d ( P eri o d 4). T h e 
a n al ys es fr o m t he W e e k 1 6 l o c k will b e tr e at e d as a pri m ar y  a nal ysis b e c a us e all pri m ar y  a n d 

m aj or s e c o n d ar y  st u d y o bje ct i v es will b e ass ess e d at t his ti m e.

A d dit i on al a n al ys es a n d s n a ps h ots of st u d y  d at a m a y be p erf or m e d d uri n g t h e P eri o d 3 or aft er 

c o m pl et i on of P eri o d 4 t o f ul fill t h e n e e d f or r e g ul at or y int er a cti o ns or p u bli c at i on p ur p os es .

U n bli n di n g d et ails ar e s p e cifi e d i n t h e bli n di n g/ u n bli n di n g pl a n.
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1 1. R ef er e n c e s

Al os h M, Br et z F, H u q u e M. A d v a n c e d m ult i pli city a dj ust m e nt  met h o ds i n cli ni c al tri als. St at 
M e d . 2 0 1 4; 3 3( 4): 6 9 3-7 1 3.

A n d ers o n JJ, B ar o n G, v a n d er H eij d e D, F els o n D T, D o u g a d os M. A n k yl o si n g s p o n d ylit is 
ass ess m e nt gr o u p pr eli mi n ar y d efi nit i on of s h ort -t er m im pr o v e m e nt i n a n k yl osi n g s p o n d ylit is. 
Art hritis R h e u m . 2 0 0 1; 4 4( 8): 1 8 7 6- 1 8 8 6.

[ A P A] A m eri c a n Ps y c hi atri c Ass o ci ati on. Di a g n o sti c a n d st ati st i c al m a n u al  of me nt al  di s or d er s. 
4t h e d. W as hi n gt o n, D C: A m eri c a n Ps y c hi atri c Ass o ci ati o n; 1 9 9 4.

A p p el H, H e y dri c h R, L o d d e n k e m p er C, H e m pfi n g A, Si e p er J. I n sit u d et e cti o n of I L - 1 7 
s e cr eti n g c ells i n t h e b o n e m arr o w of f a c et j oi nts o bt ai n e d fr o m p ati e nt s wi t h a n k ylo si n g 
s p o n d ylitis. Art hritis R h e u m. 2 0 0 8; 5 8(s u p pl): S 3 5 1.

B a et e n D, Si e p er J, E m er y  P, Br a u n J, H eij d e D, M cI n n es I, v a n L a ar J M, L a n d e w e R, 
W o r ds w ort h P, W oll e n h a u pt J, K ell n er H, P ar a m art a J, B er oli n o A P, Wri g ht A M, H u e b er W. 
T h e a nt i-I L-1 7 A m o n o cl o n al a nt i b o d y s e c u ki n u m a b ( AI N 4 5 7) s h o w e d g o o d s af ety a n d 
effi c a c y  in t h e tr e at m e nt of  a cti v e a n k yl osi n g s p o n d ylitis [ p ost er]. P ost er pr es e nt e d at: A n n u al 
M e et i n g of t h e A m eri c a n C oll e g e of R h e u m at ol o g y; 1 0 N o v e m b er 2 0 1 0; At l ant a, G A. 
A v ail a bl e at: 
ht t p:// w w w. a bstr a cts 2 vi e w. c om/ a cr/ vi e w. p h p ? n u = 4 3 5 0 &t y p e = a bstr a ct &s esI d = 5 4 1 & n u m = A P
S &tr k =). A c c ess e d F e br u ar y 2 1, 2 0 1 1. 

B a et e n D, B ar ali a k os X, Br a u n J, Si e p er J, E m er y P, v a n d er H eij d e D, M cI n n es I, v a n L a ar J M, 
L a n d e w é R, W or ds w ort h P, W oll e n h a u pt J, K ell n er H, P ar a m art a J, W ei J, Br a c h at A, B e k S, 
L a ur e nt D, Li Y, W a n g Y A, B ert oli n o A P, Gst ei g er S, Wri g ht A M, H u e b er W. A nt i-
i nterl e u ki n -1 7 A m o n o cl o n al  a nti b o d y s e c u ki n u m a b i n tr e at me nt of a n k yl o si n g s p o n d ylit is: a 
r a n d omis e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d tri al. L a n c et. 2 0 1 3; 3 8 2( 9 9 0 6): 1 7 0 5 -1 7 1 3. 
Err at u m  in: L a n c et. 2 0 1 4 a ; 3 8 3( 9 9 2 8): 1 5 4 8.

B a et e n D, Br a u n J, B ar ali a k os X, Si e p er J, D o u g a d os M, E m er y  P, D e o d h ar A, P ort er B, M arti n 
R, M p of u S, Ri c h ar ds H. S e c u ki n u m a b, a m o n o cl o n al a nt i b o d y t o i nt erle u ki n -1 7 A, 
sig nifi c a nt l y i m pr o v es si g ns a n d s y m pt o ms of a cti v e a n k yl osi n g s p o n d ylit is: r es ults of a 5 2-
w e e k p h as e 3 r a n d o mi z e d pl a c e b o -c o n tr oll e d trial wi t h int r a v e n o us l o a di n g a n d s u b c ut a n e o us 
m ai nt e n a n c e d osi n g [ a bstr a ct]. I n: A C R/ A R H P A n n u al M e et i n g A bstr a ct S u p pl e m e nt. 1 4 -1 9 
N o v 2 0 1 4; B ost o n, M A. Art hritis R h e u m. 2 0 1 4 b; 6 6( S 1 0): S 3 6 0 . A bstr a ct 8 1 9.

B ar ali a k os X, Br a u n J, L a ur e nt D D, B a et e n D, v a n d er H eij d e D, Si e p er J, E m er y P, M cI n n es I, 
v a n L a ar J, L a n d e w e R, W or ds w ort h P, W o ll e n h a u pt J, K ell n er H, Wri g ht A M, Gst ei g er S, 
H u e b er W. I nt erl e u ki n -1 7 A bl o c k a d e wit h s e c u ki n u m a b r e d u c es s pi n al i nfl a m m at i on i n 
p ati e nt s wi t h a n k yl osi n g s p o n d ylit is as e arl y as w e e k 6, as d et e ct e d b y ma g n eti c r es o n a n c e 
i m a gi n g. Art hritis R h e u m. 2 0 1 1; 6 3(s u p pl 1 0): 2 4 8 6 D.

B o o n e n A, v a n d er Li n d e n S M. T h e b ur d e n of a n k yl osi n g s p o n d ylit is. J R h e u m . 2 0 0 6; 7 8: 4 -1 1.

Br a n dt J, List i n g J, Si e p er J, R u d w al eit M, v a n d er H eij d e D, Br a u n J. D e v el o p m e nt a n d 
pr es el e ct i on of crit eri a f or s h ort t er m i m pr o v e m e nt aft er a nt i-T N F al p h a tr e at m e nt i n 
a n k yl o si n g s p o n d ylit is. A n n R h e u m Dis. 2 0 0 4; 6 3( 1 1): 1 4 3 8 - 1 4 4 4.
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Br a u n J, v a n d e n B er g R, B ar ali a k os X, B o e h m H, B ur g os -V ar g as R, C oll a nt es - Est e v e z E, 
D a gfi nr u d H, Dij k m a ns B, D o u g a d os M, E m er y  P, G e h er P, H a m m o u d e h M, I n m a n R D, 
J o n g k e es M, K h a n M A, Kilt z U, K vi e n T, L eiris al o -R e p o M, M a ks y m o w y c h W P, Oli vi eri I, 
P a v el k a K, Si e p er J, St a nisl a ws k a -Bi er n at E, W e n dli n g D, O z g o c m e n S, v a n Dr o g e n C, v a n 
R o y e n B, v a n d er H eij d e D. 2 0 1 0 u p d at e of t h e A S A S/ E U L A R r e c o m m e n d at i ons f or t h e 
m a n a g e m e nt of a n k yl o si n g s p o n d ylit is. A n n R h e u m Dis. 2 0 1 1; 7 0( 6): 8 9 6 -9 0 4.

Br a u n J, Si e p er J. A n k yl osi n g s p o n d ylit is. L a n c et . 2 0 0 7; 3 6 9( 9 5 7 0): 1 3 7 9- 1 3 9 0.

Br a u n J, Si e p er J. Tr e at m e nt of r h e u m at oi d art hrit is a n d a n k yl osi n g s p o n d ylitis. Cli n E x p 
R h e u m at ol . 2 0 0 9; 2 7( 4 s u p pl 5 5): S 1 4 6-S 1 4 7.

Br a u n et al. 2 0 1 0 u p d at e of t h e A S A S/ E U L A R r e c o m m e n d at i ons f or t h e ma n a g e m e nt of 
a n k yl o si n g s p o n d ylit is. A n n R h e u m Di s . 2 0 1 1; 7 0: 8 9 6- 9 0 4.

Br et z F, P os c h M, Gli m m E, Kli n gl m u ell er F, M a ur er W, R o h m e y er K. Gr a p hi c al a p pr o a c h es f or 
m ult i pl e c o m p aris o n pr o c e d ur es usi n g w ei g ht e d B o nf err o ni, Si m es, or p ar a m etri c t ests. Bi o m 
J . 2 0 1 1; 5 3( 6): 8 9 4-9 1 3.

C ali n A, J o n es S D, G arr ett S L, K e n n e d y L G. B at h A n k yl osi n g S p o n d ylit is F u n ct i on al I n d e x. Br 
J R h e u m at ol . 1 9 9 5; 3 4( 8): 7 9 3-7 9 4.

Ci m zi a [ p a c k a g e i ns ert]. S m yr n a, G e or gi a: U C B; 2 0 1 5. A v ail a bl e at: 
ht t p:// m e dli br ar y. or g/li b/r x/ m e ds/ ci m zi a/. A c c ess e d O ct o b er 1 9, 2 0 1 5.

C ol u m bi a U ni v ersit y M e di c al C e nt er. C ol u m bi a – S ui ci d e S e v eri t y R ati n g S c al e ( C-S S R S) w e b 
sit e. A v ail a bl e at: htt p:// w w w. cssrs. c ol u m bi a. e d u. A c c ess e d A pril 2 1, 2 0 1 1.

C os e nt y x [ p a c k a g e i ns ert]. E ast H a n o v er, N e w J ers e y: N o v artis; 2 0 1 5. A v ail a bl e at: 
ht t p:// w w w. p h ar m a. us. n o v artis. c o m/ pr o d u ct/ pi/ p df/ c os e nty x. p df. A c c ess e d O ct o b er 1 9, 2 0 1 5.

D a vis J C Jr, V a n D er H eij d e D, Br a u n J, D o u g a d os M, C us h J, Cl e g g D O, Ki vit z A, 
Fl eis c h m a n n R, I n m a n R, Ts uji W; E n br el A n k yl o si n g S p o n d ylit i s St u d y Gr o u p. R e c o m bi n a nt 
h u m a n t u m or n e cr osis f a ct or r e c e pt or ( et a n er c e pt) f or tr e ati n g a n k yl osi n g s p o n d ylit is: a 
r a n d omi z e d, c o ntr oll e d tri al. Art hritis R h e u m . 2 0 0 3; 4 8( 1 1): 3 2 3 0- 3 2 3 6.

D e o d h ar A, G e nsl er L S, K a y J, M a ks y m o w y c h W P, H ar o o n N, L a n d e w é R, R u d w al eit M, H all 
S, B a u er L, H o e p k e n B, d e P e y r e c a v e N, Kil g all e n B, v a n d er H eij d e D . A fifty- t w o-w e e k, 
r a n d omi z e d, pl a c e b o -c o ntr oll e d tri al o f c ert oli z u m a b p e g o l i n n o nr a di o gr a p hi c a xi al 
s p o n d yl o art hri tis. Art hritis R h e u m at ol. 2 0 1 9 a. [ E p u b a h e a d of pri nt]

D e o d h ar A, P o d d u b n y y D, P a c h e c o -T e n a C, S al v ar a ni C, L es p ess aill es E, R a h m a n P, J är vi n e n P, 
S a n c h e z - B urs o n J, G aff n e y K, L e e E B, Kris h n a n E, S a ntist e b a n S, Li X, Z h a o F, C arli er H, 
R e v eill e J D; C O A S T -W St u d y  Gr o u p. Effi c a c y a n d S af et y of  I x e ki z u m a b i n t h e Tr e at m e nt of 
R a di o gr a p hi c A xi al S p o n d yl o art hrit is: Si xt e e n-W e e k R es ults Fr o m a P h as e III R a n d o mi z e d, 
D o u bl e- Bli n d, Pl a c e b o -C o ntr oll e d Tri al i n P at i ent s Wit h Pri or I n a d e q u at e R es p o nse t o or 
I nt oler a n c e of T u m or N e cr osis F a ct or I n hi bit ors. Art hritis R h e u m at ol. 2 0 1 9 b ; 7 1( 4): 5 9 9- 6 1 1.

D e o d h ar A, R e v eill e J D, v a n d e n B os c h F, Br a u n J, B ur g os -V ar g as R, C a pl a n L, Cl e g g D O, 
C ol b ert R A, G e nsl er L S, v a n d er H eij d e D, v a n d er H orst -Br ui ns m a I E, I n m a n R D, 
M a ks y m o w y c h W P, M e as e PJ, R a y c h a u d h uri S, R ei m o l d A, R u d w al eit M, Si e p er J, W eis m a n 
M H, L a n d e w é R B. T h e c o n c e pt of a xi al s p o n d yl o art hrit is: j oi nt st at e m e nt of t h e 
s p o n d yl o art hri tis r es e ar c h a n d tr e at m e nt n et w or k a n d t h e Ass ess m e nt of S p o n d yl oArt hr itis 
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i nter n at i on al S o ci et y i n r es p o ns e t o t h e U S F o o d a n d Dr u g A d mi nistr ati o n’s c o m m e nts a n d 
c o n c er ns. Art hritis R h e u m at ol. 2 0 1 4; 6 6( 1 0): 2 6 4 9 - 2 6 5 6.

d e Vri es M K, v a n Eij k I C, v a n d er H orst -Br ui ns m a I E, P et ers MJ, N ur m o h a m e d M T, Dij k m a ns 
B A, H a z e n b er g B P, W o lbi n k GJ. Er y t hr o c yt e s e di m e nt atio n r at e, C -r e a cti v e pr ot ei n l e v el, a n d 
s er u m a m yloi d A pr ot ei n f or p ati e nt s el e ct i on a n d m o nit ori n g of a nt i-t u mor n e cr o si s fa ct or 
tr e at me nt i n a n k yl osi n g s p o n d ylit is. Art hritis R h e u m . 2 0 0 9; 6 1( 1 1): 1 4 8 4-1 4 9 0.

D o u g a d os M, Si m o n P, Br a u n J, B ur g os -V ar g as R, M a ks y m o w y c h W P, Si e p er J, v a n d er H eij d e 
D. A S A S r e c o m m e n d ati o ns f or c oll e ct i n g, a n al ysi n g a n d r e p orti n g N S AI D i nt a k e i n cli ni c al 
trials/ e pi d e mi o l ogi c al  st u dies i n a xi al s p o n d yl o art hritis. A n n R h e u m Dis . 2 0 1 1; 7 0( 2): 2 4 9- 2 5 1.

D o u g a d os M, B a et e n D. S p o n d yl o art hrit is. L a n c et . 2 0 1 1; 3 7 7( 9 7 8 3): 2 1 2 7- 2 1 3 7.

[ E M A] E ur o p e a n M e di ci n es A g e n c y, C o m mitt e e f or M e di ci n al Pr o d u cts f or H u m a n Us e 
( C H M P). G ui d eli n e o n cli ni c al i n v est i g ati on of m e di ci n al pr o d u cts f or t h e tr e at m e nt of 
a n k yl o si n g s p o n d ylit is. 2 0 0 9. A v ail a bl e at: 
ht t p:// w w w. e m a. e ur o p a. e u/ d o cs/ e n _ G B/ d o c u m e nt _li br ar y/ S ci e ntifi c _ g ui d eli n e/ 2 0 0 9/ 0 9/ W C 5 0
0 0 0 3 4 2 4. p df. A c c ess e d O ct o b er 2 6, 2 0 1 5 . 

E n br el  [ p a c k a g e i ns ert]. T h o us a n d O a ks, C alif or ni a: A m g e n I n c; 2 0 1 5. A v ail a bl e at: 
ht t p:// pi. a m g e n. c om/ u nit e d _st at es/ e n br el/ d er m/ e n br el _ pi. p df. A c c ess e d O ct o b er 1 9, 2 0 1 5.

E ur o Q ol  Gr o u p. E Q- 5 D-5 L us er g ui d e. V ersi o n 1. 0. A pril 2 0 1 1. A v ail a bl e at: 
ht t p:// w w w. e ur o q ol. or g/fil e a d mi n/ us er _ u pl o a d/ D o c u m e nt e n/ P D F/ F ol d ers _ Fl y ers/ Us er G ui d e _
E Q - 5 D-5 L. A c c ess e d S e pt e m b er 1 4, 2 0 1 2. 

G arr ett S, J e n ki ns o n T, K e n n e d y L G, W hit el o c k H, G aisf or d P, C ali n A. A n e w a p pr o a c h t o 
d efi ni n g dis e as e st at us i n a n k yl osi n g s p o n d ylit is: t h e B at h A n k yl osi n g S p o n d ylitis Dis e as e 
A ct i vity I nd e x. J R h e u m at ol . 1 9 9 4; 2 1( 1 2): 2 2 8 6-2 2 9 1.

G e n o v es e M C , Br a u n D K, Eri c ks o n J S, B er cl a z P Y, B a n erj e e S, H eff er n a n M P, C arli er H. 
S af et y a n d Effi c a c y of O p e n-l a b el S u b c ut a n e o us I x e ki z u m a b Tr e at m e nt f or 4 8 W e e ks i n a 
P h as e II St u d y  in Bi o l ogi c -n ai v e a n d T N F -I R P atie nt s wi t h R h e u m at oi d Art hri tis. J 
R h e u m at ol. 2 0 1 6 ;4 3( 2): 2 8 9 - 9 7.

G e n o v es e M C, Gr e e n w al d M, C h o C S, B er m a n A, Ji n L, C a m er o n G S, B e ni c h o u O, Xi e L, 
Br a u n D, B er cl a z P Y, B a n erj e e S. A p h as e II r a n d o mi z e d st u d y  of s u b c ut a n e o us i x e ki z u m a b, 
a n a nt i-i nterl e u ki n -1 7 m o n o cl o n al a nti b o d y , i n r h e u mat oi d art hri tis p atie nts w h o w er e n aï v e t o 
bi o l ogi c a g e nts or h a d a n i n a d e q u at e r es p o ns e t o t u m or n e cr osis f a ct or i n hi bit ors. Art hritis 
R h e u m at ol. 2 0 1 4; 6 6( 7): 1 6 9 3 - 1 7 0 4.

Gli nt b or g B, Ost er g a ar d M, Kr o g h N S, Dr e y er L, Krist e ns e n H L, H etl a n d M L. Pr e di ct ors of 
tr e at me nt r e s p o ns e a n d dr u g c o nti n u ati o n i n 8 4 2 p ati e nts wit h a n k yl o si n g s p o n d ylit is tr e at e d 
wi t h a nti-t u mo ur n e cr osis f a ct or: r es ults fr o m 8 y e ars’ s ur v eill a n c e i n t h e D a nis h n ati o n wi d e 
D A N BI O r e gi str y. A n n R h e u m Dis . 2 0 1 0; 6 9( 1 1): 2 0 0 2- 2 0 0 8.

Gli nt b or g B, Øst er g a ar d M, Kr o g h N S, T ar p U, M a nil o N, L oft A G, H a ns e n A, S c hl e m m er A, 
F a n a V, Li n d e g a ar d H M, N or di n H, R as m uss e n C, Ejstr u p L, J e ns e n D V, P et ers e n 
P M, H etl a n d M L. Cli ni c al r es p o ns e, dr u g s ur vi v al a n d pr e di ct ors t h er e of i n 4 3 2 a n k yl o si n g 
s p o n d ylit is p ati ent s aft er s wit c hi n g t u mo ur n e cr osis f a ct or α i n hi bit or t h er a p y : r e s ult s fr o m t h e 
D a nis h n at i on wi d e D A N BI O r e gistr y . A n n R h e u m Dis . 2 0 1 3; 7 2( 7): 1 1 4 9- 1 1 5 5.
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G ottli e b A B, M e as e PJ, C u c h a c o vi c h R S, S h ul er C L, Li n C Y, B ur g e R T, S a m a nt a S, L e e C H, 
Gl a d m a n D D. I x e ki z u m a b i m pr o v es p h ysi c al f u n cti o n, q u alit y of  lif e, a n d w or k pr o d u cti vity i n 
bi o l ogi c dis e as e -m o dif yi n g a nt irh e u m at i c dr u g-n aï v e p at i ent s wit h a cti v e ps oriat i c art hritis 
[ a bstr a ct]. Art hritis R h e u m at ol . 2 0 1 5; 6 7(s u p pl 1 0).

Griffit hs C E, R ei c h K, L e b w o hl M, v a n d e K er k h o f P, P a ul  C, M e nt er A, C a m er o n G S, Eri c ks o n 
J, Z h a n g L, S e cr est RJ, B all S, Br a u n D K, Os u nt o k u n O O, H eff er n a n M P, Ni c k o l off BJ, P a p p 
K, U N C O V E R -2 a n d U N C O V E R -3 i n v est i g at ors. C o m p aris o n of i x e ki z u m a b wi t h et a n er c e pt 
or pl a c e b o i n m o d er at e -t o-s e v er e ps ori as is ( U N C O V E R-2 a n d U N C O V E R -3): r es ults fr o m 
t wo p h as e 3 r a n d o mis e d tri als. L a n c et. 2 0 1 5; 6 7 3 6( 1 5): 6 0 1 2 5 - 8.

H ai b el H, S p e c k er C. Dis e as e -m o dif yi n g a nt i-r h e u m ati c dr u gs i n r h e u m at oi d art hritis a n d 
a n k yl o si n g s p o n d ylit is. Cli n E x p R h e u m at ol . 2 0 0 9: 2 7( 4 s u p pl 5 5): S 1 5 9 -S 1 6 3.

H ei b er g M S, K o l di n gs n es W, Mi k k els e n K, R ø d e v a n d E, K a uf m a n n C, M o wi n c k el P, K vi e n T K. 
T h e c o m p ar at i v e o n e-y e ar p erf or m a n c e of a nti -t u mor n e cr osis f a ct or al p h a dr u gs i n p ati e nts 
wi t h r h e u m at oid art hri tis, p s oriat i c art hritis, a n d a n k yl osi n g s p o n d ylit is: r es ults fr om a 
l on git u di n al, o bs er v at i on al, m ult i c e nt er st u d y. Art hritis R h e u m. 2 0 0 8; 5 9( 2): 2 3 4 -2 4 0.

H e uft -D or e n b os c h L, S p o or e n b er g A, v a n T u b er g e n A, L a n d e w é R, v a n v er T e m p el H, Mi el a nts 
H, D o u g a d os M, v a n d er H eij d e D. Ass ess m e nt of e nt h esi tis i n a n k yl osi n g s p o n d ylit is. A n n 
R h e u m Dis. 2 0 0 3; 6 2( 2): 1 2 7 - 1 3 2.

H u mir a [ p a c k a g e i ns ert]. N ort h C hi c a g o, I L: A b b Vi e I n c; 2 0 1 5. A v ail a bl e at: 
ht t p:// w w w.r x a b b vi e. c om/ p df/ h u mir a. p df. A c c ess e d O ct o b er 1 9, 2 0 1 5.

I n m a n R D, D a vis J C Jr, v a n d er H eij d e D, Di e k m a n L, Si e p er J, Ki m SI, M a c k M, H a n J, 
Vi s v a n at h a n S, X u Z, Hs u B, B e utl er A, Br a u n J. Effi c a c y a n d s af et y of  g oli m u m a b i n p ati ent s 
wi t h a n k yl osi n g s p o n d ylit is: r es ult s of a r a n d omi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, p h as e 
III trial . Art hritis R h e u m. 2 0 0 8; 5 8( 1 1): 3 4 0 2 - 3 4 1 2.

J a n d us C, Bi o l ey G, Ri v als J P, D u dl er J, S p eis er D, R o m er o P. I n cr e as e d n u m b ers of cir c ul at i n g 
p ol yf u n cti o n al T h 1 7 m e m or y  c ells i n p ati ent s wit h s er o n e g ati v e s p o n d yl art hriti d es. Art hritis 
R h e u m . 2 0 0 8; 5 8( 8): 2 3 0 7- 2 3 1 7.

J e n ki ns o n T R, M all o rie P A, W hi t elo c k H C, K e n n e d y  L G, G arr ett S L, C ali n A. D efi ni n g s pi n al 
m o bilit y i n a n k yl o si n g s p o n d ylit is ( A S). T h e B at h A S M etr ol o g y I n d e x. J R h e u m at ol.
1 9 9 4; 2 1( 9): 1 6 9 4 - 1 6 9 8.

Kilt z U, v a n d er H eij d e D, B o o n e n A, Ci e z a A, St u c ki G, K h a n M A, M a ks y m o w y c h W P,
M ar z o -Ort e g a H, R e v eill e J, St e b bi n gs S, B ost a n C, Br a u n J. D e v el o p m e nt of a h e alt h i n d e x i n 
p ati e nt s wi t h a n k yl osi n g s p o n d ylit is ( A S A S HI): fi n al r es ult of a gl o b al i niti ati v e b as e d o n t h e 
I C F g uid e d b y  AS A S. A n n R h e u m Dis. 2 0 1 3; 7 4( 5): 8 3 0 - 8 3 5.

L a n d e w é R, Br a u n J, D e o d h ar A, D o u g a d os M, M a ks y m o w y c h W P, M e as e PJ, R e v eill e J D, 
R u d w al eit M, v a n d er H eij d e D, St a c h C, H o e p k e n B, Fi c ht n er A, C ot e ur G, d e L o n g u e vill e 
M, Si e p er J. Effi c a c y of c ert oli z u m a b p e g ol o n si g ns a n d s y m pt o ms of a xi al s p o n d yl o art hrit is 
i n cl u di n g a n k yl osi n g s p o n d ylit is: 2 4-w e e k r es ults of a d o u bl e -bli n d r a n d o mis e d pl a c e b o -
c o ntr oll e d P h as e 3 st u d y . A n n R h e u m Dis. 2 0 1 4; 7 3( 1): 3 9 -4 7.
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Li e E, v a n d er H eij d e D, U hli g T, Mi k k els e n K, R ø d e v a n d E, K ol di n gs n es W, K a uf m a n n C, 
K vi e n T K. Eff e cti v e n ess of s wit c hi n g b et w e e n T N F i n hi bit ors i n a n k yl osi n g s p o n d ylitis: d at a 
fr om t he N O R -D M A R D r e gi st er . A n n R h e u m Dis. 2 0 1 1; 7 0( 1): 1 5 7- 1 6 3.

M a c h a d o P, C astr ej o n I, K at c h a m art W, K o e v o ets R, K uri y a B, S c h o els M, Sil v a -F er n á n d e z L, 
T h e viss e n K, V er c o ut er e W, Vill e n e u v e E, Al et a h a D, C ar m o n a L, L a n d e w é R, v a n d er H eij d e 
D, Bijls m a J W, B y k er k V, C a n h ã o H, C atri n a AI, D ur e z P, E d w ar ds CJ, Mj a a v att e n M D, L e e b 
B F, L os a d a B, M artí n -M ol a E M, M arti n e z -Os u n a P, M o nt e c u c c o C, M üll er -L a d n er U, 
Øst er g a ar d M, S h e a n e B, X a vi er R M, Z o c hli n g J, B o m b ar di er C. M ult i n ati on al e vi d e n c e -
b as e d r e c o m m e n d at i ons o n h o w t o i n v est i g at e a n d f oll ow- u p u n diff er e nt i ate d p eri p h er al 
i nfl a m m at or y art hritis: i nt e gr ati n g s yst e m ati c lit er at ur e r es e ar c h a n d e x p ert o pi ni o n of a br o a d 
i nter n at i on al p a n el o f r h eu m at ol o gi sts i n t h e 3 E I niti at i v e. A n n R h e u m Dis . 2 0 1 1 a; 7 0( 1): 1 5-2 4.

M a c h a d o P M, L a n d e w é R, H eij d e D V, Ass ess m e nt of S p o n d yl o Art hri tis i nt er n at i on al S o ci et y 
( A S A S). A n k yl o si n g S p o n d ylit is Dis e as e A cti vity S c or e ( A S D A S): 2 0 1 8 u p d at e of t h e 
n o m e n cl at ur e f or dis e as e a cti vit y st at es . A n n R h e u m Dis. 2 0 1 8; 7 7 (1 0): 1 5 3 9 - 1 54 0.

M a c h a d o P M, L a n d e w é R B, v a n d er H eij d e D M. E n d or s e m e nt of d efi nit i ons of dis e as e a ct i vity 
st at es a n d i m pr o v e m e nt s c or es f or t h e A n k yl o si n g S p o n d ylit is Dis e as e A cti vity S c or e: r es ults 
fr om O M E R A C T 1 0. J R h e u m at ol. 2 0 1 1 b; 3 8( 7): 1 5 0 2 - 1 5 0 6.

M a c h a d o P, L a n d e w é R, Li e E, K vi e n T K, Br a u n J, B a k er D, v a n d e r H eij d e D, Ass ess m e nt of 
S p o n d yl o Art hri tis I nt er n at i on al S o ci et y . A n k ylo si n g S p o n d yli tis Dis e as e A ct i vity S c or e 
( A S D A S): d efi ni n g c ut-off v al u es f or dis e as e a cti vit y st at es a n d i m pr o v e m e nt s c or es. A n n 
R h e u m Dis . 2 0 1 1 c; 7 0( 1): 4 7-5 3.

M a c h a d o P, N a v arr o -C o m p á n V, L a n d e w é R, v a n G a al e n F A, R o u x C, v a n d er H eij d e D. 
C al c ul ati n g t h e a n k yl osi n g s p o n d ylit is dis e as e a cti vity s c or e if t h e c o n v e nt i on al c -r e a cti v e 
pr ot ei n l e v el is b el o w t h e li mit of d et e cti o n or if hi g h- s e n sitivit y c -r e a cti v e pr ot ei n is us e d: a n 
a n al ysi s i n t h e D E SI R c o h ort. Art hritis R h e u m at ol. 2 0 1 5; 6 7( 2): 4 0 8 - 4 1 3.

M a ks y m o w y c h W P, I n m a n R D, S al o n e n D, D hill o n S S, Kri s h n a n a nt h a n R, St o n e M, C o n n er -
S p a d y  B, P als at J, L a m b ert R G W. S p o n d yl o art hri tis R es e ar c h C o ns orti u m of C a n a d a m a g n et i c 
r es o n a n c e i m a gi n g i nd e x f or ass ess m e nt of s pi n al i nfl a m m at i on i n a n k yl o si n g s p o n d ylit is. 
Art hritis R h e u m . 2 0 0 5 a; 5 3( 4): 5 0 2-5 0 9.

M a ks y m o w y c h W P, I n m a n R D, S al o n e n D, D hill o n S D, Willi a ms M, St o n e M, C o n n er -S p a d y  
B, P als at J, L a m b ert R G W. S p o n d yl o art hrit is R es e ar c h C o ns orti u m of C a n a d a m a g n et i c 
r es o n a n c e i m a gi n g i n d e x f or ass ess m e nt of s a cr oili a c j o i nt i nfl am m at i on i n a n k yl osi n g 
s p o n d ylitis. Art hritis R h e u m . 2 0 0 5 b; 5 3( 5): 7 0 3- 7 0 9.

M a ks y m o w y c h W P, M all o n C, M orr o w S, S h oj a ni a K, Ols z y ns ki W P, W o n g R L, S a m p alis J, 
C o n n er -S p a d y  B. D e vel o p m e nt a n d v ali d at i on of t h e S p o n d yl o art hri tis R es e ar c h C o ns orti u m 
of  C a n a d a ( S P A R C C) E nt h esitis I n d e x. A n n R h e u m Dis. 2 0 0 9; 6 8( 6): 9 4 8 -9 5 3.

M a ks y m o w y c h W P. Dis e as e m o difi c at i on i n a n k yl osi n g s p o n d ylitis. N at R e v R h e u m at ol . 
2 0 1 0: 6( 2): 7 5 -8 1.

M a ks y m o w y c h W P , Wi c h u k S , C hi o w c h a n wis a w a kit P, L a m b ert R G , P e d ers e n SJ . 
D e v el o p m e nt a n d pr eli mi n ar y  vali d at i on of t h e s p o n d yl o art hrit is r es e ar c h c o ns orti u m of 
C a n a d a m a g n eti c r es o n a n c e i m a gi n g s a cr oili a c j o i nt str u ct ur al s c or e. 
J R h e u m at ol . 2 0 1 5; 4 2( 1): 7 9 -8 6.
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M e as e PJ, v a n d er H eij d e D, Rit c hli n C T, C u c h a c o vi c h R, S h ul er C L, L e e C H, S a m a nt a S, Li n 
C- Y, Gl a d m a n D D, V a n g er o w H. A r a n d o mi z e d, d o u bl e -bli n d, a ct i v e- a n d pl a c e b o -c o ntr oll e d 
p h as e 3 st u d y  of effi c a c y a n d s af ety of  ix e ki z u m a b, a d ali m u m a b, a n d pl a c e b o t h er a p y  in 
p a tie nts n aï v e t o biol o gi c di s e a s e m o dif yi n g a nt i-r h e u m ati c dr u gs wit h a cti v e ps ori ati c art hritis 
[ a bstr a ct]. Art hritis R h e u m at ol . 2 0 1 5; 6 7(s u p pl 1 0). 

M e as e PJ, v a n d er H eij d e D, Rit c hli n C T, O k a d a M, C u c h a c o vi c h R S, S h ul er C L, Li n C Y, Br a u n 
D K, L e e C H, Gl a d m a n D D; S PI RI T -P 1 St u d y Gr o u p. I x e ki z u m a b, a n i nt erl e u ki n-1 7 A s p e cifi c 
m o n o cl o n al a nti b o d y , for t h e tr e at m e nt of bi o l ogi c -n ai v e p ati e nts wit h a ct i v e p s ori at i c 
art hri tis: r es ult s fr o m t h e 2 4-w e e k r a n d o mis e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d a n d a ct i v e 
( a d ali m u m a b)-c o ntr oll e d p eri o d of t h e p h as e III tri al S PI RI T -P 1. 2 0 1 7; 7 6( 1): 7 9 -8 7. 

M ei  Y, P a n F, G a o J, G e R, D u a n Z, Z e n g Z, Li a o F, Xi a G, W a n g S, X u S, X u J, Z h a n g L, Y e 
D. I n cr e as e d s er u m I L -1 7 a n d I L -2 3 i n t h e p ati e nt wit h a n k yl o si n g s p o n d ylit is. Cli n 
R h e u m at ol. 2 0 1 1; 3 0( 2): 2 6 9 -2 7 3. 

M or el a n d L. U n m et n e e ds i n r h e u m at oi d art hrit is. Art hritis R es T h er . 2 0 0 5: 7(s u p pl 3): S 2-S 8.

N as h P, Kir k h a m B, O k a d a M, R a h m a n P, C o m b e B, B ur m est er G R, A d a ms D H, K err L, L e e C, 
S h ul er C L, G e n o v es e M; S PI RI T -P 2 St u d y Gr o u p. I x e ki z u m a b f or t h e tr e at me nt of  p atie nts 
wi t h a cti v e p s ori at i c art hritis a n d a n i n a d e q u at e r es p o ns e t o t u m o ur n e cr osis f a ct or i n hi bit ors: 
r e s ult s fr o m t h e 2 4-w e e k r a n d o mis e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d p eri o d of t h e S PI RI T -
P 2 p h as e 3 tri al. 2 0 1 7; 3 8 9 ( 1 0 0 8 6): 2 3 1 7-2 3 2 7. 

P o d d u b n y y  D. A xi al s p o n d yl o art hritis: is t h er e a tr e at m e nt of c h oi c e ? T h er A d v M us c ul os k el et 
Dis . 2 0 1 3; 5( 1): 4 5- 5 4.

P os n er K, O q u e n d o M A, G o ul d M, St a nl e y B, D a vi es M. C ol u m bi a Cl assifi c at i on Al g orit h m o f 
S ui ci d e Ass ess m e nt ( C -C A S A): cl a ssifi c at i on of s ui ci d al e v e nts i n t h e F D A’s p e di atri c 
s ui cid al  ris k a n al ysis of a nti d e pr ess a nts. A m J P ys c hi atr y. 2 0 0 7; 1 6 4( 7): 1 0 3 5 - 1 0 4 3.

R eill y Ass o ci at es. H e alt h O ut c o m es R es e ar c h w e b sit e. 2 0 0 2. A v ail a bl e at: 
ht t p:// w w w.r eill y ass o ci at es. n et/. A c c ess e d S e pt e m b er 1 4, 2 0 1 2 .

R eill y M C, G o o c h K L, W o n g R L, K u p p er H, v a n d er H eij d e D. V ali dit y, r eli a bilit y a n d 
r es p o nsi v e n ess of t h e W or k Pr o d u cti vit y a n d A ct i vity I mp air m e nt Q u e sti o n n ai r e i n a n k yl osi n g 
s p o n d ylitis. R h e u m at ol o g y ( O xf or d). 2 0 1 0; 4 9( 4): 8 1 2 - 8 1 9.

R e v eil l e J D. T h e g e n et i c b asis o f s p o n d yl o art hrit is. A n n R h e u m Dis . 2 0 1 1; 7 0(s u p pl 1):i 4 4-i 5 0.

R e v eill e J D, Witti er J P, W eis m a n M H. Pr e v al e n c e of a xi al s p o n d yl art hrit is i n t h e U nit e d St at es: 
esti m at es fr o m a cr o s s -s e cti o n al s ur v e y. Art hritis C ar e R es ( H o b o k e n) . 20 1 2; 6 4( 6): 9 0 5 - 9 1 0.

R u d w al eit M, v a n d er H eij d e D, L a n d e w é R, List i n g J, A k k o c N, Br a n dt J, Br a u n J, C h o u C T, 
C oll a nt es - Est e v e z E, D o u g a d os M, H u a n g F, G u J, K h a n M A, Kir a zli Y, M a ks y m o w y c h W P, 
Mi el a nts H, S ør e ns e n IJ, O z g o c m e n S, R o uss o u E, V all e -O ñ at e R, W e b er U, W ei J, Si e p er J. 
T h e d e v el o p m e nt of Ass ess m e nt of S p o n d yl o Art hrit is I nt er n ati on al S o ci et y cl assifi c at i on 
cri t eri a f or a xial  s p o n d ylo art hri tis ( p art II): v ali d at i o n a n d fi n al s el e cti on. A n n R h e u m Dis .  
2 0 0 9; 6 8( 6): 7 7 7 - 7 8 3.

Si e p er J, P o d d u b n y y D. A xi al s p o n d yl o art hrit is. L a n c et. 2 0 1 7; 3 9 0( 1 0 0 8 9): 7 3 -8 4.

Si e p er J, R u d w al eit M, B ar ali a k os X, Br a n dt J, Br a u n J, B ur g os- V ar g as R, D o u g a d os M, 
H er m a n n K G, L a n d e w é R, M a ks y m o w y c h W, v a n d er H eij d e D. T h e Ass ess m e nt of 
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S p o n d yl o Art hri tis I nt er n at i on al S o ci et y  ( AS A S) h a n d b o o k: a g ui d e t o ass ess s p o n d yl o art hrit is. 
A n n R h e u m Di s. 2 0 0 9; 6 8(s u p pl 2):ii 1-ii 4 4.

Si e p er J, v a n d er H eij d e D, D o u g a d os M, M e as e PJ, M a ks y m o w y c h W P, Br o w n M A, Ar or a V, 
P a n g a n A L. Effi c a c y  a n d s af ety of  a d ali m u m a b i n p atie nt s wi t h n o n-r a dio gr a p hi c a xi al 
s p o n d yl o art hri tis: r es ult s fr o m a p h a s e 3 st u d y. Pr es e nte d at: A n n u al M e et i n g of t h e A m eri c a n 
C oll e g e o f R h e u m at ol o g y; 4 -9 N o v e m b er 2 0 1 1; C hi c a g o, I L. Pr es e nt ati o n n u m b er 2 4 8 6 A.

Si e p er J, Br a u n J, B ar ali a k os X, B a et e n D, D o u g a d os M, E m er y  P, D e o d h ar A, P ort er B, 
A n d erss o n M, M p of u S, Ri c h ar ds H . S e c u ki n u m a b, a m o n o cl o n al  a nti b o d y t o i nt erle u ki n -1 7 A, 
sig nifi c a nt l y i m pr o v es si g ns a n d s y m pt o ms of a cti v e a n k yl osi n g s p o n d ylit is: r es ults of a p h as e 
3, r a n d o mi z e d, pl a c e b o -c o ntr oll e d tri al wit h s u b c ut a n e o us l o a di n g a n d m ai nt e n a n c e d osi n g 
[ p ost er]. P ost er pr es e nt e d at: A m eri c a n C oll e g e of R h e u m at ol o g y 2 0 1 4 A n n u al S ci e nt ifi c 
M e et i n g; 1 4-1 9 N o v e m b er 2 0 1 4; B ost o n, M A. P ost er 5 3 6.

Si m p o ni [ p a c k a g e i ns ert]. H ors h a m, P A: J a nss e n Bi ot e c h I n c; 2 0 1 5. A v ail a bl e at: 
ht t p:// m e dli br ar y. or g/li b/r x/ m e ds/si m p o ni/. Ac c ess e d O ct o b er 1 9, 2 0 1 5.

S m ith C H, A nst e y  AV, B ar k er J N, B ur d e n A D, C h al m ers RJ, C h a n dl er D A, Fi nl a y A Y, Griffit hs 
C E, J a c ks o n K, M c H u g h NJ, M c K e n n a K E, R e y n ol ds NJ, Or m er o d A D. Brit is h Ass o ci ati on of 
D er m at ol o gi st s’ g uid eli n e s f or bi ol o gi c i nt er v e nti o n s f or p s ori asis 2 0 0 9. B r J D er m at ol . 
2 0 0 9; 1 6 1( 5): 9 8 7 - 1 0 1 9.

Str a n d V, R a o S A, S hilli n gt o n A C, Cif al di M A, M c G uir e M, R u d er m a n E M. Pr e v al e n c e of a xi al 
s p o n d yl o art hri tis i n U nit e d St at es r h e u m at ol o g y pr a ctic es: Ass ess m e nt of S p o n d yl o Art hri tis 
I nt er n ati o n al S o ci ety cri t eria v ers us r h e u m at ol o g y  e x p ert cli ni c al di a g n osis. Art hritis C ar e R es 
( H o b o k e n). 2 0 1 3; 6 5( 8): 1 2 9 9- 1 3 0 6.

v a n d er H eij d e D, C h e n g -C h u n g W ei J, D o u g a d os M, M e as e P, D e o d h ar A, M a ks y m o w y c h W P, 
V a n d e n B os c h F, Si e p er J, T o mit a T, L a n d e w é R, Z h a o F, Kris h n a n E, A d a ms D H, P a n g all o 
B, C arli er H; C O A S T -V st u d y  gr o u p; I x e kiz u m a b, a n i nt erl e u ki n -1 7 A a nt a g o nist i n t h e 
tr e at me nt of a n k yl o si n g s p o n d ylit is or r a di o gr a p hi c a xi al s p o n d yl o art hritis i n p ati ent s 
pr e vi o usl y u ntr e at e d wit h bi o l ogi c al dis e as e -m o dif yi n g a nti -r he u m at i c dr u gs ( CO A S T -V): 1 6 
w e e k r es ults of a p h as e 3 r a n d o mis e d, d o u bl e -bli n d, a cti v e -c o ntr oll e d a n d pl a c e b o -c o ntr oll e d 
trial . L a n c et. 2 0 1 8; 3 9 2( 1 0 1 6 3): 2 4 4 1 - 2 4 5 1.

v a n d er H eij d e D, Dij k m a ns B, G e us e ns P, Si e p er J, D e W o o d y  K, Willi a ms on P, Br a u n J; 
A n k yl osi n g S p o n d ylit i s St u d y for t h e E v al u at i on of R e c o m bi n a nt I nfli xi m a b T h er a p y St u d y 
Gr o u p. Effi c a c y a n d s af et y of  infli xi m a b i n p ati e nts wit h a n k yl o si n g s p o n d ylit is: res ul t s of a 
r a n d omi z e d, pl a c e b o -c o ntr oll e d tri al ( A S S E R T). Art hritis R h e u m . 2 0 0 5; 5 2( 2): 5 8 2-5 9 1.

v a n d er H eij d e D, Ki vit z A, S c hiff M H, Si e p er J, Dij k m a ns B A, Br a u n J, D o u g a d os M, R e v eill e 
J D, W o n g R L, K u p p er H, D a vis J C Jr; A T L A S St u d y  Gr o u p. Effi c a c y a n d s af ety of  
a d ali m u m a b i n p at i ent s wit h a n k yl osi n g s p o n d ylit is: r es ult s of a mul tic e nt er, r a n d o mi z e d, 
d o u bl e- bli n d, pl a c e b o -c o ntr oll e d tri al. Art hritis R h e u m . 2 0 0 6; 5 4( 7): 2 1 3 6-2 1 4 6.

v a n d er H eij d e D, L a n d e w é R, F el dt k ell er E. Pr o p os al of a li n e ar d efi nit i on of t h e B at h 
A n k yl osi n g S p o n d ylit is M etr ol o g y  I n d e x ( B A S MI) a n d c o m p aris o n wit h t h e 2-st e p a n d 
1 0 -st e p d efi nit i ons. A n n R h e u m Dis. 2 0 0 8; 6 7( 4): 4 8 9 - 4 9 3.
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v a n d er Li n d e n S, V al k e n b ur g H A, C ats A. E v al u ati o n of di a g n ost i c crit eri a f or a n k yl osi n g 
s p o n d ylit is. a pr o p os al f or m o difi c ati on of t h e N e w Y or k crit eri a. Art hritis R h e u m.
1 9 8 4; 2 7( 4): 3 6 1 - 3 6 8.

V ast es a e g er N, v a n d er H eij d e D, I n m a n R D, W a n g Y, D e o d h ar A, Hs u B, R a h m a n M U, 
Dij k m a ns B, G e us e ns P, V a n d er Cr u y ss e n B, C oll a nt es E, Si e p er J, Br a u n J. Pr e di ct i n g t h e 
o ut c o m e of  a n k ylo si n g s p o n d yli tis t h er a p y. A n n R h e u m Dis. 2 0 1 1; 7 0( 6): 9 7 3 -9 8 1.

W ar d M M, D e o d h ar A , A kl E A, L ui A, Er m a n n J, G e nsl er L S, S mith J A, B or e nst ei n D, Hir at z k a 
J, W eiss P F, I n m a n R D, M ajit hi a V, H ar o o n N, M a ks y m o w y c h W P, J o y c e J, Cl ar k B M, 
C ol b ert R A, Fi g gi e M P, H all e g u a D S, Pr et e P E, R os e n b a u m J T, St e b ulis J A, v a n d e n B os c h F, 
Y u D T, Mill er A S, R e v eill e J D, C a pl a n L. A m eri c a n C o ll e g e of R h e u m at ol o g y/ S p o n d ylitis 
A s s o ci at i on of A m eri c a/ S p o n d yl o art hri tis R es e ar c h a n d Tr e at m e nt N et w or k 2 0 1 5 
R e c o m m e n d at i ons f or t h e Tr e at m e nt of A n k yl osi n g S p o n d ylit is a n d N o nr a di o gr a p hi c A xi al 
S p o n d yl o art hrit is. A r t hritis R h e u m at ol. 2 0 1 5. d oi: 1 0. 1 0 0 2/ art. 3 9 2 9 8 [ E p u b a h e a d of pri nt].

W ar e J E Jr. S F -3 6 h e alt h s ur v e y u p d at e. S pi n e. 2 0 0 0; 2 5( 2 4): 3 1 3 0 - 3 1 3 9..

W e bst er, K. , & C ell a, D., & Y ost, K. T h e f u n cti o n al ass ess m e nt of c hr o ni c ill n ess t h er a p y 
( F A CI T) m e as ur e m e nt s yst e m : Pr o p erties, a p pli c ati o ns, a n d i nt er pr et ati o n. H e alt h a n d Q u alit y 
of Lif e O ut c o m es. 2 0 0 3; 1( 7 9), 1 - 7.

W e n dli n g D, C e d o z J P, R a c a d ot E, D u m o uli n G. S er u m I L -1 7, B M P -7, a n d b o n e t ur n o v er 
m ar k ers i n p at i ent s wit h a n k yl osi n g s p o n d ylit is. J oi nt B o n e S pi n e. 2 0 0 7; 7 4( 3): 3 0 4 - 3 0 5.

Y er e m e n k o N, P ar a m art a J E, B a et e n D. T h e i nt erl e u ki n -2 3/i nt erl e u ki n -1 7 i m m u n e a xis as a 
pr o misi n g n e w t ar g et i n t h e tr e at m e nt of s p o n d yl o art hrit is. C urr O pi n R h e u m at ol.
2 0 1 4; 2 6( 4): 3 6 1 - 3 7 0.

Z o c hli n g J, v a n d er H eij d e D, B ur g os -V ar g as R, C o ll a nt es E, D a vis J C Jr, Dij k m a ns B, 
D o u g a d os M, G é h er P, I n m a n R D, K h a n M A, K vi e n T K, L eiris al o -R e p o M, Oli vi eri I, 
P a v el k a K, Si e p er J, St u c ki G, St urr o c k R D, v a n d er Li n d e n S, W e n dli n g D, B ö h m H, v a n 
R o y e n BJ, Br a u n J, A Ss ess m e nt i n A S i nt er n at i on al w or k i n g gr o u p, E ur o p e a n L e a g u e A g ai nst 
R h e u m atis m. A S A S/ E U L A R r e c o m m e n d ati o ns f or t h e m a n a g e m e nt of a n k yl osi n g s p o n d ylit is. 
A n n R h e u m Dis. 2 0 0 6; 6 5( 4): 4 4 2 - 4 5 2.

Z o c hli n g J. M e as ur es of s y m pt o ms a n d dis e as e st at us i n a n k yl o si n g s p o n d ylit is: A n k yl osi n g 
S p o n d ylit is Dis e as e A cti vit y S c or e ( A S D A S), A n k yl osi n g S p o n d ylit is Q u ality of  Lif e S c al e 
( A S Q o L), B at h A n k yl osi n g S p o n d ylitis Dis e as e A cti vity I nd e x ( B A S D AI), B at h A n k yl osi n g 
S p o n d ylit is F u n cti on al I n d e x ( B A S FI), B at h A n k yl osi n g S p o n d ylit is Gl ob al S c or e ( B A S- G), 
B at h A n k yl osi n g S p o n d ylit is M etr olo g y  I n d e x ( B A S MI), D o u g a d os F u n cti on al I n d e x ( D FI), 
a n d H e alt h Ass ess m e nt Q u esti o n n air e f or t h e S p o n d yl art hr o p at hi es ( H A Q -S). Art hritis C ar e 
R es ( H o b o k e n) . 2 0 1 1; 6 3(s u p pl 1 1): S 4 7-S 5 8.



I 1 F-M C -R H C H Cli ni c al Pr ot o c ol P a g e 9 2

L Y 2 4 3 9 8 2 1

1 2. A p p e n di c e s
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A p p e n di x 1. A b br e vi ati o n s a n d D efi niti o n s

T er m D efi niti o n

A E a d v ers e e v e nt:  A n y u nt o w ar d m e di c al o c c urr e n c e i n a p ati e nt or cli ni c al i n v esti g ati o n 
s u bj e ct a d mi nist er e d a p h ar m a c e uti c al pr o d u ct t h at d o es n ot n e c ess aril y h a v e a c a us al 
r el ati on s hi p wit h t his tr e at m e nt.  A n a d v ers e e v e nt c a n t h er ef or e b e a n y u nf a v or a bl e a n d 
u ni nt e n d e d si g n (i n cl u di n g a n a b n or m al l a b or at or y fi n di n g), s y m pt o m, or dis e as e 
t e m p or all y ass o ci at e d wit h t h e us e of a m e di ci n al (i n v esti g ati o n al) pr o d u ct, w h et h er or 
n ot r el at e d t o t h e m e di ci n al (i n v esti g ati o n al) pr o d u ct.

A E SI a d v ers e e v e nt of s p e ci al i nt er est

A L T al a ni n e a mi n otr a nsf er as e

A N C O V A a n al y sis of c o v ari a n c e

A S a n k y l osi n g s p o n d ylitis:  c urr e ntl y r ef err e d t o as r a di o gr a p hi c a xi al s p o n d yl o art hritis (r-
a x S p A)

A S A S Ass ess m e nt of S p o n d yl o art hritis I nt er n ati o n al S o ci et y

A S A S HI Ass ess m e nt of S p o n d yl o art hritis I nt er n ati o n al S o ci et y H e alt h I n d e x

A S D A S A n k y l osi n g S p o n d ylitis Dis e as e A cti vit y S c or e.  I n t his st u d y, it r ef ers t o t h e A S D A Scr p

s c or e w hi c h i n cl u d es hi g h s e nsiti vit y C -r e a cti v e pr ot ei n ( C R P).

A S T as p a rt at e a mi n otr a nsf er as e

a x S p A a xi al s p o n d yl o art hritis:  a si n gl e dis e as e e ntit y wit h a s u bs et d efi n e d b y t h e pr es e n c e of 
cl e ar str u ct ur al d a m a g e ( r- a x S p A) a n d a s u bs et wit h n o cl e ar str u ct ur al d a m a g e as 
d efi n e d b y c o n v e nti o n al X- r a ys ( n r- a x S p A)

B A S D AI 5 0 B at h A n k yl osi n g S p o n d ylitis Dis e as e A cti vit y I n d e x 5 0

B A S FI B at h A n k yl osi n g S p o n d ylitis F u n cti o n al I n d e x

B A S M I B at h A n k yl osi n g S p o n d ylitis M etr ol o g y I n d e x

B C G B a cill us C al m ett e -G u éri n

b D M A R D bi ol o gi c al dis e as e -m o dif yi n g a ntir h e u m ati c dr u g

Bli n di n g A s i n gl e-bli n d st u d y is o n e i n w hi c h t h e i n v esti g at or a n d/ or his st aff ar e a w ar e of t h e 
tr e at m e nt b ut t h e p ati e nt is n ot, or vi c e v ers a, or w h e n t h e s p o ns or is a w ar e of t h e 
tr e at m e nt b ut t h e i n v esti g at or a n d/ his st aff a n d t h e p ati e nt ar e n ot.

A d o u bl e -bli n d s t u d y is o n e i n w hi c h n eit h er t h e p ati e nt n or a n y of t h e i n v esti g at or or 
s p o ns or st aff w h o ar e i n v ol v e d i n t h e tr e at m e nt or cli ni c al e v al u ati o n of t h e s u bj e cts ar e 
a w ar e of t h e tr e at m e nt r e c ei v e d.
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T er m D efi niti o n

B P bl o o d pr ess ur e

c G M P c urr e nt G o o d M a n uf a ct uri n g Pr a cti c es

C E C Cli ni c al E v e nts C o m mitt e e

CI c o nfi d e n c e i nt er v al

C L R M Cli ni c al L a b or at or y R es ults M o d er ni z ati o n

c D M A R D c o n v e nti o n al dis e as e -m o dif yi n g a ntir h e u m ati c dr u g

C o m pl ai nt A c o m pl ai nt is a n y writt e n, el e ctr o ni c, or or al c o m m u ni c ati o n t h at all e g es d efi ci e n ci es 
r el at e d t o t h e i d e ntit y, q u alit y, p urit y, d ur a bilit y, r eli a bilit y, s af et y or eff e cti v e n ess, or 
p erf or m a n c e of a dr u g or dr u g d eli v er y s yst e m.

C R P C- r e a cti v e pr ot ei n

C- S S R S C ol u m bi a – S ui ci d e S e v erit y R ati n g S c al e

C S R cli ni c al st u d y r e p ort

D V U dis c o -v ert e br al u nit

E C G el e ctr o c ar di o gr a m

e C R F el e ctr o ni c c as e r e p ort f or m

E nr oll T h e a ct of assi g ni n g a p ati e nt t o a tr e at m e nt.  P ati e nts w h o ar e e nr oll e d i n t h e tri al ar e 
t h os e w h o h a v e b e e n assi g n e d t o a tr e at m e nt.

E nt er P ati e nts e nt er e d i nt o a tri al ar e t h os e w h o si g n t h e i nf or m e d c o ns e nt f or m dir e ctl y or 
t hr o u g h t h eir l e g all y a c c e pt a bl e r e pr es e nt ati v es.

E Q -5 D -5 L E ur o p e a n Q u alit y of Lif e – 5 Di m e nsi o ns – 5 L e v el

E R B Et hi c al R e vi e w B o ar d

E T V e arl y  t er mi n ati o n visit

F S H f olli cl e sti m ul ati n g h or m o n e

G C P g o o d cli ni c al pr a cti c e

H B V h e p atitis B vir us

H L A h u m a n l e u k o c yt e a nti g e n

I B I n v esti g at or’s Br o c h ur e

I B D i nfl a m m at or y b o w el dis e as e
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T er m D efi niti o n

I C F i nf or m e d c o ns e nt f or m

i n v e sti g ati o n al 
pr o d u ct

A p h ar m a c e uti c al f or m of a n a cti v e i n gr e di e nt or pl a c e b o b ei n g t est e d o r us e d as a 
r ef er e n c e i n a cli ni c al tri al, i n cl u di n g pr o d u cts alr e a d y o n t h e m ar k et w h e n us e d or 
ass e m bl e d (f or m ul at e d or p a c k a g e d) i n a w a y diff er e nt fr o m t h e a ut h ori z e d f or m, or 
m ar k et e d pr o d u cts us e d f or a n u n a ut h ori z e d i n di c ati o n, or m ar k et e d pr o d u cts us e d t o 
g ai n f urt h er i nf or m ati o n a b o ut t h e a ut h ori z e d f or m.

I T T i nt e nt-t o-tr e at:  T h e pri n ci pl e t h at ass erts t h at t h e eff e ct of a tr e at m e nt p oli c y c a n b e b est 
ass ess e d b y e v al u ati n g o n t h e b asis of t h e i nt e nti o n t o tr e at a p ati e nt (t h at is, t h e pl a n n e d 
tr e at m e nt r e gi m e n) r at h er t h a n t h e a ct u al tr e at m e nt gi v e n.  It h as t h e c o ns e q u e n c e t h at 
p ati e nts all o c at e d t o a tr e at m e nt gr o u p s h o ul d b e f oll o w e d u p, ass ess e d, a n d a n al y z e d as 
m e m b ers of t h at gr o u p irr es p e cti v e of t h eir c o m pli a n c e t o t h e pl a n n e d c o urs e of 
tr e at m e nt.

I W R S i nt er a cti v e w e b-r es p o ns e s yst e m

L T BI l at e nt T B i nf e cti o n

m B O C F m o difi e d b as eli n e o bs er v ati o n c arri e d f or w ar d

M M R M mi x e d -eff e cts m o d el of r e p e at e d m e as ur es

m N Y m o difi e d N e w Y or k

M RI m a g n eti c r es o n a n c e i m a gi n g

M T X m et h otr e x at e

nr- a x S p A n o nr a di o gr a p hi c a xi al s p o n d yl o art hritis:  a s u bs et of a x S p A i n w hi c h t h er e is n o cl e ar 
str u ct ur al d a m a g e as d efi n e d b y c o n v e nti o n al i m a gi n g

N RI n o nr es p o n d er i m p ut ati o n

N R S n u m eri c r ati n g s c al e

N S AI D n o nst er oi d al a nti -i nfl a m m at or y dr u g

P C S p h y si c al c o m p o n e nt s c or e

P K/ P D p h ar m a c o ki n eti cs/ p h ar m a c o d y n a mi cs

P P D p urifi e d pr ot ei n d eri v ati v e

P P S p er -pr ot o c ol s et:  T h e s et of d at a g e n er at e d b y t h e s u bs et of p ati e nts w h o s uffi ci e ntl y 
c o m pli e d wit h t h e pr ot o c ol t o e ns ur e t h at t h es e d at a w o ul d b e li k el y t o e x hi bit t h e 
eff e cts of tr e at m e nt, a c c or di n g t o t h e u n d erl yi n g s ci e ntifi c m o d el.

P s A ps ori ati c art hritis
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T er m D efi niti o n

Q 2 W e v er y 2 w e e ks

Q 4 W e v er y 4 w e e ks

QI D S -S R 1 6 Q ui c k I n v e nt or y of D e pr essi v e S y m pt o m at ol o g y -s elf r e p ort ( 1 6 it e ms)

r- a x S p A r a di o gr a p hi c a xi al s p o n d yl o art hritis:  a s u bs et of a x S p A i n w hi c h t h er e is e vi d e n c e of 
dis e as e f e at ur es o n r a di o gr a p hi c i m a gi n g

S A E s eri o us a d v ers e e v e nt

S A P st atisti c al a n al ysis pl a n

S C s u b c ut a n e o us

s cr e e n T h e a ct of d et er mi ni n g if a n i n di vi d u al m e ets mi ni m u m r e q uir e m e nts t o b e c o m e p art of 
a p o ol of p ot e nti al c a n di d at es f or p arti ci p ati o n i n a cli ni c al st u d y. 

S F -3 6 M C S S h ort F or m 3 6 m e nt al c o m p o n e nt s c or e

S F -3 6 P C S S h ort F or m 3 6 p h ysi c al c o m p o n e nt s c or e

S I J s a cr oili a c j oi nt(s)

S p A s p o n d yl o art hritis

S P A R C C S p o n d yl o art hritis R es e ar c h C o ns orti u m of C a n a d a

T E A E tr e at m e nt-e m er g e nt a d v ers e e v e nt:  A n y u nt o w ar d m e di c al o c c urr e n c e t h at eit h er o c c urs 
or  w ors e ns at a n y ti m e aft er tr e at m e nt b as eli n e a n d t h at d o es n ot n e c ess aril y h a v e t o 
h a v e a c a us al r el ati o ns hi p wit h t his tr e at m e nt.

T B t u b er c ul osis

T N Fi t u m or n e cr osis f a ct or i n hi bit or

U L N u p p er li mit of n or m al

V A S vis u al a n al o g s c al e

w B C w h it e bl o o d c ell

W P AI -S p A W or k Pr o d u cti vit y A cti vit y I m p air m e nt– S p o n d yl o art hritis
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A p p e n di x 2. Cli ni c al L a b or at or y  T e st s

Cli ni c al S af et y L a b o r at o r y T ests t o b e P e rf o r m e d b y S p o ns o r -D esi g n at e d L a b o r at o r y

H e m at ol o g y a : S e r u m C h e mist r y a :

H e m o gl o bi n    S o di u m

H e m at o crit    P ot assi u m

Er y t hr o c yt e c o u nt ( R B C)    Bi c ar b o n at e

M e a n c ell v ol u m e ( M C V)    C hl ori d e

M e a n c ell h e m o gl o bi n c o n c e ntr ati o n ( M C H C)    P h os p h or us

L e u k o c yt es ( W B C)    T ot al bilir u bi n

Pl at el ets    Dir e ct bilir u bi n

A bs ol ut e c o u nts of:    Al k ali n e p h os p h at as e

N e utr o p hils, s e g m e nt e d    Al a ni n e a mi n otr a nsf er as e ( A L T/ S G P T)

N e utr o p hils, j u v e nil e ( b a n ds)    As p art at e a mi n otr a nsf er as e ( A S T/ S G O T)

L y m p h o c y t e s    Bl o o d ur e a nitr o g e n ( B U N)

M o n o c yt es    Ur i c a ci d

E osi n o p hils    Cr e ati ni n e

B as o p hils    C al ci u m

U ri n al ysis ( di psti c k) a :    Gl u c os e

C ol or    Al b u mi n

S p e cifi c gr a vit y    C h ol est er ol (t ot al)

p H    T ot al pr ot ei n

Pr ot ei n    C al c ul at e d cr e ati ni n e cl e ar a n c e b

Gl u c os e    Cr e ati n e p h os p h o ki n as e ( C P K)

K et o n es    Tri gl yc eri d es

Bilir u bi n    G a m m a -gl ut a m yl tr a nsf er as e ( G G T)

Ur o bili n o g e n L i pi d P a n el c :

Bl o o d    L o w d e nsit y li p o pr ot ei n ( L D L)

Nitrit e    Hi g h d e nsit y li p o pr ot ei n ( H D L)

Ur i n e cr e ati ni n e    V er y  l o w d e nsit y li p o pr ot ei n ( V L D L)

L e u k o c yt e est er as e

Ot h e r T ests :

H u m a n i m m u n o d efi ci e n c y vir us a nti b o d y ( HI V) f Pr e g n a n c y t est (s er u m) d

H e p atitis B s urf a c e a nti g e n ( H Bs A g) f F olli cl e -sti m ul ati n g h or m o n e ( F S H) e

A nti – h e p atitis B s urf a c e a nti b o d y ( H Bs A b) f T h y r oi d-sti m ul ati n g h or m o n e ( T S H) a n d fr e e T 4

A nti – h e p atitis B c or e a nti b o d y ( H B c A b) f I x e ki z u m a b s er u m c o n c e ntr ati o n ( p h ar m a c o ki n eti c [ P K])

A nti – h e p atitis C a nti b o d y f, h P arti al t hr o m b o pl asti n ti m e ( P T T)

H B V D N A g Pr ot hr o m bi n ti m e/i nt er n ati o n al n or m ali z e d r ati o ( P T/I N R)

Hi g h s e nsiti vit y C -r e a cti v e pr ot ei n ( C R P) I m m u n o g e ni cit y t esti n g ( a nti-i x e ki z u m a b A b)

P urifi e d pr ot ei n d eri v ati v e ( P P D) i

Ur i n e pr e g n a n c y t estd ( ass a y e d b y cli ni c al st u d y sit e)

Q u a nti F E R O N ® -T B G ol d t est i

T- S P O T ® i

H L A -B 2 7

A b br e vi ati o ns:  A b = a nti b o d y; D N A = d e o x yri b o n u cl ei c a ci d; H B V = h e p atitis B vir us; m R N A = m ess e n g er 

ri b o n u cl ei c a ci d; R B C = r e d bl o o d c ells; S G O T = s er u m gl ut a mi c o x al o a c eti c tr a ns a mi n as e; S G P T = s er u m 

gl ut a mi c p yr u vi c tr a ns a mi n as e; T 4 = t h yr o xi n e; W B C = w hit e bl o o d c ells.
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a U n s c h e d ul e d bl o o d c h e mistr y, h e m at ol o g y, a n d uri n al ysis p a n els m a y b e p erf or m e d at t h e dis cr eti o n of t h e 

i n v esti g at or.  
b C o c k cr oft -G a ult c al c ul ati o n is us e d f or t h e c al c ul at e d cr e ati ni n e cl e ar a n c e.
c F or t h e f asti n g li pi d pr ofil e, p ati e nts ar e n ot t o e at or dri n k a n yt hi n g e x c e pt w at er f or 1 2 h o urs pri or t o t est.  

F asti n g is n ot r e q uir e d f or t h e scr e e ni n g v isit ( Visit 1).
d S er u m pr e g n a n c y t est f or all w o m e n < 6 0 y e ars of a g e w h o ar e still of c hil d b e ari n g p ot e nti al at Visit 1 o nl y a n d 

will b e p erf or m e d c e ntr all y ; aft er Visit 1, uri n e pr e g n a n c y t est p erf or m e d l o c all y f or w o m e n of c hil d b e ari n g 

p ot e nti al.
e W o m e n ≥ 4 0 a n d < 6 0 y e ars of a g e w h o h a v e h a d a c ess ati o n of m e ns es f or ≥ 1 2 m o nt hs will h a v e a n F S H t est 

c o nfir mi n g n o n c hil d b e ari n g p ot e nti al ( ≥ 4 0 mI U/ m L).
f T est r e q uir e d at Visit 1 t o d et er mi n e eli gi bilit y of p ati e nt f or t h e st u d y.  H B V D N A t esti n g will b e d o n e i n t h os e 

p ati e nts w h o ar e H B c A b + at s cr e e ni n g.
g H B V D N A t esti n g will b e d o n e i n t h os e p ati e nts w h o ar e H B c A b + at s cr e e ni n g.
h S e e e x cl usi o n crit eri a ( S e cti o n 6. 2 ) s p e cifi c t o H e p atitis C a nti b o d y.  A c o nfir m at or y t est f or H C V will b e 

p erf or m e d if t h e p ati e nt is p ositi v e f or H C V a nti b o d y.
i If t h e Q u a nti F E R O N ®-T B G ol d t est, or T -S P O T ® is a v a il a bl e, it m a y b e us e d i nst e a d of t h e P P D T B t est, a n d 

m a y  b e p erf or m e d l o c all y or c e ntr all y.

S el e ct e d t ests m a y b e o bt ai n e d i n t h e e v e nt of a n a p h yl a xis o r g e n e r ali z e d u rti c a ri a.

H y p e rs e nsiti vit y T ests a

A nti- L Y a nti b o di es (i m m u n o g e ni cit y) Tr y pt as e

L Y c o n c e ntr ati o n ( P K) N- M et h y l hist a mi n e

Dr u g S p e cifi c I g E b

B as o p hil A cti v ati o n T est b

C o m pl e m e nts

C y t o ki n e P a n el

A b br e vi ati o ns:  P K = p h ar m a c o ki n eti c
a Ass a y e d b y Lill y -d esi g n at e d l a b or at or y   
b B as o p hil A cti v ati o n t est will b e p erf or m e d if a dr u g s p e cifi c I g E ass a y is u n a v ail a bl e .
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A p p e n di x 3. St u d y  G o v er n a n c e C o n si d er ati o n s

A p p e n di x 3. 1 . R e g ul at o r y a n d Et hi c al C o n si d e r ati o n s, I n cl u di n g t h e 
I nf o r m e d C o n s e nt Pr o c e s s

A p p e n di x 3. 1. 1 . I nf or m e d C o n s e nt

T h e i n v est i g at or is r es p o nsi bl e f or:

 e ns uri n g t hat t h e p ati e nt u n d erst a n ds t h e n at ur e of t h e st u d y , t h e p ot e nti al ris ks 
a n d b e n efits of p arti ci p at i n g i n t h e st u d y, a n d t h at t h eir p arti ci p ati on is 
v o l unt ar y .

 e ns uri n g t hat i nf or m e d c o n s e nt i s gi v e n b y e a c h p ati e nt or l e g al r e pr es e nt ati v e.  
T his i n cl u d es o bt ai ni n g t h e a p pr o pri at e si g n at ur es a n d d at es o n t h e I C F pri or 
t o t h e p erf or m a n c e of a n y pr ot o c ol pr o c e d ur es a n d pri or t o t h e a d mi nistr ati o n 
of  in v esti g ati o n al pr o d u ct.

 a ns w eri n g a n y q u est i on s t h e p ati e nt m a y h a v e t hr o u g h o ut t h e st u d y  a n d 
s h ari n g i n a t im el y m a n n er a n y n e w i nf or m at i on t h at m a y  be r el e v a nt t o t h e 
p ati e nt’s willi n g n ess t o c o nti n u e his or h er p arti ci p ati o n i n t h e st u d y.

 e ns uri n g t h at a c o p y  of t h e I C F i s pr o vid e d t o t h e p arti ci p a nt or t h e 
p arti ci p a nt’ s l e g al  r e pr es e nt ati v e a n d is k e pt o n file.

 e ns uri n g t h at t h e m e di c al r e c or d i n cl u d es a st at e m e nt t h at writt e n i nf or m e d 
c o ns e nt w as o bt ai n e d b ef or e t h e p arti ci p a nt w as e nr ol l e d i n t h e st u d y a n d t h e 
d at e t h e writt e n c o ns e nt w as o bt ai n e d.  T h e a ut h ori z e d p ers o n o bt ai ni n g t h e 
i nf or me d c o n s e nt m u st a ls o sig n t h I C F. 

A p p e n di x 3. 1. 2. Et hi c al R e vi e w

T h e i n v est i g at or m ust gi v e ass ur a n c e t h at t h e E R B w as pr o p erl y c o nstitut e d a n d c o n v e n e d as 
r e q uir e d b y I nt er n ati on al C o nf er e n c e o n H ar m o nis ati o n (I C H) g ui d eli n es a n d ot h er a p pli c a bl e 

l a ws a n d r e g ul ati o ns.

D o c u m e nt ati o n of E R B a p pr o v al o f t he pr ot o c ol a n d t h e I C F m ust b e pr o vi d e d t o Lill y  bef or e t h e 

st u d y ma y  b e gi n at t h e i n v estig ati v e si t e(s).  Lill y or its r e pr es e nt ati v es m ust a p pr o v e t h e I C F, 
i n cl u di n g a n y c h a n g es m a d e b y t h e E R Bs, b ef or e it is us e d at t h e i n v esti g ati v e sit e(s).  All I C Fs 

m ust b e c o m pli a nt wit h t h e I C H g ui d eli n e o n G C P.

T h e st u d y  sit e’s E R B(s) s h o uld b e pr o vi d e d wi t h t h e fol l owi n g :

 t he pr ot o c ol a n d r el at e d a m e n d m e nts a n d a d d e n d a, c urr e nt I B a n d u p d at es 
d uri n g t h e c o urs e of t h e st u d y

 I C F

 ot h e r r el e v a nt d o c u m e nts (f or e x a m pl e, c urri c ul a vi t a e, a d v ertis e m e nt s)
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A p p e n di x 3. 1. 3. R e g ul at or y C o n si d er ati o n s

T hi s st u d y  will b e c o n d u ct e d i n a c c or d a n c e with t he pr ot o c ol a n d wit h t h e :

 c o ns e ns us et hi cs pri n ci pl es d eri v e d fr o m i nter n at i on al et hi cs g ui d eli n es, i n cl u di n g 
t he D e cl ar at i on of H elsi n ki a n d C o u n cil f or I nt er n ati o n al Or g a ni z ati o ns of 
M e di c al S ci e n c es ( CI O M S) I nt er n ati o n al Et hi c al G ui d eli n es

 a p pli c a bl e I C H G C P G ui d eli n es

 a p pli c a bl e l a ws a n d r e g ul ati o ns

S o m e of  t h e o bli g ati ons of t h e s p o ns or will b e assi g n e d t o a t hir d -p art y .

A p p e n di x 3. 1. 4. I n v e sti g at or I nf or m ati o n

P h ysi ci a ns wit h a s p e ci alt y i n r h e u m at ol o g y will p artici p at e as i n v est i g at ors i n t his cli ni c al tri al.

A p p e n di x 3. 1. 5. Pr ot o c ol Si g n at ur e s

T h e s p o ns or’s r es p o nsi bl e m e di c al o ffi c er will a p pr o v e t h e pr ot o c ol, c o nfir mi n g t h at, t o t h e b est 
of  his or h er k n o wl e d g e, t h e pr ot o c ol a c c ur at el y d e s cri b e s t h e pla n n e d d esi g n a n d c o n d u ct of t h e 

st u d y.

Aft er r e a di n g t h e pr ot o c ol, e a c h pri n ci p al i n v est i g at or will si g n t h e pr ot o c ol si g n at ur e p a g e a nd 

s e n d a c o p y of t h e si g n e d p a g e t o a Lill y r e pr es e nt ati v e.

A p p e n di x 3. 1. 6. Fi n al R e p ort Si g n at ur e

T h e C S R c o or di n at i n g i n v esti g at or will si g n t h e fi n al C S R f or t his st u d y, i n di c ati n g a gr e e m e nt 
t hat, t o t h e b est of his or h er k n o wl e d g e, t h e r e p ort a c c ur at e l y d es cri b es t h e c o n d u ct a n d r es ults 

of  t h e st u d y.

T h e C S R c o or di n at i n g i n v esti g at or will b e s el e ct e d b y t h e s p o ns or.  If t his i n v esti g at or is u n a bl e 

t o f ulfill t his f u n cti on, a n ot h er i n v est i g at or will b e c h os e n b y Lill y t o s er v e as t h e C S R 
c o or di n at i n g i nv esti g at or.

T h e s p o ns or’s r es p o nsi bl e m e di c al o ffi c er a n d st atisti ci a n will  a p pr o v e t h e fi n al C S R f or t his 
st u d y, c o nfir mi n g t h at, t o t h e b est of his or h er k n o wl e d g e, t h e r e p ort a c c ur at el y d es cri b es t h e 

c o n d u ct a n d r es ults of t h e st u d y .

A p p e n di x 3. 2. D at a Q u alit y A s s u r a n c e

T o e ns ur e a c c ur at e, c o m pl et e, a n d r eli a bl e d at a, Lill y or its r e pr es e nt ati v es will d o t h e f o ll owi n g:

 pr o vi d e i nstr u cti o n al m at eri al t o t h e st u d y  sit e s, a s a p pr o pri at e.

 s p o ns or st art -u p tr ai ni n g t o i nstr u ct t h e i n v est i g at ors a n d st u d y c o or di n at ors.  T his 
tr ai ni n g will gi v e i nstr u cti o n o n t h e pr ot o c ol, t h e c o m pl eti on of t h e C R Fs, a n d 
st u d y pr o c e d ur es.

 m a k e p eri o di c visit s t o t h e st u d y sit e.
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 b e a v ail a bl e f or c o ns ult ati o n a n d st a y  in c o nt a ct wit h t h e st u d y  sit e p er s o n n el b y 
m ail, t el e p h o n e, a n d/ or f a x.  

 r e vi e w a n d e v al u at e C R F d at a a n d us e st a n d ar d c o m p ut er e dits t o d et e ct err ors i n 
d at a c oll e ct i on.

 c o n d u ct a q u alit y r e vi e w of t h e d at a b as e.

I n a d diti on, Lill y or its r e pr es e nt ati v es will p eri o di c all y c h e c k a s a m pl e of t h e p ati e nt d at a 
r e c or d e d a g ai nst s o ur c e d o c u m e nts at t h e st u d y  sit e.  T h e st u d y ma y  be a u di t e d b y Lill y or it s 

r e pr es e nt ati v es, a n d/ or r e g ul at or y a g e n ci e s at a n y ti m e.  I n v esti g at ors will b e gi v e n n oti c e b ef or e 
a n a u dit o c c urs.

T h e i n v est i g at or will k e e p r e c or ds of all ori gi n al so ur c e d at a.  T his mi g ht i n cl u d e l a b or at or y  
t e st s, me di c al r e c or ds, a n d cli ni c al n ot es.  If r e q u est e d, t h e i n v est i g at or will pr o vi d e t h e s p o ns or, 

a p pli c a bl e r e g ul at or y  a g e n ci es, a n d a p pli c a bl e E R Bs wit h dir e ct a c c ess t o ori gi n al s o ur c e 
d o c u m e nts.

A p p e n di x 3 . 2. 1. D at a C a pt ur e S y st e m

A n el e ctr o ni c d at a c a pt ur e s y st e m will be us e d i n t his st u d y . T h e sit e m ai nt ai ns a s e p ar at e s o ur c e 

f or t h e d at a e nt er e d b y t h e sit e i nt o t h e s p o ns or-pr o vi d e d el e ctr o ni c d at a c a pt ur e s yst e m. S o m e 
or all of a p ati e nt’s d at a will b e di r e ctl y e nt er e d i nt o t h e e C R F at t h e ti m e t h at t h e i nf or m at i on is 

o bt ai n e d. I n i nst a n c es w h er e dir e ct d at a e ntr y is n ot us e d, t h e sit e will m ai nt ai n s o ur c e 
d o c u m e nt ati o n i n t h e tri al fil es, a n d t h e p ati e nt’s d at a will b e tr a ns cri b e d i nt o t h e e C R F. P a p er 

d o c u m e nt ati o n pr o vi d e d b y  t h e p at i ent  will s er v e as t h e s o ur c e d o c u m e nt, i n cl u di n g a st u d y  dr u g 
a d mi nistr ati o n l o g a n d a n e v e nt -m e d i c ati on di ar y , t h at will b e i d e ntifi e d a n d d o c u m e nt e d b y e a c h 

sit e i n t h at sit e’ s st u d y fil e.

D at a m a n a g e d b y  a c e ntr al v e n d or, s u c h as l a b or at or y t est d at a or E C G d at a, will b e st or e d 

el e ctr o ni c all y i n t h e c e ntr al v e n d or’s d at a b as e s yst e m . D at a will s u bs e q u e nt l y b e tr a nsf err e d 
fr om t he c e ntr al  ve n d or t o t h e Cli ni c al L a b or at or y  R es ults M o d er ni z atio n ( C L R M).

D at a fr o m c o m p l ai nt f or ms s u b mitt e d t o Lill y will b e e n c o d e d a n d st or e d i n t h e gl o b al pr o d u ct 
c o m pl ai nt m a n a g e m e nt s y st e m.

A p p e n di x 3. 3. St u d y a n d Sit e Cl o s ur e

A p p e n di x 3. 3. 1. Di s c o nti n u ati o n of St u d y Sit e s

St u d y  sit e p artici p at i on m a y b e dis c o nt i n u e d if Lill y  or it s d e sig n e e , th e i n v esti g at or, or t h e E R B 

of  t h e st u d y sit e j u d g es it n e c ess ar y f or me di c al , s af ety,  r e g ul at or y, or ot h er r e as o ns c o nsist e nt 
wi t h a p pli c a bl e la w s, r e g ul at i ons, a n d G C P.

A p p e n di x 3. 3. 2. Di s c o nti n u ati o n of t h e St u d y

T h e st u d y  will b e dis c o nti n u e d if Lill y or its d esi g n e e j u d g es it n e c ess ar y  for m e di c al, s af et y,  

r e g ulat or y , or ot h er r e as o ns c o nsist e nt wit h a p pli c a bl e l a ws, r e g ul ati ons, a n d G C P.
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A p p e n di x 4. H e p ati c M o nit ori n g T e st s f or Tr e at m e nt -
E m er g e nt A b n o r m alit y

H e p ati c M o nit o ri n g T ests

H e p ati c H e m at ol o g y a H a pt o gl o bi n a

H e m o gl o bi n

H e m at o crit H e p ati c C o a g ul ati o n a

R B C Pr ot hr o m b i n Ti m e

W B C Pr ot hr o m bi n Ti m e, I N R

N e utr o p hils, s e g m e nt e d

L y m p h o c y t e s H e p ati c S e r ol o gi es a , b

M o n o c yt es H e p atitis A a nti b o d y, t ot al

E osi n o p hils H e p atitis A a nti b o d y, I g M

B as o p hils H e p atitis B s urf a c e a nti g e n

Pl at el ets H e p atitis B s urf a c e a nti b o d y

H e p atitis B C or e a nti b o d y

H e p ati c C h e mist r y a H e p atitis C a nti b o d y

T ot al bilir u bi n H e p atitis E a nti b o d y, I g G

Dir e ct bilir u bi n H e p atitis E a nti b o d y, I g M

Al k ali n e p h os p h at as e

A L T A nti -n u cl e a r a nti b o d y a

A S T

G G T Al k ali n e P h os p h at as e Is o e n z y m es a

C P K

A nti -s m o ot h m us cl e a nti b o d y ( o r a nti -a cti n 

a nti b o d y) a

A b br e vi ati o ns:  A L T = al a ni n e a mi n otr a nsf er as e; A S T = as pir at e a mi n otr a nsf er as e; C P K = cr e ati ni n e 

p h os p h o ki n as e; G G T = g a m m a -gl ut a m yl tr a nsf er as e; I g = i m m u n o gl o b uli n; I N R = i nt er n ati o n al n or m alis e d 

r ati o; R B C = r e d bl o o d c ells; W B C = w hit e bl o o d c ells.
a Ass a y e d b y Lill y -d esi g n at e d or l o c al l a b or at or y.
b R efl e x/ c o nfir m ati o n d e p e n d e nt o n  r e g ul at or y r e q uir e m e nts a n d/ or t esti n g a v ail a bilit y..
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A p p e n di x 5. S p o n d y l o art hriti s F e at ur e s

T o b e i n cl u d e d i n St u d y  R H C H, p atie nt s m ust h a v e s a cr oiliit is d efi n e d r a di o gr a p hi c all y 

a c c or di n g t o t h e m N Y crit eri a b as e d o n c e ntr al r e a di n g

A N D

at l e ast o n e of t h e s p o n d yl o art hri tis f e at ur es (fr om B o x 4, A S A S crit eri a f or cl assifi c at i on of 
a x S p A [t o b e a p pli e d i n p ati e nts wit h c hr o ni c b a c k p ai n ≥ 3 m o nt hs a n d a g e at o ns et of b a c k p ai n 

< 4 5 y e ars]) b ull et e d b el o w:

 I nfl a m m at o r y b a c k p ai n (I B P):   A c c or di n g t o e x p erts, 4 o ut of 5 of t h e f o ll owi n g 

p ar a m et ers pr es e nt:  ( 1) a g e at o ns et < 4 0 y e ars, ( 2) i nsi di o us o ns et, ( 3) i m pr o v e m e nt wit h 
e x er cis e, ( 4) n o i m pr o v e m e nt wit h r est, ( 5) p ai n at ni g ht ( wit h i m pr o v e m e nt u p o n g etti n g 

u p).
 A rt h ritis:   P ast or pr es e nt a cti v e s y n o vit is di a gn os e d b y  a d o ct or.

 E nt h esitis ( h e el):  P ast or pr es e nt s p o nt a n e o us p ai n or t e n d er n ess at e x a mi n at i on at t h e 
sit e of t h e i ns erti on of t h e A c hill es t e n d o n or pl a nt ar f as ci a at t h e c al c a n e us.

 U v eitis:   P ast or pr es e nt u v eit is a nt eri or, c o nfir m e d b y a n o p ht h al m ol ogi st.
 D a ct ylitis:   P ast or pr es e nt d a ct ylit is di a g n os e d b y a d o ct or.

 Ps o ri asis:   P ast or pr es e nt ps ori asis di a g n os e d b y a d o ct or.
 C r o h n’s/ C olitis:   P ast or pr es e nt Cr o h n’s dis e as e or ul c er at i v e c o litis di a g n os e d b y a 

d o ct or.
 G o o d r es p o ns e t o N S AI Ds:   At  2 4 t o 4 8 h o urs aft er a f ull d os e of N S AI D, t h e b a c k p ai n 

w as n ot pr es e nt a n y m or e or m u c h b ett er.
N ot e:  As p ati e nts e nr o lli n g i nt o t h e st u d y s h o ul d h a v e f ail e d 2 N S AI Ds or b e i nt ol er a nt 

t o N S AI Ds, a d o ct or s h o ul d ass ess w h et h er p ati e nts h a d “ g o o d ” pri or r es p o ns e t o 
N S AI Ds.

 F a mil y hist o r y f o r S p A:   Pr es e n c e i n first -d e gr e e or s e c o n d -d e gr e e r el at i v es of a n y of 
t he f o ll owi n g:  ( a) A S, ( b) ps ori asis, ( c) u v eit is, ( d) r e a cti v e art hritis, ( e) I B D.

N ot e:   A d o ct or s h o ul d c o nfir m wit h his/ h er p ati e nt t h er e w as a cl e ar di a g n osis ( n ot s elf -
di a g n osis) f or a n y  of t h es e i n first- or s e c o n d-d e gr e e r el at i v es.

 H L A -B 2 7:   P osit i v e t esti n g a c c or di n g t o st a n d ar d l a b or at or y t e c h ni q u es.
 El e v at e d C R P:   C R P > 5. 0 0 m g/ L i n t he pr es e n c e of b a c k p ai n, aft er e x cl usi o n of ot h er 

c a us es f or el e v at e d C R P c o n c e ntr ati o n.

R ef er e n c es:  R u d w al eit et al. 2 0 0 9; Si e p er et al . 2 0 0 9; Sie p er et al . 2 0 1 7.
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