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1. St ati sti c al A n al y si s Pl a n: 
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 nt r 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 e r 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 g r a p hi c A xi al S p o n d yl o a rt h riti 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 t h e i nf or m ati o n c o nt ai n e d 

wit hi n it 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 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 .  

N ot e t o R e g ul at 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 bl i 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 U nit 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 Y2 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 .  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 erin g i nt o t h e 

E x t 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 ec 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
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S e cti o n P a g e
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6. 1 1. S af et y A n al ys es ............................................................................................................5 9
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6. 1 1. 2. A d v ers e E v e nts ....................................................................................................6 0
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T a bl e of C o nt e nt s
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T a bl e of C o nt e nt s

Fi g ur e P a g e

Fi g ur e R H C H. 5. 1 Ill ustr atio n of  st u d y d esi g n f or Cli ni c al Pr ot o c ol I 1 F-M C -
R H C H. ..........................................................................................................1 1

Fi g ur e R H C H. 6. 1 Ill ustr atio n of  gr a p hi c al m ulti pl e t esti n g pr o c e d ur e wit h i nitial α

all o c at i on a n d w ei g hts. ..................................................................................2 3
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T a b l e of C o nt e nt s

A p p e n di x P a g e

A p p e n di x 1. Al g ori t h m for D et er mi ni n g A S A S R es p o ns e ..................................................9 4

A p p e n di x 2. A S A S -N S AI D E q ui v al e nt S c or e ....................................................................9 6

A p p e n di x 3. D efi nit i on o f D M A R D s, Or al  C ortic o st er oi ds, N S AI Ds (i n cl u di n g 
C O X -2), a n d O pi oi d s .....................................................................................9 7
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3. R e vi si o n Hi st or y

T his is t he first v ersi o n. 
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4. St u d y  O bj e cti v e s

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

P ri m a r y

T h e pri m a r 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 

r e gi m e n 8 0 m g e v er y 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 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 is:

 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 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 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 o rti 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)

Ot h e r s e c o n d a r y o bj e cti v es 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 i n o v er all st u d y p o p ul ati o n 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)

 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 fro m 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 h a n g e of A S D A S fr o m 

b as eli n e ≥ 1. 1), 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), i n a cti v e dis e as e ( A S D A S 

s c or e < 1. 3) a n d A S D A S < 2. 1

 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 nt s



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 1 0

L Y 2 4 3 9 8 2 1

O bj e cti v es E n d p oi 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

 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 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 c or e [ S P A R C C]) 

 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)

 In 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, 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 er 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 on s 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 S2 0, 

A S A S 4 0 , A S D AS ) 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 o ns hi p t o 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
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5. St u d y  D e si g n

T his s e ct i on c o nt ai ns t h e s u m m ar y of st u d y d esi g n, t h e m et h o d of tr e at m e nt assi g n m e nt, a n d t h e 
s a m pl e si z e d et er mi n at i on fr om t he pr ot o c ol f or St u d y  I 1 F-M C -R H C H .

5. 1. S u m m a r y of St u d y 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, 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 HC 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 me nt d ur ati o n of  1 ye ar ( 5 2 w e e ks). 

Fi g ur e R H C H. 5. 1 ill ustr at es t h e st u d y d esig 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; 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 Pr ot o c ol 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 Pr ot o c ol 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 ( Pr ot o c ol 

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 ( Pr ot o c ol S e cti o n 9 . 4. 10 ).

Fi g ur e R H C H. 5. 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 .

5. 2. M et h o d of A s si g n m e nt t o T r e at 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 us e d t o 
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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 ors 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  6 0 % 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 um.

5. 3. D et e r mi n ati o n of S a m pl e Si z e
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 wi t h a st arti n g d os e 1 6 0 mg 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 pl a 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 p ati e nts 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:  44 % 

f or i x e ki z u m a b 8 0 m g Q4 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 xe 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 A S ( 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 nts ( B a et e n et al. 2 0 1 4 b ; 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 he 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.
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6. A Pri ori St ati sti c al M et h o d s

6. 1. G e n e r al C o n si d e r ati o n 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 bilit y of  Eli Lill y a n d C o mp a n y  ( h er e aft er 
Lill y) .  T h e st atist i c al a n al ys es will b e p erf or m e d usi n g S A S® V er si o n 9. 4 or hi g h er.

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 n u m b er of o bs er v ati o ns, m e a n, st a n d ar d 

d e vi at i on ( S D), mi ni m u m, m e di a n, a n d m a xi m u m.  T h e mi ni m u m a n d m a xi m u m will b e 
r e p ort e d t o t h e s a m e n u m b er of d e ci m al pl a c es as t h e r a w d at a r e c or d e d i n t h e d at a b as e.  T h e 

m e a n a n d m e di a n will b e r e p ort e d t o 1 m or e d e ci m al pl a c e t h a n t h e r a w d at a r e c or d e d i n t h e 
d at a b as e.  T h e S D will b e r e p ort e d t o 2 m or e d e ci m al pl a c es t h a n t h e r a w d at a r e c o r d e d in t h e 

d at a b as e.  I n g e n er al, t h e m a xi m u m n u m b er of d e ci m al pl a c es r e p ort e d s h all b e 4 f or a n y  
s u m m ar y st atist i c.  

C at e g ori c al d at a will b e s u m m ari z e d i n t er ms of t h e n u m b er of p ati e nts i n t h e a n al ysis 
p o p ul at i on, t h e n u m b er of p at i ent s pr o vi di n g d at a at t h e r el e v a nt ti m e p o i nt, fr e q u e n c y c o u nt s, 

a n d t h e p er c e nt a g es c orr es p o n di n g t o t h e a p pr o pri at e m et h o d.  P er c e nt a g es will b e pr es e nt e d t o 
1 d e ci m al pl a c e.  P er c e nt a g es will n ot b e pr es e nt e d f or z er o c o u nts.  

F or c o nti n u o us d at a,  a t visits of  int er e st, 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 o bs er v e d
v al u e - t he b as eli n e v al u e. P er c e nt c h a n g e ( or p er c e nt i m pr o v e m e nt) is c al c ul at e d as 1 0 0 ×
� � � ��� � � � �� � � � � � � � � � � � � �� � �

� � � ��� � � � �� � �
. If t h e b as eli n e v al u e or o bs er v e d v al u e is missi n g , t h e c h a n g e 

fr om b as eli n e a n d p er c e nt c h a n g e ( or p er c e nt i m pr o v e m e nt) fr o m b as eli n e will b e missi n g.

All c o nfi d e n c e i nt er v als ( CIs) a n d st atist i cal  t ests will be 2 -si d e d u nl ess ot h er wis e s p e cifi e d.  P -
v al u es w hi c h ar e gr e at er t h a n or e q u al t o 0. 0 0 1, a n d l ess t h a n or e q u al t o 0. 9 9 9, will b e pr es e nt e d 

t o 3 d e ci m al pl a c es.  All ot h er p -v al u es w hi c h ar e l ess t ha n 0. 0 0 1 will b e pr es e nt e d as < 0. 0 0 1, 
w hil e p -v al u es gr e at er t h a n 0. 9 9 9 will b e pr es e nt e d as > 0. 9 9 9.  C o nfi d e n c e i nt er v als will b e 
pr es e nt e d t o 1 m o r e d e ci m al pl a c e t h a n t h e r a w d at a.  

A g e, s e x, a n d r a c e will b e r e p ort e d o n all b y -p at i ent list i n gs u nl ess ot h er wis e s p e c ifi e d.  S e x will 

b e a b br e vi at e d as f o ll ows:  f e m al e ( F) a n d m al e ( M).  R a c e will b e a b br e vi at e d as f o ll ow s:  Asi a n 
( A S).  

N ot all dis pl a ys d es cri b e d i n t his S A P will n e c ess aril y b e i n cl u d e d i n t h e cli ni c al st u d y  r e p ort 
( C S R).  N ot all dis pl a ys will n e c ess aril y b e cr e at e d as a “st ati c ” dis pl a y.  S o m e m a y b e 

i n c or p or at e d i nt o i nt er a cti v e dis pl a y t o ols s u c h as S p otfir e i nst e a d of, or i n a d diti on t o, a st ati c 
di s pl a y.  A n y di s pl a y d es cri b e d i n t his S A P a n d n ot i n cl u d e d i n t h e C S R w o ul d b e a v aila bl e u p o n 
r e q u est.

6. 1. 1. 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 Bli n d e d 

T r 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 ns b et w e e n i x e ki z u m a b r e gi m e n 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.  
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P eri o d 2 st arts at t h e first i nj e ct io n 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). If a 

p ati e nt h as Visit 8 b ut d o e s n ot r e c ei v e i nj e ct i on at W e e k 1 6 ( Visit 8 ), t h e last r e c or d e d ti m e f or 
Vi sit 8 is us e d as t h e e n d ti m e f or P eri o d 2.

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 e , a n d s af et y a n al y s e s.  I n m o st c a s e s, t hi s will be t h e m e as ur e r e c or d e d at W e e k 0 
( Visit 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  inj e ct i on, 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 he visit v al u e o f i nter 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 e s usi n g a b as eli n e p eri o d, 
t he 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 Visit 1 t o t h e d at e/ti m e of t h e first i nj e ct i on.

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 bas eli n e C R P st at us ( n o n el e v at e d v ers us

el e v at e d) a n d T N F i n hi bit ors e x p eri e n c e ( 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 ct i on 5. 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 ne C R P st at u s, 
a n d pri or T N F in hi bit ors e x p eri e n c e (if a p pli c a bl e). 

T h e pri m ar y  a n al ysis m et h o d f or tr e at m e nt 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 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 m e nt, b as eli n e C R P st at us, a n d T N F in hi bit ors e x p eri e n c e (if a p pli c a bl e) i n t h e m o d el.  T h e 

pr o p orti o n s, 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 m e 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 e st. I n t h e c as e w h e n l o gisti c r e gr essi on m o d el  d o es n ot pr o d u c e st atisti c al r es ults d u e t o s p ars e 
d at a, Fi s h er’s e x a ct t est will b e us e d.

As a s e c o n d ar y  a n al ysis f or t h e pri m ar y a n d m aj or s e c o n d ar y c at e g oric al  effi c a c y me as ur es, a 
c at e g ori c al, ps e u d o -li k eli h o o d b as e d mi x e d-eff e ct s m o d el  of r e p e at e d me as ur es ( c at e g ori c al 

M M R M) esti m at i n g t h e p er c e nt a g e of p ati e nts a c hi e vi n g r es p o ns e a cr oss p ost b as eli n e visit s will 
b e 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 ors e x p eri e n c e (if 

a p pli c a bl e) , visit, a n d tr e at me nt -b y -visit as fi x e d f a ct ors.  T h e bi n o mi al distri b ut i on a n d t h e l o git 
li n k will b e us e d.  T h e r estri ct e d m a xi m u m li k eli h o o d ( R E M L) will b e us e d.  A n u nstr u ct ur e d 

c o v ari a n c e m atri x will b e u s e d t o m o d el  t h e wit hi n-p ati e nt v ari a n c e -c o v ari a n c e err ors.  T h e 
K e n w ar d -R o g er a p pr o xi m at i on 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 h e N e wt o n -R a p hs o n wit h ri d gi n g o pti mi z at i on t e c h ni q u e will b e us e d t o ai d wit h c o n v er g e n c e.  
T h e pr o b a bilit y of  r es p o ns e, t h e c orr es p o n di n g 2-si d e d 9 5 % CI, a n d t h e p -v al u e f or tr e at m e nt 
c o m p aris o ns at W e e k 1 6 ( Visit 8) a n d all ot h er p ost b as eli n e visit s will b e r e p ort 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 h e 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 oll o w 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 be u s 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 s a n d wi c h est i m at or ( Di g gl e 
et al . 1 9 9 4) f or t h e c o v ari a n c e esti m ati o n will b e us e d b y s p e cif yi n g t h e E M PI RI C A L o pti o n i n 

S A S P R O C MI X E D.  W h e n s a n d wi c h est i m ati on is us e d, t h e K e n w ar d-R o g er a p pr o xi m at i on f or 
d e n o mi n at or d e gr e es of fr e e d o m c a n n ot b e us e d.  I nst e a d, D D F M = B E T WI T HI N o pti o n will b e 
us e d t o esti m at e d e n o mi n at or d e gr e es of fr e e d o m.   
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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 alth o ut c o m e v ari a bl es will b e m a d e usi n g
Mi x e d M o d el  for R e p e at e d M e as ur es ( M M R M ).  T h e pri m ar y  a n al ys es f or M RI e n d p o i nts will 

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).  A s e c o n d ar y a n al ysis f or s el e ct e d c o nti n u o us 
effi c a c y  a nd h e alt h o ut c o m e v ari a bl es will als o b e m a d e usi n g a n al ysis o f 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 ors 
e x p eri e n c e , b as eli n e v al u e, b as eli n e v al u e-b y -visit, visit, a n d tr e at m e nt -b y -vi si t int er a cti o n as 

fi x e d f a ct ors ( e x c e pt f or t h e a n al ysis of C R P , s e e p ar a gr a p h b el o w).  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 ati e nt 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 e s ult s i n a la 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 he h et er o g e n e o us a ut or e gr essi v e c o v a ria 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 his 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 om.   T h e r estri ct e d m a xi m u m li k eli h o o d ( R E M L ) will b e us e d .  T y p e III t ests f or t h e 
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 at istic al c o m p aris o n; t h e 9 5 % CI will 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 n wi t h pla c e b o at W e e k 1 6 ( Visit 8) a n d all ot h er visits will 
b e r e p ort e d.

F or t h e a n al ysis o f C R P, t he M M R M m o d el will i n cl u d e tr e at me nt, b as eli n e C R P st at us, T N F
in hi bi t or s e x p eri e n c e , visit, a n d tr e at m e nt -b y -vi si t i nt er a cti on as fi x e d f a ct ors .  

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 s e x p eri e n c e , a n d b as eli n e v al u e .  T yp e III s u m s 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 vi si t, d at a ma 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 ( A n d ers e n a n d Mill e n 2 0 13 ).  
H o w e v er, t h e d at a will st ill b e us e d i n ot h er a n al ys es, i n cl u di n g s hift a n al ys es, or 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 ( m B O C F) e n d p oi nt a n al ys es, a n d ot h er c at e g ori c al 
a n al ys es.   

F or s el e ct i v e effi c a c y m e as ur es, p er c e nt i m pr o v e m e nt will b e c al c ul at e d as 1 0 0 x ( b as eli n e s c or e 
– o bs er v e d s c or es)/ b as eli n e s c or e, u nl ess s p e cifi e d ot h er wis e .  If a p ati e nt h as e x p eri e n c e d a n 

i m pr o v e m e nt, t his m e as ur e will b e p ositi v e.  If a p ati e nt h as e x p erie n c e d a w ors e ni n g, t his 
m e as ur e will b e n e g at i v e.

Fi g ur es s h o wi n g t h e pr o p orti o n of p at i ent s a c hi e vi n g a c at e g ori c al cli ni c al r es p o ns e at e a c h 
s c h e d ul e d visit wit hi n e a c h tr e at m e nt gr o u p m a y b e pr o vi d e d .  

Ti m e t o first cli ni c al r es p o ns e ( f or e x a m pl e, A S A S 4 0) will b e ass ess e d b as e d o n t h e i nte nt -t o-
tr e at (I T T) P o p ul ati o n i n P eri o d 2.  U nl ess s p e cifi e d ot h er wis e, ti m e t o first cli ni c al r es p o ns e ( f or 
e x a m pl e, A S A S 4 0) is d efi n e d as:



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 1 6

L Y 2 4 3 9 8 2 1

Ti m e t o first cli ni c al r es p o ns e ( d a ys) = D at e of first cli ni c al r es p o ns e d uri n g P eri o d 2 – D at e of 
r a n d o miz ati o n + 1

If a p ati e nt h as n ot m et  t h e crit eri a f or r es p o ns e b y c o m pl et i on or e arl y  dis c o nti n u ati on of P eri o d 
2, t h e p ati e nt will b e c e ns or e d at t h e d at e of t h eir l ast visit d uri n g P eri o d 2.  

T h e n u m b er of p at i ent s at risk a n d e x p eri e n ci n g a r es p o ns e b y  e a c h s c h e d ul e d visit d uri n g P eri o d 

2 will b e pr es e nt e d b y  tr e at me nt gr o u p.  T h e K a pl a n -M ei er est i m at e of t h e pr o p orti o n of p ati e nts 
a c hi e vi n g t h e cli ni c al r es p o ns e will b e pr es e nt e d f or e a c h visit.  Tr e at m e nt gr o u p c o m p aris o n s 

will b e p erf or m e d usi n g t h e l o g -r a n k t est a n d t h e l o g-r a n k t est str atifi e d b y b as eli n e C R P st at us
a n d T N F in hi bit ors e x p eri e n c e d or n aï v e .  A K a pl a n-M ei er pl ot of  t h e ti m e t o first cli ni c al 
r es p o ns e b y tr e at m e nt gr o u p will als o b e pr o vi d e d.  

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 nt ( A E ), 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 
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 e i n t h e m o d el.

6. 1. 2. 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 E xt e n d e d 

T r 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 o f 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 1 7 ) or t h e E T V ( b et w e e n W ee ks 1 6 a n d 5 2). F or 

t he effi c a c y  a n d h e alt h o ut c o me 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 he first i nj e ct i on i n P eri o d 2 a n d, i n m ost c as es, t his will  be 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) . F or tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A Es), 

b as e li n e is t h e e v e nts o n g oi n g j ust pri or t o t h e first i nj e cti o n o f t he st u d y  dr u g i nj e cti on at W e e k 
1 6 (f or pl a c e b o a n d ix e ki z u m a b p ati e nts).

T h e n u m b er a n d p er c e nt a g e of p ati e nts h a vi n g c at e g ori c al  effi c a c y r es p o ns e (f or e x a m pl e,
A S A S 4 0) will b e s u m m ari z e d f or all  s c h e d ul e d visit s (N o n r e s p o n d er I mp ut ati o n, N RI), 
i n cl u di n g W e e k 5 2 ( Visit 17 ) d uri n g P eri o d 3 .

I n a d diti on, t h e n u m b er a n d p er c e nt a g e of p at i ent s a c hi e vi n g r es p o ns e o n A S A S 2 0 f or t h os e w h o 

di d n ot a c hi e v e r es p o ns e at W e e k 1 6, a n d t he n u m b er a n d p er c e nt a g e of p ati e nts m a i ntai ni n g 
r es p o ns e f or t h os e w h o a c hi e v e d r es p o ns e at W e e k 1 6 , will b e s u m m ari z e d f or all s c h e d ul e d 

visit s ( N RI), i n cl u di n g W e e k 5 2 ( Visit 1 7 ) d uri n g P eri o d 3 . Si mil ar s u m m ar y will b e pr o vi d e d 
f or A S A S 4 0.

E a c h c o n ti n u o us effi c a c y a n d h e alth o ut c o m e s c or e a n d c h a n g e fr o m b as eli n e ( or p er c e nt 
i m pr o v e m e nt) will b e s u m m ari z e d at all s c h e d ul e d visits, i n cl u di n g W e e k 5 2 ( Visit 17 ) usi n g 

d es cri pt i v e st atisti cs ( n, me a n, S D, m e di a n, mi n im u m  a n d ma xi m u m ).  Missi n g d at a will b e 
i m p ut e d usi n g m B O C F m et h o d ( S e cti o n 6. 3. 2 ).
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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 at all s c h e d ul e d visit s.

6. 1. 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 C o m bi n e d Bli n d e d 

T r e at m e nt D o si n g P e ri o d a n d E xt e n d e d T r e at m e nt P e ri o d

( C o m bi n e d P e ri o d s 2 a n d 3)
S el e ct i v e effi c a c y a n d h e alt h o ut c o m e a n al ys e s will  b e p erfor m e d f or C o m bi n e d P eri o ds 2 a n d 3

f or I T T P o p ul at i on w h o ar e 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 ( Visit 2) .  T h es e a n al ys es 
i n cl u d e d t h e pri m ar y e n d p oi nt, all m aj or s e c o n d ar y e n d p oi nts, as w ell as A S D A S <1. 3 , A S D A S 
cli ni c all y i m p ort a nt i m pr o v e m e nt a n d m aj or i m pr o v e m e nt , a n d M RI SIJ S P A R C C s c or e . 

U nl ess ot h er wis e s p e cifi e d, C o m bi n e d P eri o d s 2 a n d 3 st art s at  t h e first i nj e cti on of st u d y  

tr e at me nt at W e e k 0 ( Visit 2 ) 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 0 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 e 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 i n 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). F o r effi c a c y m e as ur es, if t h e p ati e nt do e s n ot t a k e a n y inj e ct i on, 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.  

T h e n u m b er a n d p er c e nt a g e 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 ( f or e x a m pl e A S A S 4 0) 
will b e s u m m ari z e d b y  tr e at me nt gr o u p f or all s c h e d ul e d visit s ( N RI), i n cl u di n g W e e k 5 2 
( Visit 1 7 ).

C o nti n u o us m e as ur e a n d c h a n g e fr o m b as eli n e will b e s u m m ari z e d b y tr e at m e nt gr o u p at all 

s c h e d ul e d visits, i n cl u di n g W e e k 5 2 ( Visit 1 7 ) usi n g d es cri pt i v e st atisti cs ( n, me a n, S D, m e di a n, 
mi ni m u m a n d m a xi m u m).  Mi ssi n g d at a will b e i m p ut e d usi n g m B O C F m et h o d ( S e cti o n 6. 3. 2 ).

S el e ct i v e saf et y a n al ys es will b e p erf or m e d f or C o m bi n e d P eri o ds 2 a n d 3 f or t he S af et y 
P o p ul at i on w h o ar e 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 ( Visit 2 ).

F or a b o v e s af et y a n al ys es, 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 cti on at W e e k 0.  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 ( Visit 2).  F or 
T E A Es , b as eli n e 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 me of  t h e first i nj e cti on .

A d dit i on al c at e g ori c al s af et y a n al y s e s will be c o n d u ct e d i n t h e All I x e ki z u m a b E x p os ur es S af et y 

P o p ul at i on (d efi n e d i n S e ct i on 6. 1. 5 .), f or e a c h p ati e nt, o nl y  peri o ds i n w hi c h i x e ki z u m a b is 
a d mi nistr at e d ar e i n cl u d e d.  E x p os ur e -a dj ust e d i n ci d e n c e r at es of A E d uri n g W e e k 0 -5 2 will b e 
pr o vi d e d. F or t h es e s af et y a n al ys es, b as eli n e is d efi n e d as b el o w:   

 If i x e ki z u m a b is dis p e ns e d at W e e k 0, b as eli n e will b e d efi n e d a s 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 at W e e k 0.  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 ( Visit 2).  F or T E A Es, b as eli n e is d efi n e d as t h e ti m e fr o m Visit 1 t o t h e 
d at e/ti m e of t h e first i nj e ct i on .

 If pl a c e b o is dis p e ns e d at W e e k 0, t h e n t h e b as eli n e is t h e l ast n o n -missi n g v al u e u p t o t he 
visit ( V 8) t hat t h e p ati e nt fi rst r e c ei v es a n i nj e ct i on of i x e ki z u m a b.
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6. 1. 4. 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.

6. 1. 5. A n al y si s P o p ul ati o n s
T h e f o ll owi n g m a j or a n al y si s p o p ul at i ons will b e us e d (a d di tio n al  a n al y si s p o p ulat i ons f or 

s p e cifi c a n al ysis will b e d efi n e d i n t h e c orr es p o n di n g a n al ysis s e ct i on ): 

I nt e nt -t o-T r e at P o p ul ati o n (I T T P o p ul ati o n ):  U nl 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 at i on, d efi n e d as all 

r a n d omi 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 a s si 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 nal ysis will b e r e p e at e d usi n g t h e 

P P S, w hi c h is d efi n e d as all r a n d o mi z e d 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 at i ons t hat i m p a ct t h e pri m ar y  effi c a c y e n d p o i nt 

( S e ctio n 6. 1 3 ), 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 o o d cli ni c al pr a ct i c e (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 prior t o W e e k 1 6 ( Visit 8).  C o m pli a n c e 

wi t 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 ut i v e d os es ( all i nj e cti on s at a n i nj e ct i on w e e k 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 he pr ot o c ol) d uri n g P eri o d 2. 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 er i od 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 at i on, 

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 mes, 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 at i on, d efi n e d as all p at i ent s 
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.

A ll I x e ki z u m a b E x p os u r e s S af et y P o p ul ati o n : S af et y a n al ys es f or c o m bi n e d Bli n d e d 

Tr e at m e nt D osi n g P eri o d a n d E xt e n d e d Tr e at m e nt P eri o d will b e c o n d u ct e d o n t h e All 
I x e ki z u m a b E x p os ur es S af et y P o p ul at i on, d efi n e d as all p at i ent s w h o r e c ei v e d at l e ast o n e d os e 

of  ix e ki z u m a b d uri n g t h e st u d y . F or e a c h p ati e nt, o nl y p eri o ds i n w hi c h i x e ki z u m a b is 
a d mi nistr at e d ar e i n cl u d e d.

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 ol l ow -U p 
P o p ul at i on , d efi n e d as all r a n d omi 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 t h e 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 at m e nt t h e y r e c ei v e d 

b ef or e e nt eri n g t h e F oll o w -u p P eri o d .



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 1 9

L Y 2 4 3 9 8 2 1

T a bl e R H C H .6 .1 s u m m ari z es t h e m aj or a n al ysis p ur p os es i nt e n d e d f or e a c h a n al ysis p o p ul at i on .  

T a bl e R H C H .6 .2 d es cri b es t h e tr e at m e nt gr o u ps a n d t h e c o m p aris o ns f or e a c h st u d y  p erio d a n d 
a n al ysis p o p ul ati o n.
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T a bl e R H C H .6 .1 . M aj o r A n al y si s P ur p o s e s I nt e n d e d f or E a c h A n al y si s P o p ul ati o n

I T T P o p ul ati o n

P e r -

P r ot o c ol 

S et

S af et y 

P o p ul ati o n

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

I T T P o p ul ati o n W h o 

a r e I niti all y 

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

All 

I x e ki z u m a b 

E x p os u r es 

S af et y 

P o p ul ati o n

F oll o w -U p 

P o p ul ati o n

Dis p ositi o n F or P eri o d 2 F or P eri o d 3 F or P eri o d 

4

B as eli n e C h ar a ct eristi cs a F or b as eli n e F or b as eli n e

Tr e at m e nt C o m pli a n c e F or P eri o d 2 F or P eri o d 3

C o n c o mit a nt M e di c ati o n F or P eri o d 2 F or P eri o d 3

Pr ot o c ol D e vi ati o n F or P eri o d 2 F or P eri o d 3

E x p os ur e F or P eri o d 2 F or P eri o d 3 F or P eri o ds 

2 a n d 3, o n 

i x e ki z u m a b 

tr e at m e nt 

o nl y

Effi c a c y a n d H e alt h 

O ut c o m e A n al ys es

F or P eri o d 2 F or 

A S A S 4 0, 

A S A S 2 0 i n 

P eri o d 2

F or P eri o d 3 F or pri m ar y a n d m aj or 

s e c o n d ar y o bj e cti v es, 

a n d s el e cti v e m e as ur es 

i n C o m bi n e d P eri o ds 2 

a n d 3

S af et y A n al ys es F or P eri o d 2 F or P eri o d 3 F or P eri o ds 

2 a n d 3, o n 

i x e ki z u m a b 

tr e at m e nt 

o nl y

F or P eri o d 

4

S u b gr o u p A n al ys es o n 

Effi c a c y 

F or P eri o d 2

A b br e vi ati o ns:  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; I T T = i nt e nt-t o-tr e at; 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 i n cl u di n g p ati e nt d e m o gr a p hi cs a n d ot h er b as eli n e c h ar a ct eristi cs, hist ori c al ill n ess, pr e e xisti n g c o n diti o ns, pr es p e cifi e d m e d i c al hist or y, pr e vi o us t h er a p y.
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T a bl e R H C H .6 .2 . Tr e at m e nt G r o u p s a n d C o m p ari s o n s f or Ea c h S t u d y P eri o d a n d A n al y si s P o p ul ati o n

St u d y P e ri o d A n al ysis P o p ul ati o n T r e at m e nt G r o u p A b b r e vi ati o n C o m p a ris o n a

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 nt e nt-t o-Tr e at P o p ul ati o n; 

P er Pr ot o c ol S et; 

S af et y P o p ul ati o n

Pl a c e b o 

I x e ki z u m a b 8 0 m g Q 4 W

T ot al

P B O

I X E 8 0 Q 4 W

T ot al

I X E 8 0 Q 4 W vs. P B O

E xt e n d e d 

Tr e at m e nt 

P eri o d ( P eri o d 3)

E xt e n d e d Tr e at m e nt P eri o d 

P o p ul ati o n

Pl a c e b o/I x e ki z u m a b 8 0 m g Q 4 W

I x e ki z u m a b 8 0 m g 

Q 4 W/I x e ki z u m a b 8 0 m g Q 4 W

T ot al

P B O/I X E 8 0 Q 4 W

I X E 8 0 Q 4 W/I X E 8 0 Q 4 W

T ot al

N o B et w e e n -Gr o u p 

C o m p aris o n

C o m bi n e d 

P eri o ds 2 a n d 3

I nt e nt-t o-Tr e at P o p ul ati o n

W h o ar e I nit iall y  R a n d o mi z e d

t o I x e ki z u m a b;

S af et y P o p ul ati o n W h o ar e 

I niti all y R a n d o mi z e d t o 

I x e ki z u m a b

I x e ki z u m a b 8 0 m g Q 4 W I X E 8 0 Q 4 W N ot a p pli c a bl e

C o m bi n e d 

P eri o ds 2 a n d 3

( o n I x e ki z u m a b 

tr e at m e nt o nl y)

All I x e ki z u m a b E x p os ur es 

S af et y P o p ul ati o n c

Pl a c e b o/I x e ki z u m a b 8 0 m g Q 4 W

I x e ki z u m a b 8 0 m g 

Q 4 W/I x e ki z u m a b 8 0 m g Q 4 W

T ot al

P B O/I X E 8 0 Q 4 W

I X E 8 0 Q 4 W/I X E 8 0 Q 4 W

T ot al

N o B et w e e n -Gr o u p 

C o m p aris o n

P ost -Tr e at m e nt 

F oll o w -u p 

P eri o d ( P eri o d 4)

b

F oll o w -U p P o p ul ati o n Pl a c e b o 

I x e ki z u m a b 8 0 m g Q 4 W

T ot al

P B O

I X E 8 0 Q 4 W

T ot al

N o B et w e e n -Gr o u p 

C o m p aris o n

A b br e vi ati o ns:  I X E 8 0 Q 4 W = i x e ki z u m a b 8 0 m g e v er y 4 w e e ks; P B O = pl a c e b o; Q 4 W = e v er y 4 w e e ks.
a T h e b et w e e n -gr o u p c o m p aris o n will b e c o n d u ct e d f or c o n c o mit a nt t h er a p y, c o m pli a n c e, dis p ositi o n, s af et y a n d effi c a c y .
b Tr e at m e nt gr o u p r ef er s t o t h e tr e at m e nt r e gi m e n t h at t h e p ati e nt r e c ei v e d pri or t o e nt eri n g P eri o d 4.

c d efi n e d as all p ati e nt s wh o r e c ei v e d at l e ast o n e d os e of i x e ki z u m a b d uri n g t h e st u d y
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6. 2. A dj u st m e nt s f o r C o v a ri at e s
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
( n o n el e v at e d or el e v at e d, el e v at e d d efi n e d as > 5. 0 0 m g/ L) a n d T N F in hi bit ors e x p eri e n c e .  

In g e n er al, w h e n a n M M R M is t o b e us e d f or a n al ys es, b as eli n e v al u e a n d b as eli n e -b y -visit 

i nter a ct i ons will b e i n cl u d e d as c o v ari at es; w h e n a n A N C O V A is t o b e us e d f or a n al ys es, 
b as eli n e v al u e will b e i n cl u d e d as a c o v ari at e.

6. 3. H a n dli n g of D r o p o ut s o r Mi s si n g D at a
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 he f ol l 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 .

6. 3. 1. N o n r e s p o n d e r I m p ut ati o n
A n al ysis 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 e v ari a bl es will b e ass ess e d usi n g a 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 er s f or t h e N RI a n al ysis if t h e y d o n ot m e 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 h e pri m ar y a n al ysis tim 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 at i ent s w h o dis c o nt i n u e st u d y 
tr e at me nt at a n y  ti m e prior 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 at l e a st 1 p ost b as eli n e o b s 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.

6. 3. 2. M o difi e d B a s eli n e O b s e r v ati o n C a r ri e d F o r w a r d
A n m B O C F a n al ysis will b e p erf or m e d o n c o nti n u o us effi c a c y  a nd h e alt h o ut c o m e v ari a bl es i n 

t he m aj or a n d ot h er s e c o n d ar y  o bj e cti 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 he b as eli n e o bs er v at i on will b e 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 nt s di s c o nt i 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 on 
b ef or e dis c o nti n u ati o n will b e 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.  

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 a tio n 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.

6. 3. 3. M ulti pl e I m p ut ati o n
M ul tipl e i m p ut ati o ns ( MIs) ar e us e d t o r e pl a c e missi n g o ut c o m es . m i m p ut e d c o m pl et e d at as ets

will b e cr e at e d.  F or e a c h c o m pl et e d d at as et, us e t h e m o d el as w o ul d h a v e b e e n a p pli e d h a d t h e 

d at a b e e n c o m p l et e d. T h e fi n al i nf er e n c e o n tr e at m e nt diff er e n c e is c o n d u ct e d fr o m t he m ul tipl e 
d at as ets usi n g R u bi n’s c o m bi ni n g r ul es, as i m pl e m e nt e d i n S A S ® P R O C MI A N A L Y Z E.

6. 4. M ulti pl e C o m p a ri s o n s/ M ulti pli cit y
T h e f o ll ow i 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 c o mes t o b e t est e d at W e e k 1 6:

P ri m a r y - pr o p orti o n of  p ati ent s a c hie vi n g a n A S A S 4 0 r es p o ns e i n b D M A R D -n aï v e 
p ati e nts [ A S A S 4 0 n aï v e ]
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S e c o n d a r y 1 - pr o p orti o n of p at i ent s a c hi e vi n g a n A S A S 4 0 r es p o ns e i n o v er all 
p o p ul at i on [A S A S 4 0 o v er all ]

S e c o n d a r y 2 - pr o p orti o n of p at i ent s a c hi e vi n g a n A S A S 2 0 r es p o ns e i n o v er all 
p o p ul at i on [ A S A S 2 0]

S e c o n d a r 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 i n o v er all p o p ul ati on [ A S D A S 
C F B]

S e c o n d a r y 4 - c h a n g e fr o m b as eli n e i n B A S D AI i n o v er all p o p ul ati on [ B A S D AI C F B ]
S e c o n d a r y 5 - c h a n g e fr o m b as eli n e i n B A S FI i n o v er all p o p ul ati on [ B A S FI C F B]

S e c o n d a r y 6 - pr o p ort i on of p at i ent s a c hi e vi n g A S D A S < 2. 1 i n o v er all p o p ul ati on
[ A S D A S < 2. 1]

S e c o n d a r 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 i n o v er all p o p ul ati on [ M RI 
s pi n e C F B]

S e c o n d a r 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 i n o v er all p o p ul ati on [ S F-3 6 
P C S C F B] .

A gr a p hi c al m ult i pl e t esti n g pr o c e d ur e (Br et z et al. 2 0 1 1) will b e us e d t o c o nt r ol t h e f a mil y-wis e 

t yp e I err or r at e a t a 2-si d e d α l e v el o f 0. 0 5.   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).  E a c h 

h y p ot h esis is r e pr es e nt e d as a n o d e i n a gr a p h. Dir e ct e d arr o ws b et w e e n t h e n o d es wit h 
ass o ci at e d w ei g hts r e pr es e nt h o w al p h a is p ass e d fr o m its i nit i al all o c ati on t o ot h er n o d es. T h e 

t esti n g s c h e m e will b e f ull y s p e cifi e d b y t h e gr a p h (i n cl u di n g n o d es, arr o ws a n d w ei g hts) al o n g 
wi t h t h e i nitial  al p h a allo c ati o n. Fi g ur e R H C H. 6. 1 s h o ws t he gr a p hi c al t esti n g s c h e m e wi t h 
i niti al α all o c ati o n a n d w ei g ht s . U nl ess ot h er wis e s p e cifi e d, t h er e will b e n o a dj ust m e nt  for 

m ult i pl e c o m p aris o ns f or a n y ot h er a n al ys es..

Fi g ur e R H C H. 6. 1 Ill u str ati o n of gr a p hi c al m ulti pl e t e sti n g pr o c e d ur e wit h i niti al α
all o c ati o n a n d w ei g ht s.
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6. 5. P ati e nt Di s p o siti o n
T h e n u m b er a n d p er c e nt a g e ( w h er e a p pli c a bl e) of p ati e nts r a n d o mi z e d at W e e k 0 ( Visit 2), 

c o m pl et i n g W e e k 1 6 ( Vi sit 8), c o mpl et i n g t h e st u d y at W e e k 5 2 ( Visit 17 ), a n d c o m pl eti n g 
F o ll ow -U p Vi sit s 8 0 1, 8 0 2, will b e s u m m ari z e d b y t h e i nit i al r a n d omi z e d tr e at m e nt gr o u p 
( A n al ysis p o p ul at i on :  I T T).

F or P eri o d 2 (I T T P o p ul at i on), P eri o d 3 ( 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 n d P eri o d 4 

( F oll o w-U p P o p ul at i on), t h e n u m b er a n d p er c e nt a g e of p ati e nts c o m pl et i n g e a c h p eri o d a n d t h e 
n u m b er a n d p er c e nt a g e of p ati e nts dis c o nti n ui n g fr o m e a c h p eri o d will b e s u m m ari z e d b y 

tr e at me nt gr o u p ( P erio d 2 o nl y) a n d pri m ar y  r e as o n f or dis c o nti n u ati on .  Fi s h er’s e x a ct t est will 
b e us e d t o t est f or diff er e n c e b et w e e n tr e at m e nt gr o u ps i n P eri o d 2.

A b y -p at i ent  listi n g will als o b e pr o vi d e d t o i n cl u d e t h e f oll owi n g i nf or mat i on:

 P ati e nt di s p o si tio n d uri n g e a c h p eri o d, i n cl u di n g t h e d at e of r a n d o mi z ati o n at Visit 2, t h e d at e 

of  first a n d la st d o s e d uri n g tr e at me nt p eri o d s, t h e d at e of c o m pl eti on or dis c o nt i n u ati on of 
e a c h p eri o d, a n d t h e pri m ar y  r e as o n f or dis c o nti n u ati o n if a p pli c a bl e .  T h e n u m b er of d a ys i n 

P eri o d 2 will als o b e c al c ul at e d as d efi n e d a b o v e a n d pr es e nt e d i n t h e list i n g ( A n al ysis 
p o p ul at i on :  I T T).

6. 6. P ati e nt C h a r a ct e ri sti c s

6. 6. 1. D e m o g r a p hi c s a n d B a s eli n e C h a r a ct e ri sti c s
P ati e nt d e m o gr a p hi c v ari a bl es a n d b as eli n e c h ar a ct eri st i cs will b e s u m m ari z e d f or I T T 

P o p ul at i on i n 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 o p ul at i on i n P eri o d 3.  T h e c o nti n u o us 

v ari a bl es will b e s u m m ari z e d usi n g d es cri pt i v e st atisti cs ( n u m b er of p ati e nts, m e a n, S D, 
mi ni m u m, m e di a n a n d m a xi m u m), c at e g ori c al v ari a bl es will b e s u m m ari z e d usi n g fr e q u e n c y  

c o u nts a n d p er c e nt a g es.  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) wit h tr e at m e nt as a 

f a ct or f or c o nti n u o us d at a. T a bl e R H C H. 6 .1 . s h o ws t h e d et ails of p at i ent  c h ar a ct eristi cs 
v ari a bl es t h at will b e s u m m ari z e d.

B y -p at i ent  listi n gs of  d e mo gr a p hi c a n d b as eli n e c h ar a ct erist i cs f or t h e I T T p o p ul ati on will b e 
pr o vi d e d.

T a bl e R H C H. 6 .1 . P ati e nt C h ar a ct eri sti c s ( a n d V ari a bl e s f or S u b gr o u p A n al y si s)

V a ri a bl e S u m m a r y

Effi c a c y 
S u b g r o u p 
A n al ysis
F o r 
C at e g o ri es

D e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs

A g e a

q u a ntit ati v e s u m m ar y (i n y e ars)
< 4 0 y e ars, ≥ 4 0 y e ars Y es
< 5 0 y e ars, ≥ 5 0 y e ars Y es
< 6 5 y e ars, ≥ 6 5 y e ars

S e x m al e, f e m al e Y es
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R a c e Asi a n
H ei g ht q u a ntit ati v e s u m m ar y (i n c m)

W ei g ht
q u a ntit ati v e s u m m ar y (i n k g)

< 7 0 k g,  ≥ 7 0 k g Y es
< 7 0 k g,  ≥ 7 0 k g a n d < 9 0 k g, ≥ 9 0 k g

B MI b

q u a ntit ati v e s u m m ar y (i n k g/ m 2 )
u n d er w ei g ht ( < 1 8. 5 k g/ m 2 ), n or m al (≥ 1 8. 5 a n d < 2 5 
k g/ m 2 ), o v er w ei g ht (≥ 2 5 a n d < 3 0 k g/ m 2 ), o b es e (≥ 3 0 a n d 
< 4 0 k g/ m 2 ), e xtr e m e o b es e (≥ 4 0 k g/ m 2 )

Y es

A g e at a x S p A o ns et q u a ntit ati v e s u m m ar y (i n y e ars)

D ur ati o n of s ym pt o ms si n c e a x S p A 
o ns et c

< 1 0 y e ars, ≥ 1 0 y e ars Y es

< 5 y e ars, ≥ 5 y e ar s Y es

< 3 y e ars, ≥ 3 y e ar s Y es

D ur ati o n of dis e as e si n c e a x S p A 
di a g n osis d q u a ntit ati v e s u m m ar y (i n y e ars)

H L A -B 2 7 p ositi vit y y es, n o Y es

Hist or y of i nfl a m m at o r y ba c k p ai n y es, n o Y es

Hist or y of a nt eri or u v eitis y es, n o Y es

Hist or y of ps ori asis y es, n o Y es

Hist or y of I B D y es, n o Y es

Hist or y of d a ct y liti s y es, n o Y es

Hist or y of art hritis y es, n o Y es

Hist or y of e nt h esitis y es, n o Y es

B as eli n e C -R e a cti v e Pr ot ei n ( C R P) l e v el

B as eli n e C R P

q u a ntit ati v e s u m m ar y ( m g/ L)

≤ 3. 0 0 m g/ L, > 3. 0 0 m g/ L Y es

≤ 5. 0 0 m g/ L, > 5. 0 0 m g/ L Y es

≤ 1 0. 0 0 m g/ L, > 1 0 m g/ L Y es

≤ 1 5. 0 0 m g/ L, > 1 5. 0 0 m g/ L Y es

B as eli n e dis e as e a cti vit y l e v el, p ai n, f u n cti o n, a n d m o bilit y

B as eli n e A S D A S

q u a ntit ati v e s u m m ar y

I n a cti v e dis e as e ( < 1. 3), L o w dis e as e a cti vit y (≥ 1. 3, < 2. 1), 
Hi g h dis e as e a cti vit y ( ≥ 2. 1, ≤ 3. 5), V er y hi g h dis e as e 
a cti vit y  ( > 3. 5)

B as eli n e B A S D AI
q u a ntit ati v e s u m m ar y

< 4, ≥ 4 a n d < 6, ≥ 6

B as eli n e 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

q u a ntit ati v e s u m m ar y

B as eli n e I nfl a m m ati o n ( m e a n of 
q u esti o ns 5 a n d 6 of B A S D AI)

q u a ntit ati v e s u m m ar y

B as eli n e S pi n al p ai n ( B A S D AI 
q u esti o n 2)

q u a ntit ati v e s u m m ar y

B as eli n e s pi n al p ai n at ni g ht d u e t o A S
( P ai n N R S)

q u a ntit ati v e s u m m ar y

B as eli n e s pi n al p ai n d u e t o A S ( P ai n 
N R S)

q u a ntit ati v e s u m m ar y

B as eli n e B A S FI q u a ntit ati v e s u m m ar y

B as eli n e B A S MI Li n e ar q u a ntit ati v e s u m m ar y

B as eli n e C h est e x p a nsi o n q u a ntit ati v e s u m m ar y (i n c m)

B as eli n e O c ci p ut -t o-w all m e as ur e m e nt q u a ntit ati v e s u m m ar y (i n c m)
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B as eli n e e nt h esitis

B as eli n e M A S E S
q u a ntit ati v e s u m m ar y

= 0, > 0

B as eli n e h e el e nt h esitis = 0, > 0

B as eli n e h e alt h o ut c o m e m e as ur es

B as eli n e A S A S HI
q u a ntit ati v e s u m m ar y
< 3, ≥ 3
≤ 5, > 5

B as eli n e F A CI T -F s c or e q u a ntit ati v e s u m m ar y

B as eli n e E Q -5 D -5 L q u a ntit ati v e s u m m ar y

B as eli n e W P AI -S p A q u a ntit ati v e s u m m ar y

B as eli n e S F 3 6 P C S q u a ntit ati v e s u m m ar y

B as eli n e S F 3 6 M C S q u a ntit ati v e s u m m ar y

B as eli n e QI D S -S R 1 6 
q u a ntit ati v e s u m m ar y of t ot al s c or e

It e m 1 2: 0, 1, 2, 3

B as eli n e c o n c o mit a nt t h er a p y us e

B as eli n e c D M A R Ds us e e y es, n o Y es

B as eli n e m et h otr e x at e us e
q u a ntit ati v e s u m m ar y

y es, n o

B as eli n e s ulf as al a zi n e us e
q u a ntit ati v e s u m m ar y

y es, n o

B as eli n e h y dr o x y c hl or o q ui n e us e
q u a ntit ati v e s u m m ar y

y es, n o

B as eli n e or al c orti c ost er oi d us e e y es, n o

Pr e vi o us t h er a p y: a xi al s p o n d yl o art hritis

Pr e vi o us n o n -bi ol o gi c s yst e mi c a g e nt 
f or r-a x S p A

y es, n o

Pr e vi o us n o n -bi ol o gi c n o n -s yst e mi c 
a g e nt f or r-a x S p A

y es, n o

Pr e vi o us T N F i n hi bit or f or r-a x S p A y es, n o Y es

H a bit

T o b a c c o us e n e v er, c urr e nt, f or m er Y es

Ci g ar ett e us e ≤ 1 0 p er d a y, > 1 0 p er d a y

Al c o h ol c o ns u m pti o n n e v er, c urr e nt, f or m er

C aff ei n e/ x a nt hi n e i n g esti o n n e v er, c urr e nt, f or m er

B as eli n e N S AI D (i n cl u di n g C O X -2 i n hit ors) us e

B as eli n e A S A S -N S AI D s c or e q u a ntit ati v e s u m m ar y

B as eli n e N S AI D s us e e y es, n o

B as eli n e I m a gi n g of S a cr oili a c J oi nts a n d S pi n e

B as eli n e S P A R C C SIJ M RI
q u a ntit ati v e s u m m ar y

< 2, ≥ 2 Y es

B as eli n e S P A R C C SIJ S S S M RI f or f at 
m et a pl asis

q u a ntit ati v e s u m m ar y

B as eli n e S P A R C C SIJ S S S M RI f or 
er osi o n

q u a ntit ati v e s u m m ar y

B as eli n e S P A R C C SIJ S S S M RI f or 
b a c kfill

q u a ntit ati v e s u m m ar y
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B as eli n e S P A R C C SIJ S S S M RI f or 
a n kl y osis

q u a ntit ati v e s u m m ar y

B as eli n e S P A R C C s pi n e M RI
q u a ntit ati v e s u m m ar y

< 2, ≥ 2 Y es

A b br e vi ati o ns:  B MI = b o d y m ass i n d e x ; H L A -B 2 7 = H u m a n l e u k o c yt e a nti g e n B 2 7; I B D = i nfl a m m at or y b o w el 
dis e as e ; C R P = C -R e ati v e Pr ot ei n; 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 = B at h 
A n k y l 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 nd 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; 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; 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 S A S HI = A S A S H e alt h I n d e x; 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 ; W P AI-S p A = 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 esti o n n air e -S p o n d yl o art hritis; S F 3 6 = S h ort F or ms ( 3 6 it e ms) H e alt h S ur v e y; P C S = P h ysi c al C o m p o n e nt 
S u m m ar y S c or e; M C S = M e nt al C o m p o n e nt S u m m ar y S c or 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 .

a A g e will b e c al c ul at e d as: A g e = fl o or((i nt c k(‘ m o nt h’, brt h dt c, rfst dt c) – ( d a y(rfst dt c) < d a y( brt h dt c)))/ 1 2). H er e 
br t h dt c = I m p ut e d d at e of birt h (J ul y 1st i n t h e y e ar of birt h c oll e ct e d i n t h e e C R F), a n d rfst dt c = s u bj e ct r ef er e n c e 
st art d at e (t h at is, t h e d at e w h e n p ati e nt is first e x p os e d t o st u d y tr e at m e nt).
b B MI will b e c al c ul at e d as B MI ( k g/ m 2 ) = W ei g ht ( k g) / ( H ei g ht ( m))2 .
c D ur ati o n of s ym pt o ms si n c e a x S p A o ns et = ( d at e of i nf or m e d c o ns e nt – d at e of a xi al s p o n d ylitis o ns et)/ 3 6 5. 2 5, 
w h er e t h e d at e of a xi al s p o n d y liti s o ns et is r e c or d e d o n t h e Pr es p e cifi e d M e di c al Hist or y – A xi al S p o n d yl o art hritis
e C R F p a g e.
d  D ur ati o n of dis e as e si n c e a x S p A di a g n osi s = ( d at e of i nf or m e d c o ns e nt – d at e of a xi al s p o n d ylitis 
di a g n osis)/ 3 6 5. 2 5, w h er e t h e d at e of a xi al s p o n d ylitis di a g n osis is r e c or d e d o n t h e Pr es p e cifi e d M e di c al Hist or y –
A xi al S p o n d yl o art hritis e C R F p a g e.
e D efi niti o n of D M A R Ds, Or al C or ti c ost er oi ds, N S AI D S (i n cl u di n g C O X-2) ar e i n A p p e n di x 3 .

6. 6. 2. Hi st ori c al Ill n e s s a n d P r e e xi sti n g C o n diti o n s
Hi st oric al ill n ess es a n d pr e e xist i n g c o n diti ons will b e cl assifi e d usi n g t h e l at est v ersi o n of t h e 
M e di c al Di ct i on ar y f or R e g ul at or y  A cti viti es ( M e d D R A).  

Hi st oric al ill n ess/ c o n dit i on is d efi n e d as t h e c o n diti on/ e v e nt r e c or d e d o n t h e Pr e -E xisti n g 

C o n diti o ns a n d M e di c al Hist or y e C R F p a g e or o n t h e Pr es p e cifi e d M e di c al Hist or y e C R F p a g e 
wi t h a n e n d d at e pri or t o t h e d at e of i nf or m e d c o ns e nt.  

Pr e e xist i n g c o n diti on f or P erio d 2 is d efi n e d as t h e c o n diti o n/ e v e nt r e c or d e d o n t h e Pr e -E xisti n g 
C o n diti o ns a n d M e d i c al Hist or y e C R F p a g e or o n t h e Pr es p e cifi e d M e di c al Hist or y e C R F p a g e 

wi t h a st art d at e pri or t o t h e d at e of i nf or m e d c o ns e nt, a n d n o e n d d at e (t h at is, t h e e v e nt is 
o n g oi n g) or a n e n d d at e o n or aft er t h e d at e of i nf o r me d c o ns e nt.  Pr e -e xist i n g c o n diti on f or 

s u bs e q u e nt tr e at m e nt p eri o d is d efi n e d as t h os e pr e -e xist i n g c o n diti ons a n d A Es w hi c h ar e 
o n g oi n g at t h e tr e at m e nt p eri o d b as eli n e.   N oti c e if a pr e e xisti n g c o n dit i on w ors e ns i n s e v erit y o n 

or aft er t h e d at e of i nf or m e d c o ns e nt, it will b e r e c or d e d a s a n A E o n A d v ers e E v e nts e C R F p a g e 
fr om t he d at e of w ors e ni n g o n w ar ds .  

T h e f o ll owi n g s u m m ari es will b e pr o vi d e d f or P eri o d 2 ( I T T P o p ul at i on ) a n d / or P eri o d 3 
(E xt e n d e d Tr e at m e nt P eri o d P o p u l ati on ):

 T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h hist ori c al i ll n ess es b y tr e at me nt gr o u p a n d 
o v er all, b y  S y st e m Or g a n Cl ass ( S O C) a n d pr ef err e d t er m (I T T P o p ul ati o n i n P eri o d 2

o nl y) .  
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 T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h pr e e xisti n g c o n dit i ons a n d a d v ers e e v e nts 
pri or t o fi r st d o s e b y tr e at me nt gr o u p a n d o v er all, b y S O C a n d pr ef err e d t er m (I T T 

P o p ul at i on i n P eri o d 2 o nl y) .  
 T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h pr e e xisti n g c o n dit i ons a n d a d v ers e e v e nts 

pri or t o fi rst d os e of e xt e n d e d p eri o d, b y S O C a n d pr ef err e d t er m ( E xt e n d e d Tr e at m e nt 
P eri o d P o p ul at i on i n P eri o d 3 o nl y) .

 T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h pr es p e cifi e d m e di c al hist or y  ( h y p ert e nsi on; 
di a b et e s m elli t u s, T yp e I; di a b et e s m elli t u s, T yp e II i ns uli n d e p e n d e nt; di a b et es m ellit us, 

T y p e II n o n -i ns uli n d e p e n d e nt; c or o n ar y art er y dis e as e; hist or y of str o k e; d ysli pi d e mi a; 
p s ori at i c art hritis) b y tr e at me nt gr o u p a n d o v er all .  

F or c o n dit i on/ e v e nt t h at is g e n d er -s p e cifi c ( as d efi n e d b y M e d D R A), 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 atie nts fr o m t he gi v e n g e n d er.  

6. 7. T r e at m e nt C o m pli a n c e
B y -p at i ent  listi n gs of r a n d omi z ati o n s c h e d ul e f or t h e I T T P o p ul at i on a n d st u d y  dr u g dis p e ns e d 
(in cl u d e t h e C T L ot n u m b er) f or t h e S af et y P o p ul ati o n will b e pr o vi d e d.

T hr o u g h o ut tr e at m e nt peri o d s, r a n d o mi z e d p ati e nts will r e c or d i nf or m ati o n i n a St u d y Dr u g 

A d mi ni str ati o n L o g ( c a pt ur e d i n t h e E x p os ur e as C oll e ct e d e C R F p a g e), i n cl u di n g t h e d at e, ti m e, 
a n d a n at o mi c al l o c at i on of a d mi nistr ati o n of i n v esti g at i on al pr o d u ct, s y rin g e n u m b er, w h o 

a d mi nist er e d t h e i n v est i g ati on al pr o d u ct, a n d t h e r e as o n if t h e i n v est i g ati on al pr o d u ct w as n ot 
f ull y a d mi nist er e d.  

Tr e at m e nt c o m pli a n c e f or e a c h p at i ent  p er p eri o d will b e c al c ul at e d as:

� � � � � � � � � � � � ��� � � � � ( % ) = 1 0 0 ×
� � � �� � � � � � � � � � �� � � �� � � � � � �� �� � � � � � �

� � � �� � � � � � � � � � �� � � �� � � � � � � � � � � �

 F or p ati e nt s w h o c o m pl et e P eri o d 2, t h e n u m b er of i nj e cti o ns e x p e ct e d d uri n g P eri o d 2 
will b e e q u al t o 5 (2 inj e ct i ons at W e e k 0 a n d 1 i nj e cti on e v er y  4 w e e ks fr o m W e e k 4 t o 

W e e k 1 2 ).  
 F or p ati e nt s w h o c o m pl et e P eri o d 3, t h e n u m b er of i nj e cti o ns e x p e ct e d d uri n g P eri o d 3

will b e e q u al t o 1 0 (2 i nj e cti ons at W e e k 1 6 a n d 1 i nj e cti on e v er y  4 w e e ks fr o m W e e k 2 0
t o W e e k 4 8 ).  

 F or p ati e nts w h o dis c o nt i n u e d uri n g t he tr e at m e nt p eri o d , t h e n u m b er of i nj e cti ons 
e x p e ct e d d uri n g t hat p eri o d c a n b e d eri v e d b y c o nsi d eri n g t he I W R S st u d y  dr u g dis p e ns e 

d at as et a n d t h e tr e at m e nt dis p osit i on d at e .  
 T h e t ot al n u m b er of i nj e ct i ons a d mi nist e r e d will b e d eri v e d usi n g t h e r es p o ns e t o t h e 

q u esti o n “ W as d os e a d mi nist er e d ? ” o n t h e E x p os ur e as C oll e ct e d e C R F p a g e.

A p at i ent  will b e c o nsi d er e d o v er all c o m pli a nt wi t h st u d y tr e at me nt wi t hi n e a c h tr e at m e nt p eri o d 

if h e/s h e miss es 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 ( all 
i nj e cti ons at a n i nj e cti on w e e k ar e c o u nt e d as 1 d os e) , 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 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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P ati e nt tr e at m e nt c o m pli a n c e b y tr e at me nt w e e k a n d o v er all will  be s u m m ari z e d f or t h e S af et y 
P o p ul at i on f or P erio d 2 a n 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 f or P erio d 3 .  

6. 8. Pr e vi o u s a n d C o n c o mit a nt T h e r a p y
M e di c at i on/t h er a p y  will be cl assifi e d i nt o a n at o mi c al t h er a p e ut i c c h e mi c al ( A T C) dr u g cl ass es 
usi n g t h e l at est v ersi o n of t h e W orl d H e alt h Or g a ni z at i on ( W H O) dr u g di ct i on ar y .  

6. 8. 1. Pr e vi o u s T h e r a p y
Pr e vi o us t h er a p y  is d efi n e d as t h e t h er a p y t h at st arts a n d e n ds prior t o t h e d at e of first d os e of 

st u d y tr e at me nt i n P eri o d 2 .  If t h er a p y st art a n d/ or e n d d at es ar e missi n g or p arti al, t h e d at es will 
b e c o m p ar e d as f ar as p ossi bl e wit h t h e d at e of first d os e of st u d y  tr e at me nt i n P eri o d 2.  If t h er e 

is cl e ar e vi d e nc e t o s u g g est t h at t h e t h er a p y  st o p p e d prior t o t h e first d os e of st u d y  tr e at me nt i n 
P eri o d 2, t h e t h er a p y  will be ass u m e d t o b e pr e vi o us o nl y .

T h e f o ll owi n g s u m m ari es will b e pr o vi d e d f or t h e I T T p o p ul at i on : 

 Pr e vi o us s p o n d y l oart hri tis t h er a p y c a pt ur e d i n t he Pri or T h er a p y :  A xi al 

S p o n d yl o art hritis e C R F p a g e t o b e s u m m ari z e d a c c or di n g t o t y p e ( n o n -bi o l ogi c s yst e mi c 
a g e nt , n o n -bi o l ogi c n o n -s yst e mi c a g e nt , T N F i n hi bit or) a n d t h er a p y.  

 T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h e a c h r e as o n f or dis c o nti n u ati o n o f pr e vi o us 
s p o n d yl oart hri ti s t h er a p y t o b e s u m m ari z e d b y t yp e a n d t h er a p y .

6. 8. 2. C o n c o mit a nt T h e r a p y
C o n c o mit a nt t h er a p y  for e a c h tr e at m e nt p eri o d is d efi n e d as t h e t h er a p y  t h at st arts b ef or e, o n, or 

af t er t h e first d a y of st u d y tr e at me nt i n t h e d efi n e d tr e at m e nt p eri o d a n d b ef or e t h e l ast visit d at e 
i n t h e tr e at m e nt p eri o d, a n d c o nti n u es i nt o t h e tr e at m e nt p eri o d, t h at is, eit h er n o e n d d at e (t h e 

t her a p y  is o n g oi n g) or a n e n d d at e o n or aft er t h e first d a y  of st u d y tr e at me nt i n tr e at m e nt p eri o d.   
N ot e c o n c o mit a nt t h er a p y will b el o n g t o a tr e at m e nt p eri o d if t h e t h er a p y  st arts a n d e n ds o n t h e 
e x a ct s a m e d a y  a s t h e fir st d a y of st u d y tr e at me nt of  t h e tr e at me nt p eri o d.  

T h e f o ll owi n g s u m m ari es will b e pr o vi d e d f or P eri o d 2 (I T T P o p ul ati on) a n d P eri o d 3 ( E xt e n d e d 
Tr e at m e nt P eri o d P o p ul at i on) :

 G e n er al c o n c o mit a nt t h er a p y  b y WH O A T C L e v el 4 a n d W H O pr ef err e d t er m.

 C o n c o mit a nt D M A R Ds , s yst e mi c c orti c ost er o i ds,  N S AI D (in cl u di n g C O X -2 i n hi bit ors) 
a n d o pi oi d s . T h e d efi nit i on o f a b o v e m e di c at i on s is pr o vi d e d i n A p p e n di x 3 .

6. 9. Effi c a c y A n al y s e s
T a bl e R H C H .6 .3 i n cl u d es t h e d es cri pti o n a n d d eri v ati on of t h e pri m ar y  a n d s e c o n d ar y effi c a c y 

o ut c o m e s.

S e cti o ns 6. 9. 1 , 6. 9. 2 , 6. 9. 3 , a n d 6. 9. 4 s u m m ari z e t h e a n al ys es f or pri m ar y a n d s e c o n d ar y effi c a c y 
m e as ur es.

T a bl e R H C H .6 .4 pr o vi d es t he d et ail e d a n al ys es i n cl u di n g a n al ysis t y p e, m et h o d a n d i m p ut ati o n, 
p o p ul at i on, ti m e p oi nt, a n d tr e at m e nt c o m p aris o ns f or m aj or s e c o n d ar y o ut c o me s .
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T a bl e R H C H .6 .3 . D e s cri pti o n a n d D eri v ati o n of Pri m ar y a n d S e c o n d ar y Effi c a c y O ut c o m e s

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

Ass ess m e nt of S p o n d yl o a rt h ritis I nt e r n ati o n al 

S o ci et y 4 0 ( A S A S 4 0), A S A S 2 0, A S A S P a rti al 

R e missi o n, A S A S 5/ 6:

A S A S 4 0, A S A S 2 0, A S A S P arti al R e missi o n a n d 

A S A S 5/ 6 ar e cli ni c al r es p o ns es d eri v e d b as e d o n 

t h e f oll o wi n g A S A S d o m ai ns (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 

2) S pi n al P ai n 

3) F u n cti o n 

4) I nfl a m m ati o n ( m e a n of B A S D AI Q 5 a n d Q 6) 

5) C R P 

6) S pi n al m o bilit y (l at er al s pi n al fl e xi o n) 

A S A S 4 0 

P ri m a r y O ut c o m e

T h e A S A S 4 0 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 ol ut e i m pr o v e m e nt fr o m b as eli n e of ≥ 2 u nits 

(r a n g e 0– 1 0) i n ≥ 3 of t h e f oll o wi 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 cti o n, a n d I nfl a m m ati o n) 

wit h o 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.

S e e A p p e n di x 1 f or 

d eri v ati o n of o bs er v e d 

r es p o ns e.

A S A S 2 0

m aj o r s e c o n d a r y 

o ut c o m e

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 ol ut e i m pr o v e m e nt fr o m 

b as eli n e of ≥ 1 u nits (r a n g e 0 – 1 0) i n ≥ 3 of t h e f oll o wi 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 cti o n, a n d 

I nfl a m m ati o n) 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 0-1 0) i n t h e r e m ai ni n g d o m ai n.

A S A S P arti al 

R e missi o n

A S A S p arti al r e missi o n 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 -1 0, N R S) i n e a c h of t h e f oll o wi 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 cti o n, a n d 

I nfl a m m ati o n.

A S A S 5/ 6 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 ( P ati e nt Gl o b al, S pi n al P ai n, F u n cti o n, 

I nfl a m m ati o n, C R P, S pi n al m o bilit y) 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 ast 5 d o m ai ns.

P ati e nt Gl o b al ( Ass ess m e nt of Dis e as e 

A cti vit y) :

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 ati e nt is as k e d t o r es p o n d t o t h e f oll o wi n g 

q u esti o n: “ H o w a cti v e w as y o ur s p o n d ylitis o n 

a v er a g e d uri n g t h e l ast w e e k ? ”

P ati e nt Gl o b al, 

N R S

R a n g e: 0 t o 1 0 

“ 0 ” ( n ot a cti v e) a n d “ 1 0 ” ( v er y a cti v e).

Si n gl e it e m, missi n g if 

missi n g

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 ati e nt is as k e d t o r es p o n d t o t h e f oll o wi n g 

2 q u esti o ns ( o n a v er a g e, l ast w e e k):

S pi n al P ai n, N R S R a n g e: 0 t o 1 0 

“ 0 ” ( n o p ai n) a n d “ 1 0 ” ( m ost s e v er e p ai n).

T his q u esti o n is us e d t o d eri v e r es p o ns e f or A S A S 4 0, 

A S A S 2 0, A S A S 5/ 6 a n d A S A S p arti al r e missi o n.

Si n gl e it e m, missi n g if 

missi n g



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 1

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

1. “ H o w m u c h p ai n of y o ur s pi n e d u e t o 

a n k y l osi n g s p o n d ylitis d o y o u h a v e ? ”

2. “ H o w m u c h p ai n of y o ur s pi n e d u e t o 

a n k y l osi n g s p o n d ylitis d o y o u h a v e at ni g ht ? ”

S pi n al P ai n at 

ni g ht, N R S

R a n g e: 0 t o 1 0 

“ 0 ” ( n o p ai n) a n d “ 1 0 ” ( m ost s e v er e p ai n).

Si n gl e it e m, missi n g if 

missi n g

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) :

T h e B A S D AI is a n i nstr u m e nt c o nsisti n g of 6 

q u esti o ns 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 ati g u e

2) S pi n al p ai n

3) P eri p h er al art hritis

4) E nt h esitis

5) I nt e nsit y of m or ni n g stiff n ess

6) D ur ati o n of m or ni n g stiff n ess .  

P ati e nts n e e d t o s c or e e a c h it e m wit h a s c or e 

fr o m 0 t o 1 0 ( N R S).

I nfl a m m ati o n C al c ul at e d as: ( Q 5 + Q 6)/ 2

R a n g e: 0 t o 1 0 

Q 5: “ 0 ” ( n o n e) a n d “ 1 0 ” ( v er y s e v er e).

Q 6: “ 0 ” ( 0 h o urs) a n d “ 1 0 ” ( ≥ 2 h o urs).

Missi n g if b ot h Q 5 a n d 

Q 6 ar e missi n g; If Q 6 is 

missi n g, t h e n us e Q 5 as 

i nfl a m m ati o n s c or e.  

B A S D AI s c or e

B A S D AI c h a n g e 

fr o m b as eli n e –

m aj o r s e c o n d a r y 

o ut c o m e

B A S D AI = ( Q 1 + Q 2 + Q 3 + Q 4 +i nfl a m m ati o n)/ 5

R a n g e: 0 t o 1 0 

“ 0 ” ( n o n e) a n d “ 1 0 ” ( v er y s e v er e).

If o nl y Q 6 is missi n g, 

B A S D AI is a v er a g e of 

t h e ot h er 5 q u esti o ns; 

missi n g B A S D AI if m or e 

missi n g t h a n j ust Q 6.

B A S D AI 5 0 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, i e, if t h e v al u e of % 

i m pr o v e m e nt fr o m b as eli n e is ≥ 5 0, B A S D AI 5 0 is m et.

Missi n g if o bs er v e d v al u e 

is missi n g ( n ot e: b as eli n e 

B A S D AI is p art of 

i n cl usi o n crit eri a 

t h er ef or e s h o ul d n ot b e 

missi n g)

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):

T h e B A S FI 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 will b e as k e d t o r at e t h e diffi c ult y 

ass o ci at e d wit h 1 0 i n di vi d u al b asi c f u n cti o n al 

a cti viti es. P ati e nts r es p o n d t o e a c h q u esti o n 

usi n g a N R S (r a n g e 0 t o 1 0), wit h a hi g h er s c or e 

i n di c ati n g w or s e f u n cti o ni n g. 

B A S FI s c or e

B A S FI c h a n g e 

fr o m b as eli n e –

m aj o r s e c o n d a r y 

o ut c o m e

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 R S

R a n g e: 0 t o 1 0 

“ 0 ” ( e as y) a n d “ 1 0 ” (i m p ossi bl e).

Missi n g if > 2 0 % s c or es 

(i e, > 2 of t h e 1 0 it e m 

s c or es) ar e missi n g

Hi g h S e nsiti vit y C -R e a cti v e P r ot ei n ( C R P) : C R P v al u e L a b v al u es o bt ai n e d fr o m c e ntr al l a b Missi n g if missi n g



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 2

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

Hi g h s e nsiti vit 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 nsiti vit y ass a y at t h e c e ntr al l a b or at or y t o 

h el p ass ess t h e eff e ct o f i x e ki z u m a b o n dis e as e 

a cti vit y .
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M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

B at h A n k yl osi n g S p o n d ylitis M et r ol o g y 

I n d e x— S pi n al M o bilit y ( B A S MI)

B A S MI is a c o m bi n e d i n d e x c o m prisi n g t h e 

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 e nts wit h A S (J e n ki ns o n et al. 

1 9 9 4). 

 L at er al S pi n al Fl e xi o n

 Tr a g us -t o-w all dist a n c e

 L u m b ar Fl e xi o n ( m o difi e d S c h o b er)

 M a xi m al i nt er m all e ol ar dist a n c e

 C er vi c al r ot ati o n

B A S MI Li n e ar T h e B A S MI i n cl u d es t h es e 5 m e as ur e m e nts w hi c h ar e 

e a c h s c al e d t o a s c or e of 0 -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 h e 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).

F u n cti o n F o r

S = ( 2 1. 1 c m - A) / 2. 1 c m L at er al L u m b ar 

fl e xi o n ( m e a n 

ri g ht/l eft)

S = ( A -8 c m) / 3 c m Tr a g us t o w all 

dist a n c e 

S = ( 7. 4 c m – A)/ 0. 7 c m L u m b ar fl e xi o n 

( m o difi e d S c h o b er)

S = ( 1 2 4. 5 c m – A) / 1 0 c m M a xi m al 

i nt er m all e ol ar 

dist a n c e

S = ( 8 9. 3 º – A)/ 8. 5º C er vi c al r ot ati o n 

a n gl e ( m e a n 

ri g ht/l eft)

T h e a v er a g e s c or e of t h e fi v e ass ess m e nts gi v es t h e 

B A S MI li n e ar r es ult. T h e a d diti o n al c o n diti o n 0 ≤ S 

≤ 1 0 is al w a ys a p pli e d. A is t h e r es ult of a n ass ess m e nt.

W h e n 2 r e a di n gs ar e t a k e n f or e a c h of a b o v e m e as ur es, 

t h e b ett er of t h e t w o will b e us e d (f or tr a g us, t h e 

s m all er n u m b er is b ett er; f or t h e ot h er 4 m e as ur e m e nts, 

t h e bi g g er n u m b er is b ett er).

Missi n g if > 2 0 % 

m e as ur e m e nts (i e > 1 of 

t h e 5 cli ni c al 

m e as ur e m e nts) ar e

missi n g. 

If o nl y 1 of 5 

m e as ur e m e nts missi n g, 

t h e n a v er a gi n g t h e ot h er 

4 n o n missi n g o n es. 

I n s o m e i n di vi d u al 

c o m p o n e nt ( e g, l at er al 

l u m b ar fl e xi o n) wit h l eft 

a n d ri g ht m e as ur e m e nts, 

if o n e si d e ( eit h er l eft or 

ri g ht) is missi n g, t h e 

ot h er n o n missi n g si d e 

will b e us e d as t h e m e a n.

C h est E x p a nsi o n:

W hil e p ati e nts h a v e t h eir h a n ds r esti 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 e n cir cl e d l e n gt h b y c e nti m et er ( c m) at t h e 

C h est E x p a nsi o n 

s c or e

O n e s c or e m e as ur e d i n c e nti m et er ( c m).

W h e n 2 r e a di n gs ar e t a k e n, t h e b ett er of t h e t w o 

n u m b ers ( bi g g er o n e) will b e us e d.

Si n gl e it e m, missi n g if 

missi n g



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 4

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

f o urt h i nt er c ost al l e v el a nt eri orl y. T h e m a xi m al 

i ns pir ati on a n d e x pir ati o n i n c m 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 i n t h e s o ur c e 

d o c u m e nts a n d will b e e nt er e d i nt o c as e r e p ort 

f or m ( C R F).

O c ci p ut t o W all Dist 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. T h e n t h e 

dist a n c e fr o m o c ci p ut t o w all is m e as ur e d. T h e 

b ett er (s m all er) m e as ur e m e nt of t w o tri es i n c m 

( e g, 1 0. 2 c m) is r e p ort e d.

O c ci p ut t o W all 

Dist a n c e s c or e

O n e s c or e m e as ur e d i n c e nti m et er ( c m).

W h e n 2 r e a di n gs ar e t a k e n, t h e b ett er of t h e 2 n u m b ers 

(s m all er o n e) will b e us e d.

Si n gl e it e m, m issi n g if 

missi n g

A n k yl osi n g S p o n d ylitis Dis e as e A cti vit y S c o r e 

( A S D A S):

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). 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): 

1) T ot al b a c k p ai n ( B A S D AI Q 2)

2) P ati e nt gl o b al 

3) P eri p h er al p ai n/s w elli n g ( B A S D AI Q 3)

4) D ur ati o n of m or ni n g stiff n ess ( B A S D AI Q 6)

5) C R P i n m g/ L

A S D A S cr p

A S D A S cr p c h a n g e 

fr o m b as eli n e -

m aj o r s e c o n d a r y 

o ut c o m e

A S D A S cr p ( Si e p er et al. 2 0 0 9): 0. 1 2 1 × t ot al b a c k p ai n 

+ 0. 1 1 0 × p ati e nt gl o b al + 0. 0 7 3 × p eri p h er al 

p ai n/s w elli n g + 0. 0 5 8 × d ur ati o n of m or ni n g stiff n ess + 

0. 5 7 9 × L n( C R P + 1) ( M a c h a d o et al. 2 0 1 5).

C -r e a cti v e pr ot ei n 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.

Missi n g if a n y of t h e 

c o m p o n e nts is missi n g.

If C R P < 2 m g/ L or b el o w 

t h e li mit of d et e cti o n, 

t h e n us e 2 m g/ L i n t h e 

c al c ul ati o n ( M a c h a d o et 

al. 2 0 1 5).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 5

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

A S D A S Dis e as e 

A cti vit y  St at es

F o ur ( 4) dis e as e a cti vit y  st at es h a v e b e e n d efi n e d b y 

A S A S c o ns e ns us ( M a c h a d o et al. 2 0 1 1 c , M a c h a d o 

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 es l o w dis e as e 

a cti vit y

 2. 1 ≤ A S D A S ≤ 3. 5 d efi n es hi g h dis e as e 

a cti vit y

 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 .

S et t h e dis e as e a cti vit y 

st at e t o w orst st at e (i e, 

v er y hi g h) if o bs er v e d 

A S D A S s c or e is missi n g

A S D A S < 2. 1 D efi n e d as A S D A S < 2. 1 (l o w or i n a cti v e dis e as e 

a cti vit y )

Cli ni c al i m p ort a nt 

i m pr o v e m e nt 

D efi n e d as at l e ast 1. 1 u nit c h a n g e i n A S D A S fr o m 

b as eli n e 

Missi n g if b as eli n e or 

o bs er v e d A S D A S s c or e is 

missi n gM aj or 

i m pr o v e m e nt 

D efi n e d as at l e ast 2. 0 u nit c h a n g e i n A S D A S fr o m 

b as eli n e or r e a c h e d t h e mi ni m u m of A S D A S s c or e 

( 0. 6 3 6 1) at p ost b as eli n e visit 

M a ast ri c ht A n k yl osi n g S p o n d ylitis E nt h esitis 

S c o r e ( M A S E S) :

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 esitis usi n g a s c or e of “ 0 ” f or n o a cti vit y , 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/l eft), crist a ili a c a (ri g ht/l eft), s pi n al 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). 

M A S E S 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 esitis

0 = n o a cti vit y a n d n ot e v al u a bl e

1 = a cti vit y 

Missi n g if > 2 0 % (i e, ≥ 3) 

sit es ar e missi n g.

If ≤ 2 0 % missi n g, t h e n 

i m p ut e d s u m = s u m of 

s c or es fr o m n o n missi n g 

sit es x 1 3/ n o. of 

n o n missi n g sit es

M A S E S s c or e = 0 M A S E S s c or e = 0 r ef ers t o c o m pl et e r es ol uti o n i n 

e nt h esitis.

A n al y sis of M A S E S s c or e = 0 o nl y a p pli es t o p ati e nts 

wit h b as eli n e e nt h esitis ( M A S E S > 0).

Missi n g if o bs er v e d v al u e 

is missi n g

H e el E nt h esitis 

s c or e = 0

H e el E nt h esitis s c or e = 0 r ef ers t o 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) = 0.

A n al y sis of H e el E nt h esitis s c or e = 0 o nl y a p pli es t o 

p ati e nts wit h b as eli n e H e el E nt h esitis s c or e > 0 .

Missi n g if o bs er v e d v al u e 

is missi n g



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 6

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

N o n -St e r oi d al A nti -I nfl a m m at o r y D r u g 

( N S AI D) I nt a k e:

I nf or m ati o n r e g ar di n g N S AI Ds (i n cl u di n g C O X-

2 i n hi bit ors) i nt a k e will b e c oll e ct e d i n t h e e C R F 

a n d t h e A S A S -N S AI D s c or e will b e c al c ul at e d 

( D o u g a d os et al. 2 0 1 1).

Pr o p orti o n of 

p ati e nts t a ki n g 

N S AI D 

Pr o p orti o n of p ati e nts t a ki n g N S AI D (i n cl u di n g C O X -

2 i n hi bit ors) at s p e cifi e d visit 

N A

A S A S -N S AI D 

s c or e

S e e S e cti o n 6. 9. 4. 1 a n d A p p e n di x 2 f or d et ails of 

d eri vi n g A S A S -N S AI D s c or e.

A S A S -N S AI D = 0 if n o N S AI D us e

If N S AI D d os e is 

missi n g, t h e m a xi m u m 

effi c a c y d os e ( A p p e n di x 

2 ) is ass u m e d. 

If fr e q u e n c y is missi n g, 

‘ e v er y d a y’ int a k e is 

ass u m e d.

A S A S -N S AI D 5 0 1 0 0 ×
B a s eli n e A S A S -N S AI D − O b s e r v e d A S A S -N S AI D

B a s eli n e A S A S -N S AI D
Pr o p orti o n of p ati e nts wit h at l e ast 5 0 % d e cr e as e fr o m 

b as eli n e i n A S A S -N S AI D s c or e. D eri v ati o n o nl y 

a p pli es t o p ati e nts w h os e A S A S -N S AI D is n ot e q u al t o 

0 at b as eli n e.

A S A S -N S AI D 1 0 Pr o p orti o n of p ati e nts wit h A S A S -N S AI D s c or e < 1 0 

A S A S -N S AI D 0 Pr o p orti o n of p ati e nts wit h A S A S -N S AI D s c or e = 0

S P A R C C M RI s c o r e f o r S pi n e :

All 2 3 dis c o -v ert e br al u nits ( D V U) 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 1 8 s c ori n g u nits, a n d 

e a c h h as s c or e of 0 or 1 , 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, wit h hi g h er s c or es r efl e cti n g 

w ors e dis e as e ( M a ks y m o w y c h et al. 2 0 0 5 ).

S c ori n g will b e p erf or m e d b y a c e ntr al r e a d er .

S P A R C C S pi n e 

S c or e

S P A R C C s pi n e 

s c or e c h a n g e fr o m 

b as eli n e – m aj o r 

s e c o n d a r y 

o ut c o m e

T h e S P A R C C s pi n e s c or e is a s u m of 4 1 4 s c ori n g u nits 

o v er 2 3 D V Us; t h e s u m r a n g es fr o m 0 t o 4 1 4 .

s e e ‘ M RI D at a 

Pr o gr a m mi n g G ui d a n c e 

f or A x S p A St u di es’ f or 

missi n g r ul e a n d 

i m p ut ati o n m et h o d.

M RI S a c r oili a c J oi nt ( SI J) ( S p o n d yl o a rt h ritis 

R es e a r c h C o ns o rti u m of C a n a d a [ S P A R C C] 

S c o r e) :

B ot h l eft a n d ri g ht SIJ ar e s c or e d f or b o n e 

m arr o w e d e m a. E a c h si d e h as 6 sli c es a n d e a c h 

sli c e h as 6 s c ori n g u nits, a n d e a c h s c ori n g u nit 

h as a s c or e of 0 or 1.  T ot al SIJ S P A R C C s c or es 

S P A R C C SIJ 

S c or e

T h e S P A R C C SIJ S c or e is s u m of 7 2 s c ori n g u nits ; t h e 

s u m r a n g es fr o m 0 t o 7 2; 

s e e ‘ M RI D at a 

Pr o gr a m mi n g G ui d a n c e 

f or A x S p A St u di es’ f or 

missi n g r ul e a n d 

i m p ut ati o n m et h o d



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 7

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g 

C o m p o n e nts

c a n r a n g e fr o m 0 t o 7 2 wit h hi g h er s c or es 

r efl e cti n g w ors e dis e as e. S c ori n g will b e 

p erf or m e d b y a c e ntr al r e a d er.

S p o n d yl o a rt h ritis R es e a r c h C o ns o rti u m of 

C a n a d a – SI J St r u ct u r e S c o r 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 f or b ot h l eft a n d 

ri g ht si d e. E a c h si d e h as 5 sli c es. F or f at 

m et a pl asi a a n d b o n e er osi o n, e a c h sli c e h as 1 

s c ori n g u nit i n e a c h of t h e 4 q u a dr a nts; f or 

b a c kfill a n d a n k yl os es, e a c h sli c e h as 1 s c ori n g 

u nit i n e a c h of t h e u p p er a n d l o w er h alf. E a c h 

s c ori n g u nit h as s c or e of 0 or 1.  ( 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.

S P A R C C SIJ S S S 

S c or e

F or e a c h f e at ur e, s u m all c orr es p o n di n g s c ori n g u nits. 

T h e s u m 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).

s e e ‘ M RI D at a 

Pr o gr a m mi n g G ui d a n c e 

f or A x S p A St u di es’ f or 

missi n g r ul e a n d 

i m p ut ati o n m et h o d

A b br e vi ati o ns:  C R P = C -r e a cti v e pr ot ei n; n o. = n u m b er; N R S = n u m eri c r ati n g s c al e; Q = q u esti o n; 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 ; V = visit. 



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 8

L Y 2 4 3 9 8 2 1

T a bl e R H C H .6 .4 . D e s cri pti o n of P ri m ar y a n d S e c o n d ar y Effi c a c y A n al y s e s

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

A S A S 4 0 A S A S 4 0 -

P ri m a r y

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI ; 

C at e g ori c al M M R M

I T T P o p ul ati o n

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 

Pri m ar y  a n al ysis is l o gisti c r e gr essi o n 

a n al y sis wit h N RI f or I T T P o p ul ati o n i n 

b D M A R D -n aï v e p ati e nts c o m p ari n g 

I X E 8 0 Q 4 W vs. pl a c e b o at W e e k 1 6 

( S e cti o n 6. 9. 1 ).

Ot h er a n al ys es ar e a d diti o n al a n al ys es 

of pri m ar y o ut c o m e ( S e cti o n 6. 9. 3 )

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI ; 

C at e g ori c al M M R M

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

M aj or s e c o n d ar y effi c a c y a n al ysis is 

l o gisti c r e gr essi o n a n al ysis wit h N RI f or 

I T T P o p ul ati o n c o m p ari n g I X E 8 0 Q 4 W 

vs. pl a c e b o at W e e k 1 6 ( S e cti o n 6. 9. 2 );

Ot h er a n al ys es ar e a d diti o n al a n al ys es 

of pri m ar y o ut c o m e ( S e cti o n 6. 9. 3 )

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI

P er Pr ot o c ol S et

i n b D M A R D 

n aï v e p ati e nts ;

P er Pr ot o c ol S et

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6

A d diti o n al a n al y s es of pri m ar y o ut c o m e 

( S e cti o n 6. 9. 3 ).

K M a n al ysis of ti m e t o 

first A S A S 4 0 R es p o ns e 

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o d uri n g 

P eri o d 2

A d diti o n al a n al y s es of pri m ar y o ut c o m e 

( S e cti o n 6. 9. 3 ).

S u b gr o u p a n al ys es I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6

S u b gr o u p A n al ysis ( S e cti o n 6. 1 2. 1 )

D es cri pti v e st atisti cs of 

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

N o c o m p aris o n d uri n g p eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es f or 

pri m ar y  o ut c o m e ( S e cti o n 6. 9. 4 )

T his s u m m ar y i n cl u d es E xt e n d e d 

Tr e at m e nt P eri o d P o p ul ati o n o v er all 

a n d b y A S A S 4 0 r es p o ns e st at us 

(r es p o n d er vs n o nr es p o n d er ) at W e e k 1 6 

( Visit 8) ( N RI) 



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 3 9

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

D es cri pti v e st atisti cs of 

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

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es f or 

pri m ar y  o ut c o m e ( S e cti o n 6. 9. 4 )

A S A S 2 0 A S A S 2 0 –

M aj o r 

S e c o n d a r y

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI ; 

C at e g ori c al M M R M

I T T P o p ul ati o n; I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

M aj or s e c o n d ar y effi c a c y a n al ysis is 

l o gisti c r e gr essi o n a n al ysis wit h N RI f or 

I T T P o p ul ati o n c o m p ari n g I X E 8 0 Q 4 W 

vs. pl a c e b o at W e e k 1 6 ( S e cti o n 6. 9. 2 ).

O t h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

O t h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

K M a n al ysis of ti m e t o 

first A S A S 2 0 R es p o ns e 

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o d uri n g 

P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

S u b gr o u p a n al ys es I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6

S u b gr o u p A n al ysis ( S e cti o n 6. 1 2. 1 )

D es cri pti v e st atisti cs of 

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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

T his s u m m ar y i n cl u d es E xt e n d e d 

Tr e at m e nt P eri o d P o p ul ati o n o v er all 

a n d b y A S A S 2 0 r es p o ns e st at us 

(r es p o n d er vs n o nr es p o n d er ) at W e e k 1 6 

( Visit 8) ( N RI)

D es cri pti v e st atisti cs of 

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

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 )



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 0

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

A S D A S A S D A S cr p

c h a n g e fr o m 

b as eli n e

(M aj o r 

S e c o n d a r y) 

M M R M I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P er i o d 2

M aj or s e c o n d ar y effi c a c y a n al ysis is 

M M R M a n al ysis f or I T T P o p ul ati o n 

c o m p ari n g I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 ( S e cti o n 6. 9. 2 ).

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

A N C O V A wit h m B O C F I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P er i o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

A S D A S A S D A S 

I n a cti v e 

Dis e as e

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

K M a n al ysis of ti m e t o 

first A S D A S i n a cti v e 

dis e as e r es p o ns e 

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o d uri n g 

P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 1

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

D es cri pti v e st atisti cs of 

A S D A S i n a cti v e dis e as e 

r es p o ns e r at 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

A S D A S i n a cti v e dis e as e 

r es p o ns e r at e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 )

A S D A S < 2. 1  –

M aj o r 

S e c o n d a r y

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI ; 

C at e g ori c al M M R M

I T T P o p ul ati o n; I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

M aj or s e c o n d ar y effi c a c y a n al ysis is 

l o gisti c r e gr essi o n a n al ysis wit h N RI f or 

I T T P o p ul ati o n c o m p ari n g I X E 8 0 Q 4 W 

vs. pl a c e b o at W e e k 1 6 ( S e cti o n 6. 9. 2 ).

Ot h er s e c o n d ar y effi c a c y a n al ys es

( S e cti o n 6. 9. 4 )

L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es

( S e cti o n 6. 9. 4 )

K M a n al y sis of ti m e t o 

first A S D A S < 2. 1

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o d uri n g 

P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

A S D A S < 2. 1 r es p o ns e r at 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 )



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 2

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

D es cri pti v e st atisti cs of 

A S D A S < 2. 1 r es p o ns e r at e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 )

A S D A S 

cli ni c al 

i m p ort a nt 

i m pr o v e m e nt; 

m aj or 

i m pr o v e m e nt

L o gisti c r e gr essi o n

a n al y sis wit h N RI; 

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

r es p o ns e r at 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

N o c o m p aris o n d ur i n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

r es p o ns e r at e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

B A S D AI B A S D AI 5 0 L o gisti c r e gr essi o n 

a n al y sis wit h N RI ;

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

M aj or s e c o n d ar y effi c a c y a n al ysis is 

l o gisti c r e gr essi o n a n al ysis wit h N RI f or 

I T T P o p ul ati o n co m p ari n g I X E 8 0 Q 4 W 

vs. pl a c e b o at W e e k 1 6 ( S e cti o n 6. 9. 2 ).

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

B A S D AI 5 0 r es p o ns e r at 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 3

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

D es cri pti v e st atisti cs of 

B A S D AI 5 0 r es p o ns e r at e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 )

B A S D AI B A S D AI 

c h a n g e a n d % 

i m pr o v e m e nt 

fr o m b as eli n e

(i n cl u. 

I nfl a m m atio n)

B A S D AI 

c h a n g e fr o m 

b as eli n e –

M aj o r 

S e c o n d a r y

M M R M I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

A N C O V A wit h m B O C F I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

B A S FI B A S FI c h a n g e 

fr o m b as eli n e 

(M aj o r 

S e c o n d a r y) 

a n d % 

i m pr o v e m e nt 

fr o m b as eli n e 

M M R M I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

M aj or s e c o n d ar y effi c a c y a n al y sis is 

M M R M m e a n c h a n g e a n al ysis f or I T T 

P o p ul ati o n c o m p ari n g I X E 8 0 Q 4 W vs. 

pl a c e b o at W e e k 1 6 ( S e cti o n 6. 9. 2 ).

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

A N C O V A wit h m B O C F I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 4

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n e 

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

S P A R C C 

S pi n e 

S c or e

S P A R C C -

S pi n e c h a n g e 

fr o m b as eli n e -

M aj o r 

S e c o n d a r y

A N C O V A w it h o bs er v e d 

c as e a n al ysis

I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 

M aj or s e c o n d ar y effi c a c y a n al ysis is 

A N C O V A wit h o bs er v e d c as e a n al ysis 

f or I T T P o p ul ati o n c o m p ari n g

I X E 8 0 Q 4 W vs. pl a c e b o at W e e k 1 6 

( S e cti o n 6. 9. 2 ).

A N C O V A wit h m B O C F I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p ar is o n at W e e k 5 2 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b

N o c o m p aris o ns at W e e k s 1 6 

a n d 5 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

S P A R C C 

SIJ S c or e

S P A R C C SI J 

s c or e c h a n g e 

fr o m b as eli n e

A N C O V A wit h o bs er v e d 

c as e a n al ysis ;

A N C O V A wit h m B O C F

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n at W e e k 5 2 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 5

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

S P A R C C 

SIJ 

Str u ct ur al 

S c or e 

( S S S)

S P A R C C SIJ 

S S S s c or e 

c h a n g e fr o m 

b as eli n e f or 

e a c h of t h e 4 

f e at ur es: f at 

m et a pl asi a, 

b o n e er osi o n, 

b a c kfill a n d 

a n k y l osis.

A N C O V A wit h o bs er v e d 

c as e a n al ysis ;

A N C O V A wit h m B O C F

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o ns at W e e k 5 2 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

A S A S A S A S 5/ 6 a n d 

A S A S p arti al 

r e missi o n

L o gisti c r e gr essi o n 

a n al y sis wit h N RI; 

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

A S A S 5/ 6 r es p o ns e r at e 

a n d A S A S p arti al 

r e missi o n

E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

P ati e nt 

Gl o b al

P ati e nt Gl o b al 

c h a n g e a n d % 

i m pr o v e m e nt 

fr o m b as eli n e

M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

S pi n al P ai n S pi n al P ai n a n d 

S pi n al P ai n at 

ni g ht c h a n g e 

a n d % 

i m pr o v e m e nt 

fr o m b as eli n e

M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 6

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

C R P C R P c h a n g e 

fr o m b as eli n e

M M R M I T T P o p ul ati o n;

I T T P o p ul ati o n 

i n b D M A R D-

n aï v e p ati e nts;

P er Pr ot o c ol S et;

P er Pr ot o c ol S et 

i n b D M A R D-

n aï v e p ati e nts

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

M o bilit y 

r el at e d 

m e as ur es

B A S MI li n e ar 

(i n cl. 5 

c o m p o n e nts); 

c h est 

e x p a nsi o n, 

o c ci p ut t o w all 

dist a n c e

c h a n g e fr o m 

b as eli n e 

M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

E nt h esitis 

S c or es

M A S E S c h a n g e 

fr o m b as eli n e 

M M R M I T T P o p ul ati o n 

wit h B as eli n e 

M A S E S > 0

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

c h a n g e fr o m b as eli n 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 wit h 

B as eli n e 

M A S E S > 0

N o tr e at m e nt gr o u p 

c o m p aris o ns d uri n g P eri o d 3

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 4 7

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

M A S E S s c or e 

= 0

L o gisti c r e gr essi o n 

a n al y sis wit h N RI; 

Fis h er’s e x a ct t est wit h 

N RI

I T T P o p ul ati o n 

wit h B as eli n e 

M A S E S > 0

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

M A S E S = 0 

E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n wit h 

B as eli n e 

M A S E S > 0 

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

H e el E nt h esitis 

S c or e = 0

L o gisti c r e gr essi o n 

a n al y sis wit h N RI; 

Fis h er’s e x a ct t est wit h 

N RI

I TT P o p ul ati o n 

wit h B as eli n e 

H e el E nt h esitis 

S c or e > 0

I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n P eri o d 2

Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

D es cri pti v e st atisti cs of 

M A S E S = 0 

E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n wit h 

B as eli n e H e el 

E nt h esitis S c or e

> 0 

N o c o m p aris o n d uri n g P eri o d 3 Ot h er s e c o n d ar y effi c a c y a n al ys es 

( S e cti o n 6. 9. 4 ).

N S AI D 

(i n cl u di n g 

C O X -2 

i n hi bit or s) 

I nt a k e

Pr o p orti o n of 

p ati e nts t a ki n g 

N S AI D 

(i n cl u di n g 

C O X -2 

i n hi bit or s)

D es cri pti v e st atisti cs E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n

At W e e ks 1 6, 2 0, 2 4, 2 8, 3 2, 3 6, 

4 4, 5 2.

A n al y s es o n N S AI D i nt a k e 

( S e cti o n 6. 9. 4. 1 )
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M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 , 6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

C h a n g e f r om 

b as eli n e i n 

A S A S -N S AI D 

D es cri pti v e st atisti cs E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n w h o 

h a v e N S AI D 

(i n cl u di n g C O X-

2 i n hi bit or) 

i nt a k e at 

b as eli n e

At W e e ks 1 6, 2 0, 2 4, 2 8, 3 2, 3 6, 

4 4, 5 2.

A n al y s es o n N S AI D i nt a k e 

( S e cti o n 6. 9. 4. 1 )

A S A S -

N S AI D 5 0;

A S A S -N S AI D

1 0;

A S A S -N S AI D 

0

D es cri pti v e st atisti cs E xt e n d e d 

Tr e at m e nt 

P eri o d 

P o p ul ati o n w h o 

h a v e N S AI D 

(i n cl u di n g C O X-

2 i n hi bit or ) 

i nt a k e at 

b as eli n e 

At W e e ks 1 6, 2 0, 2 4, 2 8, 3 2, 3 6, 

4 4, 5 2.

A n al y s es o n N S AI D i nt a k e 

( S e cti o n 6. 9. 4. 1 )

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 = 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 y l osi n g S p o n d ylitis M etr ol o g y I n d e x; C R P = C-r e a cti v e pr ot ei n; I T T = i nt e nt-t o-tr e at; I X E 8 0 Q 4 W = i x e ki z u m a b 8 0 m g e v er y 4 w e e ks; K M = K a pla n -

M ei er; 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 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; N RI = n o nr es p o n d er i m p ut ati o n; N S AI D = n o nst er oi d al a nti -i nfl a m m at or y dr u g.
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6. 9. 1. P ri m a r y O ut c o m e a n d M et h o d ol o g y
T h e pri m ar y  o ut c o me is t h e pr o p ortio n of  p ati ent s a c hi e vi n g A S A S 4 0 at W e e k 1 6 ( Visit 8) i n 

b D M A R D -n aï v e p ati e nts . T h e pri m ar y o ut c o m e r el at e d t o i m pr o v e m e nt i n s y m pt o m at i c f e at ur e 
of  A x S p A ar e ass ess e d at W e e k 1 6 ( Visit 8) pri or t o pl a c e b o p ati e nts b ei n g s wit c h e d t o 
i x e ki z u m a b d uri n g 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 pri m ar y  a n al ysis will b e b as e d o n t h e 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 nt s f or 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) c o m p ari n g t he 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 at W e e k 1 6 ( Visit 8 ).  T h e pri m ar y a n al ysis is a l ogisti c r e gr essi o n a n al ysis wit h 
tr e at me nt a n d b as eli n e C R P st at us i n t h e m o d el ( S e ctio n 6. 1. 1 ).  

T a bl e R H C H .6 .4 pr o vi d es t he d et ail e d a n al ys es i n cl u di n g a n al ysis t y p e, m et h o d a n d i m p ut ati o n, 
p o p ul at i on, ti m e p oi nt, a n d tr e at m e nt c o m p aris o ns f or pri m ar y o ut c o m e .

6. 9. 2. M aj or S e c o n d a r y Effi c a c y A n al y s e s
T h e m aj or s e c o n d a r y o ut c o mes at W e e k 1 6 ( Visit 8) ar 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 4 0 r es p o ns e i n o v er all p o p ul ati on

 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 i n o v er all p o p ul ati on

 C h a n g e fr o m b as eli n e i n A S D A S i n o v er all p o p ul ati o n
 C h a n g e fr o m b as eli n e i n B A S D A I i n o v er all p o p ul ati o n

 C h a n g e fr o m b as eli n e i n B A S FI i n o v er all p o p ul ati o n
 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 i n o v er all p o p ul at i on

 C h a n g e fr o m b as eli n e i n M RI S P A R C C s pi n e s c or e i n o v er all p o p ul ati on
 C h a n g e fr o m b as eli n e i n S F -3 6 P C S i n o v er all p o p ul at i on *

* D et ail e d d es cri pti o ns a n d a n al ys es o n S F -3 6 P C S ar e d es cri b e d i n T a bl e R H C H .6 .5 a n d T a bl e R H C H .6 .6 .

T h e m aj or s e c o n d ar y  a nal ysis will b e b as e d o n t h e I T T P o p ul at i on for P eri o d 2 c o m p ari n g t he
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 at W e e k 1 6 ( Visit 8).  

T h e pri m ar y  a n al y sis f or c at e g ori c al m aj or s e c o n d ar y  o ut c o me s is a l ogi st i c r e gr essi on a n al ysis 

wi t h tr e at me nt, b as eli n e C R P st at us a n d T N F i n hi bit or e x p eri e n c e i n t h e m o d el  (o nl y i n o v er all 
p o p ul at i on , S e cti o n 6. 1. 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 ( S e cti o n 6. 3. 1 ).  

T h e pri m ar y a n al ysis f or c o n ti n u o us m a j or s e c o n d ar y o ut c o me s ( e x c e pt M RI S P A R C C s pi n e

s c or e ) is a n M M R M a n al ysis wi t h tr e at me nt, b as eli n e C R P st at us, T N F i n hi bit or e x p eri e n c e, 
b as eli n e v al u e, visit, b as eli n e v al u e -b y -vi si t, a n d tr e at me nt -b y -visit i nt er a cti o n as fi x e d f a ct ors 
( S e ctio n 6. 1. 1 ).

T h e pri m ar y  a n al ysis f or c h a n g e fr o m b as eli n e i n M RI S P A R C C s pi n e s c or e is a n o bs er v e d c as e 

a n al ysis usi n g 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 , T N F i n hi bit or e x p eri e n c e, a n d 
b as eli n e v al u e i n t h e m o d el ( S e cti o n 6. 1. 1 ).  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 
S P A R C C s pi n e s c or e will b e i n cl u d e d i n t h e a n al ysis .

T h e s e m ajor s e c o n d ar y  c o m p ar is o ns will b e t est e d b as e d o n t h e gr a p hi c al m ult i pl e t esti n g 
p r o c e d ur e d et ail e d i n S e cti o n 6. 4 .
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T a bl e R H C H .6 .4 pr o vi d es t he d et ail e d a n al ys es i n cl u di n g a n al ysis t y p e, m et h o d a n d i m p ut ati o n, 
p o p ul at i on, ti m e p oi nt, a n d tr e at m e nt c o m p aris o ns f or m a j or s e c o n d ar y o ut c o m e s .

6. 9. 3. A d diti o n al A n al y s e s of t h e Pri m a r y O ut c o m e
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 d di tio n al  a n al ys es of t h e pri m ar y 
o ut c o m e , A S A S 4 0.  

T o s u p p ort t h e pri m ar y  o ut c o me a n al ysis, A S A S 4 0 will b e a n al y z e d b as e d o n t h e P P S 

P o p ul at i on i n b D M A R D -n aï v e a n d o v er all p at i ent s f or P erio d 2 at W e e k 1 6 ( Visit 8) usi n g a 
l ogist i c r e gr essi on a n al ysis wit h tr e at m e nt, b as eli n e C R P st at us , 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 ( o nl y i n o v er all p ati ent s) i n t h e m o d el ( S e ctio n 6. 1. 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 ( S e cti o n 6. 3. 1 ).

Fi g ur es s h o wi n g t h e pr o p orti o n of p at i ent s a c hi e vi n g a n A S A S 4 0 r es p o ns e at e a c h s c h e d ul e d 
visit d uri n g P eri o d 2 wit hi n e a c h tr e at m e nt gr o u p will b e pr o vi d e d.

Ti m e t o first A S A S 4 0 r es p o ns e will b e ass ess e d b as e d o n t h e I T T P o p ul at i on d uri n g P eri o d 2 as 
d es cri b e d i n S e cti o n 6. 1. 1 .  

Pl e as e s e e T a bl e R H C H .6 .4 f or d etails of t he a d di tio n al  a nal ys es o n pri m ar y o ut c o m e .

6. 9. 4. Ot h e r S e c o n d a r 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 f or ot h er s e c o n d ar y  effi c a c y a n al ys e s.  

T h e ot h er s e c o n d ar y  effi c a c y vari a bl es f or s e c o n d ar y o bje ct i v es will b e d o n e o n :

 A S A S 4 0 , A S A S 2 0 , A S A S 5/ 6 a n d p arti al r e missi o n, B A S D AI 5 0

 A S D A S i n a cti v e dis e as e , A S D A S < 2. 1, c i ni c all y i m p ort a nt im pr o v e m e nt a n d m aj or 
i m pr o v e m e nt

 C h a n g e fr o m b as eli n e i n :
o in di vi d u al  c o mp o n e nts of t h e A S A S crit eri a ( p atie nt gl o b al, s pi n al  pai n, f u n ct i on, 

i nfl a m m ati on, C R P , a n d s pi n al m obilit y [l at er al s pi n al fl e xio n ])
o B A S D AI a n d i nfl a m m at i on ( me a n of Q 5 a n d Q 6 o n B A S D AI)

o A S D A S , B A S FI, C R P
o m o bilit y ( 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, c h est e x p a nsi o n, o c ci p ut t o 

w all dist a n c e)
o M RI S P A R C C s pi n e s c or e ; M RI S P A R C C SIJ str u ct ur al s c or e ( S S S) f or e a c h of 

t he 4 f e at ur es: f at m et a pl asi a, b o n e er osi o n, b a c kfill a n d a n k yl o s es; M RI 
S P A R C C SI J s c or e ; e nt h esit is s c or e ( M A S E S)

o A S A S -N S AI D s c or e ( a p pl y t o P eri o d 3 a n al ysis o nl y , S e ct i on 6. 9. 4. 1 )

Tr e at m e nt c o m p aris o ns of 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 at W e e k 1 6 ( Visit 8) a n d all 
ot h er p ost b as eli n e visits d uri n g P eri o d 2 will b e pr o vi d e d.  

D es cri pt i v e st atisti cs (t h at is, n o i nf er e nti al t esti n g) will b e pr o vi d e d d uri n g P eri o d 3, or 
C o m bi n e d P eri o ds 2 a n d 3, as a p pli c a bl e .  
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T a bl e R H C H .6 .4 pr o vi d es t he d et ail e d a n al ys es i n cl u di n g a n al ysis t y p e, m et h o d a n d i m p ut ati o n, 
p o p ul at i on, ti m e p oi nt, a n d tr e at m e nt c o m p aris o ns f or ot h er s e c o n d ar y  o ut c o m e s .

6. 9. 4. 1. A n al y s e s o n N S AI D I nt a k e

A S A S -N S AI D s c or e i s us e d t o pr es e nt t h e N S AI D (i n cl u di n g C O X-2 i n hi bit or) i nta k e b y 

c o nsi d eri n g t he t y p e of  N S AI D, t h e t ot al da il y d o s e, a n d t he n u m b er of d a ys o n w hi c h N S AI D 

h as b e e n t a k e n d uri n g a p eri o d of i nt er est ( D o u g a d os et  al. 2 0 1 1).  A p p e n di x 2 pr o vi d es t h e 
e q ui v al e n t d os e of e a c h N S AI D c o m p ar e d t o 1 5 0 m g di cl of e n a c (D o u g a d os et al. 2 0 1 1) , 
a d di tio n al  e q ui v al e nt s c or es ar e list e d b el o w:

F or t h e N S AI D e q ui v al e nt s c ori n g s yst e m, 0 = n o i nt a k e, 1 0 0 = 1 5 0 m g di cl o f e n a c, 1 0 0 0 m g

n a pr o x e n, 2 0 0 m g a c e cl o f en a c, 4 0 0 m g c el e c o xi b, 6 0 0 m g et o d ol a c, 9 0 m g et ori c o xi b, 2 0 0 m g 
fl ur bi pr of e n, 2 4 0 0 m g i b u pr o f en, 1 5 0 m g i n d o m et a ci n, 2 0 0 m g k et o pr of e n, 1 5 m g m el o xi c a m,

2 0 0 m g ni m es uli d e, 4 0 0 m g p h e n yl b ut a z o n e, 2 0 m g pir o xi c a m, 2 0 m g t e n o xi c a m ( D o u g a d os et 
al . 2 0 1 1).  A d dit i on all y , 1 0 0 = 1 8 0 m g a c e m et a ci n, 3 6 0 0 m g a c et yls ali c y li c a ci d, 3 6 0 0 m g 

s ali c yli c a ci d, 3 2 m g l or n o xi c a m, 3 6 0 m g l ox o pr of e n, 1 0 0 0 m g m e f e n a mi c a ci d, 2 0 0 0 m g 
n a b u m et o n e, 1 0 0 0 m g nifl u mi c a ci d, 6 0 0 m g ti a pr of e ni c a ci d , 9 0 mg p el u bi pr of e n, 2 4 0 m g 

z al t o pr ofe n, 1 2 0 m g k et or ol a c tr o m et h a mi n e (if u s e d i ntr a m us c ul arl y [I M] or i ntr a v e n o us [I V] ), 
4 0 m g k et or ol a c tr o m et h a mi n e (if us e d or all y) , 1 2 0 m g k et or ol a c (if u s e d i ntr a m us c ul arl y  [I M]

or i ntr a v e n o us [I V] ), 4 0 m g k et or ol a c (if us e d or all y), 4 0 0 m g s uli n d a c, 1 2 0 0 mg d e xi b u pr of e n , 
7 5 m g d e x k et o pr of e n , 1 1 1 0 m g t al nifl u m at e.  F or Vi m o v o, e s o m e pr a z ol e str o nti u m w/ n a pr o x e n ,

es o m e pr a z o l e w/ n a pr o x e n a n d n a pr o x e n w/ o m e pr a z ol e, us e t h e s c or e f or n a pr o x e n; f or c aff ei n e 
wi t h ib u pr o f en , C A R O L -F, a n d f a m ot i di n e w/i b u pr of e n, us e t h e s c or e f or i b u pr of e n ; f or 

D i ox afl e x Pr ot e c a n d Art hr ot e c , us e t h e s c or e f or di cl of e n a c; for a n a ci n / 0 0 1 4 1 0 0 1/, us e t h e s c or e 
f or a c et yls ali c yli c a ci d; f or p a y n o cil, us e t h e s c or e f or s ali c yli c a ci d.

T h e g e n er al  for m ul a f or c al c ul at i n g A S A S -N S AI D s c or e is:

( e q ui v al e nt N S AI D s c or e) x ( d a ys of i nt a k e d uri n g p eri o d of i nt er est) x ( d a ys p er w e e k)/( p eri o d of 
i nt er est i n d a ys).

A s c or e is assi g n e d d e p e n di n g o n t h e fr e q u e n c y  of N S AI D us e p er w e e k ( D o u g a d os et al. 2 0 1 1):
7/ 7:  e v er y d a y  u s e; 6/ 7 :  > 5 d a ys/ w e e k ; 4/ 7 :  > 3 t o ≤ 5 d a ys/ w e e k ; 2/ 7 :  > 1 t o ≤ 3 d a ys/ w e e k ; 

0. 5/ 7 :  ≤ 1 d a y / w e e k; 0 :  n o i nt a k e .

F or e x a m pl e ( D o u g a d os et al. 2 0 1 1 ), if d uri n g a p eri o d of i nt er est ( b et w e e n t w o visits) of  

6 m o nt hs, if t he p ati e nt h as t a k e n pir o xi c a m 2 0 m g d uri n g t he fi r st 4 m o nt hs o n 3 -5 d a ys p er 
w e e k a n d h as us e d 1 0 m g pir o xi c a m d uri n g t h e r e m ai ni n g 2 m o nt hs o n 2 d a y s a w e e k , t he 

A S A S -N S AI D s c or e f or t he fi r st 4 mo nt hs is :

1 0 0 ( 2 0 m g pir o xi c a m s c or e) × 1 2 0 ( 4 m o nt hs) × 4/ 7 ( 3 – 5 d a ys/ w e e k)/ 1 8 0 ( 6 m o nt hs) = 3 8. 1

t he A S A S -N S AI D s c or e f or t he r e m ai ni n g 2 m o nt hs is:

5 0 ( 1 0 m g pir o xi c a m s c or e) × 6 0 ( 2 m o nt hs) × 2/ 7 ( 2 – 3 d a ys/ w e e k)/ 1 8 0 ( 6 m o nt hs) = 4. 8

T h e t o t al s c or e f or t h e 6 m o nt h p eri o d is 4 2. 9 ( 3 8. 1 pl us 4. 8).
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A S A S -N S AI D s c or e will b e s u m m ari z e d f or t h e f oll o wi n g e n d p o i nts at b as eli n e W e e k 0 ( w h e n 
a p pli c a bl e ) a n d e a c h s c h e d ul e d visit of i nt er est, w hi c h i n cl u d es t he ti m efr a m e aft er t h e d at e of 
pr e vi o us visit t o t he d at e of c urr e nt visit : 

 C h a n g e fr o m b as eli n e i n A S A S -N S AI D
 A S A S -N S AI D 5 0, A S A S -N S AI D 1 0, A S A S -N S AI D 0 .

I n a d diti on, pr o p orti o n of p at i ent s t a ki n g N S AI D at s p e cifi e d visit will b e s u m m ari z e d.

6. 9. 5. S e n siti vit y A n al y s e s

6. 9. 5. 1. M ulti pl e I m p ut ati o n

T h e pri m ar y  a n d k e y c at e g ori c al s e c o n d ar y e n d p oi nt s at W e e k 1 6 ( Visit 8) m a y b e a n al y z e d 

b as e d o n t h e I T T P o p ul ati on a n d I T T P o p ul ati o n i n b D M A R D -n aï v e p at i ent s usi n g t h e m u lti pl e 

i m p ut atio n ( MI) m et h o d, as d es cri b e d i n S e cti o n 6. 3. 3 . A n al ys es f or c at e g ori c al e n d p o i nts will 
b e b as e d o n t h e l o gist i c r e gr essi on a n al ysis wit h i n clu d e tr e at me nt, b as eli n e C R P st at us a n d T N F 
i n hi bit ors e x p eri e n c e i n t h e m o d el ( S e cti o n 6. 1. 1 ).  

6. 9. 6. A d diti o n al E x p l o r at o r y A n al y s e s
E x pl or at or y  a n al ys es li k e i n cl u di n g a d di tio n al  c o v ariat e s ( e. g. p o ol e d sit e s) i n t h e l o gisti c 
r e gr essi o n, M M R M or c at e g ori c al M M R M a n al y si s m a y b e e x pl or e d. P ot e nti al pr ot o c ol 
d e vi at i ons t h at mi g ht h a v e i m p a ct o n tr e at m e nt eff e ct i n cl u di n g b ut n ot li mit e d t o t h e o n es i n I P D 
list m a y als o b e c o nsi d er e d f or f urt h er e x cl u di n g fr o m P P S f or s e nsit i vity a n al ysis.

6. 9. 7. H e alt h O ut c o m e s/ Q u alit y -of -Lif e A n al y s e s
T h e h e alt h o ut c o m es a n d q u alit y of  lif e ( Q O L) me as ur es ar e A S A S -HI, S F -3 6, F A CI T -F ati g u e ,
W P AI -S p A a n d E Q -5 D -5 L .

T h e a n al ys es of h e alt h o ut c o m es a n d Q O L m e as ur es f or 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 .  D es cri pti v e st ati stic s will  be pr o vi d e d f or P eri o d 3 b as 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 at i on .  

T a bl e R H C H .6 .5 i n cl u d es t h e d es cri pti o n a n d d eri v ati on of t h e h e alt h o ut c o m es a n d Q O L 
m e as ur es.

T a bl e R H C H .6 .6 pr o vi d es t h e d et ail e d a n al ys es i n cl u di n g a n al ysis t y p e, m et h o d a n d i m p ut ati o n, 
p o p ul at i on, ti m e p oi nt, a n d tre at m e nt gr o u p c o m p aris o ns f or h e alt h o ut c o m es a n d Q O L a n al ys es .



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 5 3

L Y 2 4 3 9 8 2 1

T a bl e R H C H .6 .5 . D e s cri pti o n a n d D eri v ati o n of H e alt h O ut c o m e s a n d Q u alit y -of -Lif e M e a s ur e s

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g C o m p o n e nts

A S A S H e alt h I n d e x :

T h e A S A S -H e alt h I n d e x ( A S A S -HI) is a dis e as e s p e cifi c 

h e alt h -i n d e x i nstr u m e nt d esi g n e d t o ass ess t h e i m p a ct of 

i nt er v e nti ons f or S p A, i n cl u di n g a x S p A. T h e 1 7 it e m 

i nstr 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 alt h) t o 1 7 

( p o or H e alt h) ( Kilt z et al. 2 0 1 3). Ea c h it e m c o nsists of 1 

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 1) or “I d o n ot a gr e e (s c or e 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 alt h. 

A S A S -HI All it e m s c or es ar e s u m m e d t o gi v e a

t ot al s c or e or i n d e x.

R a n g e: 0 t o 1 7

0 ( g o o d h e alt h) a n d 1 7 ( p o or h e alt h)

N ot e, it e ms # 7 a n d # 8 m a y n ot b e 

a p pli c a bl e f or s o m e p ati e nts. F or t h os e 

p ati e nts w h o ti c k e d t h e r es p o ns e “ n ot 

a p pli c a bl e ”, t h e s u m s c or e is a n al y z e d 

b as e d o n n = 1 6 or n = 1 5, r es p e cti v el y.

If ≥ 4 it e ms ( > 2 0 %) h a v e 

missi n g r es p o ns e, t h e n 

A S A S -HI is missi n g. 

If < 4 it e ms (≤ 2 0 %) 

missi n g, t h e n i m p ut e d s u m 

= s u m of s c or es fr o m 

n o n missi n g it e ms x n / ( n -

n o. of missi n g it e ms) , 

w h er e n is t h e t ot al n u m b er 

of a p pli c a bl e it e ms, e. g. 1 5, 

1 6, or 1 7.

[ A S A S H e alt h I n d e x Us er 

M a n u al ( W W W)].

M e di c al O ut c o m es St u d y 3 6 -it e m S h o rt-F o r m H e alt h 

S u r v e y :

T h e S F -3 6 is a 3 6 -it e 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 ulti 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 oni 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 f u n cti o ni n g, m e nt al 

h e alt h, a n d g e n er al h e alt h. T h e 2 o v er ar c hi n g d o m ai ns of 

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 C o m p o n e nt S u m m ar y a n d P h ysi c al Co

m p o n e nt S u m m ar y s c or es. T h e s u m m ar y s c or es r a n g e 

fr o m 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 cti o n 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]).

8 ass o ci at e d d o m ai n 

s c or es:

 P h y si c al F u n cti o ni n g, 

 R ol e P h ysi c al, 

 B o dil y P ai n, 

 G e n er al H e alt h,

 Vit alit y, 

 S o ci al F u n cti o ni n g, 

 R ol e E m oti o n al, 

 M e nt al H e alt h

2 c o m p o n e nt S c or es:

 M C S S c or e

 P C S S c or e

P C S c h a n g e fr o m b as eli n e 

– M aj o r S e c o n d a r y

P er c o p yri g ht o w n er, t h e Q u alit y

M etri c H e alt h O ut c o m es ™ S c ori n g 

S oft w ar e will b e us e d t o d eri v e S F -3 6 

d o m ai n a n d c o m p o n e nt s c or es. Aft er 

d at a q u alit y -c o ntr ols, t h e S F -3 6 

s oft w ar e will r e-c ali br at e t h e it e m -

l e v el r es p o ns es f or c al c ul ati o n of t h e 

d o m ai n a n d c o m p o n e nt s c or es. T h es e 

r a w s c or es will b e tr a nsf or m e d i nt o t h e 

d o m ai n s c or es (t -s c or es) usi n g t h e 1 -

w e e k r e c all p eri o d. T h e s u m m ar y 

s c or es r a n g e fr o m 0 t o 1 0 0. 

If a n it e m is missi n g, t h er e 

will b e i m p ut ati o n 

c o n d u ct e d b y t h e S c ori n g 

S oft w ar e.



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 5 4

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g C o m p o n e nts

F u n cti o n al Ass ess m e nt of Cli ni c al Ill n ess T h e r a p y 

F ati g u e ( F A CI T -F ati g u e ) S c al e:

T h e F A CI T -F ati g u e s c al e ( C ell a a n d W e bst er 1 9 9 7) is a 

1 3 -it em s y m pt o m -s p e cifi c q u esti o n n air e t h at ass ess es t h e 

s elf-r e p ort e d s e v erit y of f ati g u e a n d its i m p a ct u p o n dail y  

a cti viti es a n d f u n cti o ni n g .

F A CI T -F ati g u e t ot al s c or e T h e F A CI T -F ati g u e us es 0 ( “ n ot at 

all ”) t o 4 ( “ v ery m u c h ”) n u m eri c

r ati n g s c al es t o ass ess f ati g u e a n d its 

i m p a ct i n t h e p ast 7 d a ys.  S c or es 

r a n g e fr o m 0 t o 5 2 wit h hi g h er s c or es 

i n di c ati n g l ess f ati g u e.  T h e F A CI T -

F ati g u e S c ori n g G ui d eli n es ( V ersi o n 

4) will b e us e d t o c al c ul at e t h e T ot al 

S c or e.  R e v ers als ar e n e e d e d f or all 

it e ms e x c e pt A n 5 a n d A n 7, as 

d es cri b e d i n s c ori n g m a n u al.  

htt p:// w w w.s er. es/ w p -

c o nt e nt/ u pl o a ds/ 2 0 1 5/ 0 3/ F A CI T -

F _I N DI C E. p df

Missi n g it e ms ar e 

a c c e pt a bl e as l o n g as m or e 

t h a n 5 0 % of t h e it e ms ar e 

a ns w er e d (i .e ., a mi ni m u m 

of 7 o ut of 1 3 it e ms) , t h e 

s u m of a v ail a bl e it e ms will 

b e di vi d e d b y t h e n u m b er 

of it e ms a ns w er e d t o o bt ai n 

t h e t ot al s c or e.

If l ess t h a n 7 it e ms ar e 

a ns w er e d, t h e F A CI T -

F ati g u e t ot al s c or e will b e 

s et t o missi n g.

W o r k P r o d u cti vit y a n d A cti vit y I m p ai r m e nt 

Q u esti o n n ai r e — S p o n d yl o a rt h ritis :

T h e W or k Pr o d u cti vit y a n d 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) 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 of s p o n d yl o art hritis, h o urs miss e d fr o m 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 o n d yl o art hr itis 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 o n d yl o art hritis aff e ct e d 

a cti viti es o utsi 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 A S p ati e nt p o p ul ati o n ( 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 e is m, 

p er c e nt a g e of pr es 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 cti viti es p erf or m e d o utsi 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 .

p er c e nt a g e of a bs e nt e eis m % w or k ti m e miss e d d u e t o pr o bl e m: 

( Q 2/( Q 2 + Q 4)) * 1 0 0

if Q 2 or Q 4 is missi n g, t h e n 

missi n g

p er c e nt a g e of 

pr es e nt e eis m 

% i m p air m e nt w hil e w or ki n g d u e t o 

pr o bl e m: ( Q 5/ 1 0) * 1 0 0

if Q 5 is missi n g, t h e n 

missi n g

o v er all w or k i m p air m e nt 

s c or e 

% o v er all w or k i m p air m e nt d u e t o 

pr o bl e m: ( Q 2/( Q 2 + Q 4) + [( 1 -

Q 2/( Q 2 + Q 4)) *( Q 5/ 1 0)]) * 1 0 0

if a n y of Q 2, Q 4, or Q 5 is 

missi n g, t h e n missi n g

p er c e nt a g e of i m p air m e nt % a cti vit y i m p air m e nt d u e t o pr o bl e m: 

( Q 6/ 1 0) * 1 0 0

if Q 6 is missi n g, t h e n 

missi n g



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 5 5

L Y 2 4 3 9 8 2 1

M e as u r e / D es c ri pti o n V a ri a bl e D e ri v ati o n / C o m m e nt

I m p ut ati o n A p p r o a c h if 

wit h Missi n g C o m p o n e nts

E u r 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 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 o mi c a p pr ais 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 pti v e s yst e m of t h e 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 V A S.  T h e d es cri pti v e s yst e m c o m pris es t h e 

f oll o wi n g 5 di m e nsi o ns:

it e m 1: m o bilit y

it e m 2: s elf-c ar e

it e m 3: us u al a cti viti es

it e m 4: p ai n/ dis co mf ort

it e m 5: a n xi et y/ d e pr essi o n

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 

ti c ki n g ( or pl a ci n g a cr oss) i n t h e b o x ass o ci at e d wit h t h e 

m ost a p pr o pri at e st at e m e nt i n e a c h of t h e 5 di m e nsi o ns.

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 erti c al V A S w h er e t h e e n d p oi nts ar e l a b el e d 1 0 0 = “ b est 

i m a gi n a bl e h e alt h st at e ” a n d 0 = “ w orst i m a gi n a bl e h e alt h 

st at e ”.

E Q -5 D m o bilit y

E Q -5 D s elf -c ar e

E Q -5 D us u al a cti viti es

E Q -5 D p ai n/ dis c o mf ort

E Q -5 D a n xi et y/ d e pr essi o n

Fi v e h e alt h pr ofil e di m e nsi o ns, e a c h 

di m e nsi o n h as 5 l e v els:

1 = n o pr o bl e ms

2 = sli g ht pr o bl e ms

3 = m o d er at e pr o bl e ms

4 = s e v er e pr o bl e ms

5 = e xtr e m e pr o bl e ms

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 

s h o ul d n ot b e us e d as a pri m ar y s c or e

E a c h di m e nsi o n is a si n gl e 

it e m, missi n g if missin g

E Q -5 D -5 L U K P o p ul ati o n 

b as e d i n d e x s c or e

D eri v e E Q -5 D -5 L U K P o p ul ati o n -

b as e d i n d e x s c or e a c c or di n g t o t h e li n k 

b y usi n g t h e U K al g orit h m ( S z e n d e et 

al. 2 0 0 7) t o pr o d u c e a p ati e nt -l e v el 

i n d e x s c or e b et w e e n -0. 5 9 a n d 1. 0 

( c o nti n u o us v ari a bl e):

htt ps:// e ur o q ol. or g/ w p -

c o nt e nt/ u pl o a ds/ 2 0 1 8/ 0 2/ E Q -5 D -

5 L _ Cr oss w al k _ V al u e _ S ets. xls

If a n y of t h e it e ms is

missi n g, t h e i n d e x s c or e is

missi n g

E Q -5 D -5 L C hi n es e 

P o p ul ati o n b as e d i n d e x 

s c or e

D eri v e E Q -5 D -5 L C hi n es e P o p ul ati o n -

b as e d i n d e x s c or e ( L u o et al. 2 0 1 7) t o 

pr o d u c e a p ati e nt -l e v el i n d e x s c or e 

b et w e e n 0 a n d 1:

htt ps:// ars. els -

c d n. c o m/ c o nt e nt/i m a g e/ 1 -s 2. 0 -

S 1 0 9 8 3 0 1 5 1 6 3 4 1 2 5 0 -m m c 1. xls

If a n y of t h e it e ms is

missi n g, t h e i n d e x s c or e is

missi n g

E Q -5 D V A S R a n g e fr o m 0 = “ w orst i m a gi n a bl e 

h e alt h st at e ” t o 1 0 0 = “ b est i m a gi n a bl e 

h e alt h st at e ”. N ot e: hi g h er v al u e 

i n di c at es b ett er h e alt h st at e.

Si n gl e it e m, missi n g if 

missi n g

A b br e vi ati o ns:  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; M C S = m e nt al c o m p o n e nt s u m m ar y; N R S = n u m eri c r ati n g s c al e; P C S = 

p h y si c al c o m p o n e nt s u m m ar y.  



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 5 6

L Y 2 4 3 9 8 2 1

T a bl e R H C H .6 .6 . D e s cri pti o n of H e alt h O ut c o m e s a n d Q u alit y -of -Lif e A n al y s e s

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 a n d 

6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

3 6 it e m S h ort 

F or m H e alt h 

S ur v e y ( S F -3 6)

P C S c h a n g e fr o m b as eli n e

M aj o r S e c o n d a r y

M M R M ;

A N C O V A wit h 

m B O C F

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n 

P eri o d 2

M aj or s e c o n d ar y a n al ysis is 

M M R M a n al ysis f or I T T 

P o p ul ati o n c o m p ari n g I X E 8 0 Q 4 W 

vs. pl a c e b o at W e e k 1 6 ( S e cti o n

6. 9. 2 ).

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n 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

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n e

I T T P o p ul ati o n 

W h o ar e I niti all y 

R a n d o mi z e d t o 

I x e ki z u m a b 

N o c o m p aris o n d uri n g 

C o m bi n e d P eri o ds 2 a n d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

M C S a n d d o m ai n s c or es

c h a n g e fr o m b as eli n e 

M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n 

P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n 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

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

A S A S H e alt h 

I n d e x ( A S A S-

HI)

c h a n g e fr o m b as eli n e M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n 

P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n 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

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 5 7

L Y 2 4 3 9 8 2 1

M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 a n d 

6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p 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) F ati g u e 

S c al e

c h a n g e fr o m b as eli n e M M R M I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 a n d all ot h er 

p ost b as eli n e visits i n 

P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs 

E xt e n d e d 

Tr e at m e nt P eri o d 

P o p ul ati o n

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

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 esti o n n air e —

S p o n d yl o art hritis

C h a n g e f r om b as eli n e i n:

 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 es e nt e eis m 

 o v er all w or k 

i m p air m e nt s c or e 

 p er c e nt a g e of 

i m p air m e nt 

A N C O V A wit h 

m B O C F

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 i n P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n 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

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

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 Q -5 D -

5 L )

E Q -5 D m o bilit y,

E Q -5 D s elf -c ar e,

E Q -5 D us u al a cti viti es,

E Q -5 D p ai n/ dis c o mf ort,

E Q -5 D a n xi et y/ d e pr essi o n

F or c at e g or y “ n o 

pr o bl e m ”:

L o gisti c r e gr essi o n 

wit h N RI; 

Fis h er’s e x a ct t est 

wit h N RI

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 i n P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

D es cri pti v e 

st atisti cs of e a c h 

c at e g or y a n d 

pr o p orti o n of 

p ati e nts wit h “ n o 

pr o bl e ms ”

E xt e n d e d 

Tr e at m e nt P eri o d 

P o p ul ati o n

N o c o m p aris o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).
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M e as u r e V a ri a bl e

A n al ysis M et h o d

(S e cti o ns 6. 1 a n d 

6. 3 )

P o p ul ati o n

( S e cti o n 6. 1. 5 ) C o m p a ris o n/ Ti m e P oi nt A n al ysis T y p e

C h a n g e f r om b as eli n e i n 

E Q -5 D -5 L U K

E Q -5 D -5 L C hi n es e i n d e x

A N C O V A wit h 

m B O C F

I T T P o p ul ati o n I X E 8 0 Q 4 W vs. pl a c e b o at 

W e e k 1 6 i n P eri o d 2

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

P o p ul ati o n -b as e d i n d e x 

s c or es,

E Q -5 D V A S

D es cri pti v e 

st atisti cs of c h a n g e 

fr o m b as eli n 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

N o c o m p arisi o n d uri n g 

P eri o d 3

H e alt h O ut c o m es/ Q O L a n al ys es 

( S e cti o n 6. 9. 7 ).

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 ; I X E 8 0 Q 4 W = i x e ki z u m a b 8 0 m g e v er y 4 

w e e ks; I T T = i nt e nt -t o-tr e at; m B O C F = m o d ifi e d b as eli n e o bs er v ati o n c arri e d f or w ar d; M C S = m e nt al c o m p o n e nt s u m m ar y; 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; N RI = n o nr es p o n d er i m p ut ati o n ; P C S = p h ysi c al c o m p o n e nt s u m m ar y ; Q O L = q u alit y of lif e.
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6. 1 0. 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 M et h o d s
D et ails o f p h ar m a c o ki n et i c/ p h ar m a c o d y n a mi cs (P K/ P D ) a n al ys e s c a n b e f o u n d i n a s e p ar at e 
P K/ P D a n al ysis pl a n .

6. 1 1. 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, l a b or at or y  a n al yt e s, vit al si g ns,
QI D S -S R 1 6, a n d C -S S R S.   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 .

S af et y a n al ys es will b e c o n d u ct e d f or e a c h p eri o d s e p ar at el y , i n cl u di n g P erio d 4 ( F oll o w -u p 

P eri o d). I n a d diti on, saf et y d at a o n ix e ki z u m a b will b e s u m m ari z e d f or All I x e ki z u m a b 
E x p os ur es S af et y  P o p ulat i on w h o h a d at l e ast 1 d os e of ix e ki z u m a b.

F or s af et y a n al ys es, t h e f o ll owi n g b as eli n es will b e us e d:

 Tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A Es):  b as eli n e will b e all r es ult s r e c or d e d d uri n g 

t he b as eli n e p eri o d (s e e S e cti o n 6. 1 f or d efi niti ons of  t h e b as eli n e p eri o d).
 C h a n g e fr o m b as eli n e t o l ast o bs er v at i on a n d e a c h s c h e d ul e d p o st b as eli n e visit f or 

l a b or at or y a n d vit al si g ns:  b as eli n e will b e l ast n o n-missi n g ass ess m e nt r e c or d e d d uri n g 
t he b as eli n e p eri o d (s e e S e cti o n 6. 1 f or d efi niti ons of  t h e b as eli n e p eri o d).

 Tr e at m e nt -e m er g e nt a b n or m al l a b or at or y a n d vit al si g ns:  b as eli n e will b e all r es ults 
r e c or d e d d uri n g t h e b as eli n e p eri o d (s e e S e cti o n 6. 1 f or d efi niti ons of t h e b as eli n e 

p eri o d).
 C h a n g e fr o m b as eli n e t o mi ni m u m or m a xi m u m:  b as eli n e will b e all r es ults r e c or d e d 

d uri n g t h e b as eli n e p eri o d (s e e S e cti o n 6. 1 f or d efi niti ons of t h e b as eli n e p eri o d).

6. 1 1. 1. E xt e nt of E x p o s u r e
D ur ati o n of  e x p os ur e t o st u d y dr u g will b e s u m m ariz e d b y tr e at m e nt gr o u p f or S af et y P o p ul at i on 

d uri n g P eri o d 2 a n d E xt e nsi o n P eri o d P o p ul ati o n f or P eri o d 3 usi n g d es cri pt i v e st atisti cs. 

E x p os ur e f or All I x e ki z u m a b E x p os ur es S af et y P o p ul at i on d uri n g C o m bi n e d P eri o ds 2 a n d 3
will b e pr o vi d e d.

T h e d ur ati o n of  e x p os ur e will b e c al c ul at e d as:

� � � � �� � � � � � � � � � � � � ( � � � � )

= � � � � � � � � � � �� �� � ( � � ℎ � � �� � � � � � � � � ℎ � � �� � � ) � � � � � � � � � � � � � �� � �
− � � � � � � �� � � � � � � � � � � � � � � � � � � � � �� � � + 1

T h e n u m b er a n d p er c e nt a g e of p ati e nts i n e a c h of t h e f o ll owi n g c at e g ori es will b e i n cl u d e d i n t h e 
s u m m ari es:  

 > 0, ≥ 7 d a ys, ≥ 1 4 d a y s, ≥ 3 0 d a ys, ≥ 6 0 d a ys, ≥ 9 0 d a ys, ≥ 1 2 0 d a ys ( f or P erio d 3 , a d d
≥ 1 5 0 d a ys, ≥ 1 8 3 d a y s, ≥ 2 1 0 d a ys, a n d ≥ 2 7 3 d a ys ; f or C o m bi n e d P eri o ds 2 a n d 3, a d d 

≥ 1 5 0 d a ys, ≥ 1 8 3 d a y s, ≥ 3 6 5 d a ys ).  N ot e t h at p ati e nts m a y b e i n cl u d e d i n m or e t h a n 1 
c at e g or y .  

 > 0 t o < 7 d a y s, ≥ 7 t o < 1 4 d a y s, ≥ 1 4 t o < 3 0 d a ys, ≥ 3 0 t o < 6 0 d a ys, ≥ 6 0 t o < 9 0 d a ys, ≥ 9 0 t o 
< 1 2 0 d a y s, ≥ 1 2 0 d a ys (f or P eri o d 3, c h a n g e ≥ 1 2 0 d a ys t o ≥ 1 2 0 t o < 1 5 0 d a ys, a d d ≥ 1 5 0 t o 
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< 1 8 3 d a y s,   ≥ 1 8 3 t o < 2 1 0 d a ys, ≥ 2 1 0 t o < 2 7 3 d a y s, a n d ≥ 2 7 3 d a y s ; f or C o m bi n e d 
P eri o ds 2 a n d 3, c h a n g e ≥ 1 2 0 d a ys t o ≥ 1 2 0 t o < 1 5 0 d a y s, a d d ≥ 1 5 0 t o < 1 8 3 d a y s,   ≥ 1 8 3 
t o <3 6 5 d a ys, ≥ 3 6 5 d a y s).

T h e s u m m ari es will als o i n cl u d e t h e f o ll owi n g i nf o r mat i on:

 T ot al  e x p os ur e i n p ati e nt ye ars, c al c ul at e d a s:

� � � �� � � � � � � � � � � � � �� � � � � � � � �

=
� � � � � � � � � �� � � � � � � � � � � � � � � � � ��� � � �� � � � � � � � � � � � � � � � � � � � �

3 6 5 .2 5

 M e a n a n d m e di a n t ot al d o s e .  T ot al d os e (i n m g) is c al c ul at e d b y t h e n u m b er of a cti v e 
i nj e cti ons t a k e n d uri n g t h e tr e at m e nt p eri o d m u lti pli e d b y d os e.  F or t h os e r a n d o mi z e d t o 

i x e ki zu m a b 8 0 m g Q 4 W, t h e t ot al d os e (i n m g) t a k e n d uri n g P eri o d 2 or 3 will b e 
c al c ul at e d as f oll o ws:

� � � �� � � �� � � 2 o r 3 � � � � � � � � � �� � � � � � � i x e ki z u m a b 8 0 � � � 4 �
= � � � �� � � � � � � � � � � �� � � � �� � � �� � � � ( � � �� � �� � � � � � �� � � � � � � � ,� � � � � ) � � � �� � � � � � � � �� � � 2 o r 3
× 8 0

 T ot al  n u m b er of i nj e cti o ns r e c ei v e d will b e d eri v e d usi n g t h e r es p o ns e t o t h e q u esti o n 

“ W as d os e a d mi nist er e d ? ” o n t h e E x p os ur e as C oll e ct e d e C R F p a g e a n d t h e a ct u al d os e 
d es cri pt i on fr om I W R S st u d y dr u g dis p e ns e d at as et.

6. 1 1. 2. A d v e r s e E v e nt s
A d v ers e e v e nts ( A Es) will b e cl assifi e d b as e d u p o n t h e l at e st v ersio n of  t h e M e d D R A.  A d v ers e 

e v e nts will b e r e c or d e d at e v er y  st u d y vi sit.  A n y c o n di tio n st arti n g o n or aft er t h e d at e of 

i nf or me d c o ns e nt will b e c o nsi d er e d a n A E.  A n y p r e e xisti n g c o n diti on w hi c h w ors e ns i n 
s e v erit y o n or aft er t h e d at e of i nf or m e d c o ns e nt will b e c o nsi d er e d a n d r e c or d e d as a n A E o n t h e 
A d v ers e E v e nt (A E ) e C R F p a g e fr o m t he d at e of w ors e ni n g o n w ar ds.  

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 a s eli n e a n d o n or prior t o t h e d at e of t h e l ast visit wit hi n t he d efi n e d
tr e at me 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 a n d t h e d at e/ti me of  t h e d o s e (t h at is, 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 Es will b e assi g n e d t o t h e st u d y  
p eri o d t o w hi c h i t’s c o nsi d er e d tr e at m e nt-e m er g e nt:

 T h e M e d D R A l o w est l e v el t er m ( L L T) will b e us e d w h e n cl assif yi n g A Es as tr e a t me nt -
e m er g e nt.  

 T h e m a xi m u m  s e v erit y r e c or d e d f or e a c h L L T pri or t o t h e first d os e d at e/ti m e i n t h e 
tr e at me nt P eri o d will b e us e d as t h e pr e -tr e at me nt s e v eri t y for t h at L L T.  If a n e v e nt 

d uri n g t h e b as eli n e p eri o d h as missi n g s e v erit y,  a n d t h e e v e nt p ersists d uri n g t h e 
tr e at me nt p eri o d, t h e n i t will be c o nsi d er e d as tr e at m e nt -e m er g e nt, r e g ar dl ess of t h e 

p ost b as eli n e l e v el of s e v erit y.   E v e nt s wit h a missi n g s e v erity d uri n g t h e tr e at m e nt p eri o d 
will b e c o nsi d er e d tr e at m e nt -e m er g e nt.  
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 A Es wit h a p arti c ul ar L L T will  be cl assifi e d as tr e at m e nt -e m er g e nt if t h e y first st art o n or 
af t er t h e first d os e d at e/ti m e i n t h e tr e at m e nt p eri o d (i e, a p ati e nt h as n o pr e e xisti n g 

c o n di tio n s wi t h t h at lo w e st l e v el  t er m), or if t h e s e v erity is gr e at er t h a n t h e pr e-tr e at me nt 
se v eri t y for t h at l o w e st l e v el t er m .  If a p artial  AE st art d at e/ti m e i s pr es e nt, t h e d at e/ti m e 

will b e c o m p ar e d as f ar as p ossi bl e t o t h e tr e at m e nt st art d at e/ti m e i n or d er t o d et er mi n e 
w h et h er t h e e v e nt is tr e at m e nt -e m er g e nt or n ot.  If t h er e is a n y d o u bt , t h e e v e nt will b e 
fl a g g e d as tr e at m e nt-e m er g e nt.  

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 Visit 17 (t h at is, W e e k 5 2) or t h e E T V:

 T h e M e d D R A L L T will b e us e d w h e n cl a ssif yi n g A Es as f o ll ow -u p e m er g e nt .  
 F or A Es t h at ar e o n g oi n g at t h e d at e of Visit 1 7 or E T V, t h e m a xi m u m s e v erit y r e c or d e d 

f or e a c h L L T o n or pri or t o t h e d at e of Visit 17 or E T V will b e us e d as t h e f o ll ow -u p 
b as eli n e s e v erit y f or t h at L L T.  

A d v ers e e v e nt s a n d T E A Es will b e s u m m ari z e d f or t h e f oll owi n g st u d y  p erio d s a n d a n al ysis 
p o p ul at i ons :

 P eri o d 2 ( S af et y P o p ul at i on) 
 P eri o d 3 ( E xt e n d e d Tr e at m e nt P eri o d P o p ul at i on)

 C o m bi n e d P eri o ds 2 a n d 3 o n i x e ki z u m a b tr e at me nt o nl y (All I x e ki z u m a b E x p os ur es 
S af et y P o p ul at i on )

T h e f o ll owi n g s u m m ari es/ a n al ys es will b e p erf or m e d f or all t h e p o p ul atio ns a b o v e :

 A n o v er all s u m m ar y o f A Es 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 E, T E A E b y  ma xi m u m s e v erit y,  d e at h, S A E, T E A E p ossi bl y r el at e d t o 
st u d y tr e at me nt , dis c o nt i 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 T E A Es of s p e ci al 
i nter est .

T h e f o ll owi n g s u m m ari es will b e pr o vi d e d f or s ele cti v e p o p ul ati o n s a b o v e :

 T E A E b y  s y st e m or g a n cl ass ( S O C) a n d pr ef err e d t er m ( P T ).  
 T E A E b y  P T.  
 T E A E b y  ma xi m u m  s e v erit y, S O C, a n d P T.

F o ll ow -u p e m er g e nt a d v ers e e v e nts will b e s u m m ari z e d f or t h e F oll o w -U p P o p ul ati o n f or 
P eri o d 4 :

 F E A E b y P T .  

I n g e n er al, f or all A E-r el at e d s u m m ari es, t h e n u m b er a n d p er c e nt a g e of p ati e nts e x p eri e n ci n g t h e 
e v e nts will b e pr es e nt e d b y  tr e at me nt gr o u p .  I n g e n er al, e v e nts will b e or d er e d b y  d e cr e asi n g 

fr e q u e n c y in t h e i x e kiz u m a b Q 4 W, a n d t he n i n pl a c e b o ( w h e n a p pli c a bl e) gr o u p , wit hi n S O C 
a n d/ or P T f or s orti n g. F or e v e nts t h at ar e g e n d er -s p e cifi c ( as d efi n e d b y M e d D R A), 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 at i ent s fr o m t h e gi v e n g e n d er.  

A b y -p at i ent  listi n g of all A Es f or s af ety p o p ul at i on wil l b e pr o vi d e d .  
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6. 1 1. 2. 1. C o m m o n A d v er s e E v e nt s

C o m m o n T E A Es ar e t h os e T E A Es t h at o c c urr e d i n ≥ 1 % b ef or e r o u n di n g of t ot al i x e ki z u m a b 

tr e at e d p atie nts.  

T h e f o ll owi n g s u m m ari es will b e pr o vi d e d f or c o m m o n T E A Es b as e d o n t h e S af et y P o p ul ati o n 
f or P erio d 2:  

 C o m m o n T E A Es b y P T

6. 1 1. 3. D e at h s, Ot h e r S e ri o u s A d v e r s e E v e nt s, a n d Ot h e r N ot a bl e 

A d v e r s e E v e nt s
B y -p at i ent  listi n gs of d e at hs, S A Es, a n d A Es l e a di n g t o dis c o nti n u ati on will b e pr o vi d e d, 
r es p e cti v el y.  

All d e at hs will b e i n cl u d e d, r e g ar dl ess of t h e i n v esti g at or’s or t h e s p o ns or’s j u d g m e nt a b o ut 
c a us alit y,  in cl u di n g:

 a n y d e at hs o c c urri n g d uri n g p art i ci p ati on i n t h e st u d y i n t h e d at a b as e f or w hi c h d at a ar e 

b ei n g pr es e nt e d 
 a n y d e at hs o c c urri n g aft er a p ati e nt l e a v es (is dis c o nt i n u e d fr om or c o m pl et e d) t h e st u d y  

i n t h e d at a b as e f or w hi c h d at a ar e b ei n g pr es e nt e d if t h e d e at h is:
o t he r e s ul t of a pr o c ess i niti at e d d uri n g t h e st u d y, r e g ar dless of w h e n i t a ct u all y 

o c c urr e d, or 
o o c c ur s d uri n g t h e P eri o d 4 aft er di s c o nti n u atio n of  st u d y dr u g.

A n S A E is a n y  AE t h at r e s ul ts i n o n e of  t h e f oll owi n g o ut c o m es:  d e at h, lif e -t hr e at e ni n g, i niti al 
or pr ol o n g e d h os pit ali z at i on, di s a bilit y or p er ma n e nt d a m a g e, c o n g e nit al a n o m a l y or birt h d ef e ct, 
or a n y  ot h er s erio us/i m p ort a nt m e di c al e v e nts.

T h e f o ll owi n g s u m m ar y t a bl es will  be pr o vi d e d f or t he S af et y P o p ul at i on f or P erio d 2 , a n d f or 

t he E xt e n d e d Tr e at m e nt  P erio d P o p ul ati o n f or P eri o d 3 , as w ell as C om bi n e d P eri o ds 2 a n d 3 f or 
All I x e ki z u m a b E x p os ur es S af et y P o p ul ati o n :  

 S A Es b y P T 
 A Es t h at l e a d t o tr e at m e nt dis c o nt i n u ati on (i n cl u di n g d e a t h) b y P T.  

A f oll ow -u p e m er g e nt s eri o us a d v ers e e v e nt ( F E S A E) is d efi n e d as a n S A E 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 Visit 17 (t h at is, W e e k 5 2) or t h e E T V.  T h e f o ll owi n g 
s u m m ar y t a bl es will b e pr o vi d e d f or t h e F ol l ow -U p P o p u l ati on f or P erio d 4 :

 F E S A E b y P T 

6. 1 1. 3. 1. S p e ci al S af et y T o p i c s i n cl u di n g A d v er s e E v e nt s of S p e ci al I nt er e st

S af et y i nf or m ati on o n s p e ci al t o pi cs i n cl u di n g A Es of s p e ci al i nt er est ( A E SI) will b e pr es e nt e d 

b y tr e at me nt gr o u p a n d b y st u d y p eri o d.  T a bl e R H C H .6 .7 pr o vi d es t h e d efi nit i ons/ d eri v at i ons 
a n d a n al ys es m et h o ds (i n cl u di n g a n al ys es, s u m m ari es a n d b y -p ati e nt list i n gs) of s p e ci al s af ety 
t o pi cs i n cl u di n g A E SIs.
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P ot e nti al  AE SI s will b e 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 P T list i n g.  Pr ef err e d t er ms wit hi n a n S M Q will b e cl assifi e d as br o a d a n d n arr o w.  I n 

t he Lill y -d efi n e d M e d D R A P T list i n gs, Lill y h as pr o vi d e d t h e br o a d a n d n arr o w cl assifi c at i on.  
T h e Lill y -d efi n e d br o a d t er m s ar e f or a m or e s e nsiti v e s e ar c h of p ot e nti al e v e nts of i nter est a n d 

t he Lill y -d efi n e d n arr o w t er m s ar e f or a m or e s p e cifi c s e ar c h. T h er ef or e, t h e s u m m ari es will 
i n cl u d e t h e cl assifi c ati ons o f br o a d t er m (s a m e as p o oli n g n arr o w a n d br o a d t er ms t o g et h er) a n d 
n arr o w t er m .  

I n t h e e v e nt t h at t h e listi n g of t er ms or a n al ysis c h a n g es f or a s p e ci al s af ety t o pic, i t will be 
d o c u m e nt e d i n t h e pr o gr a m s af et y a n al ysis pl a n ( P S A P) w hi c h will s u p ers e d e t his d o c u m e nt; it 

will n ot w arr a nt a n a m e n d m e nt t o t h e i n di vi d u al st u d y  S A P. F or fi n al a n al ysis, t h e m ost c urr e nt

v ersi o n of P S A P will b e us e d, i n cl u di n g P S A P r el e as e d aft er S A P fi n ali z at i on b ut b ef or e 
d at a b as e l o c k.

F or P eri o d 3, s u m m ari es will b e pr o vi d e d f or t h e E xt e n d e d T r e at me nt P eri o d P o p ul ati o n. I n 

a d di tio n, f or C o m bi n e d P eri o ds 2 a n d 3 o n i x e ki z u m a b tr e at me nt o nl y , s el e cti v e s u m m ari es will 
b e pr o vi d e d f or t h e All I x e ki z u m a b E x p os ur es S af et y  P o p ulat i on.

I n g e n er al, A E SI s u m m ar y will n ot b e pr o vi d e d f or F oll o w -U p P o p ul at i on d uri n g P eri o d 4
e x c e pt h e p ati c l a b or at or y  t e st s.
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T a bl e R H C H .6 .7 . D efi niti o n s a n d A n al y s e s of S p e ci al S af et y T o pi c s i n cl u di n g A d v er s e E v e nt s of S p e ci al I nt er e st

S p e c i al S af et y 

T o pi c D efi niti o n / D e ri v ati o n A n al ysis / S u m m a r y / Listi n g

H e p ati c H e p ati c A E a n al ysis will i n cl u d e e v e nts t h at ar e p ot e nti all y dr u g -r el at e d h e p ati c dis or d ers b y usi n g t h e 

M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A) P Ts c o nt ai n e d i n a n y of t h e f oll o wi n g 

st a n d ar di z e d M e d D R A q u er y ( S M Q) or s u b-S M Q as d efi n e d i n M e d D R A:

 Br o a d a n d n arr o w t er ms i n t h e Li v er r el at e d i n v esti g ati o ns, si g ns a n d s y m pt o ms ( 2 0 0 0 0 0 0 8)

 Br o a d a n d n arr o w t er ms i n t h e C h ol est asis a n d j a u n di c e of h e p ati c ori gi n ( 2 0 0 0 0 0 0 9)

 Br o a d a n d n arr o w t er ms i n t h e H e p atitis, n o n -i nf e cti o us ( 2 0 0 0 0 0 1 0) 

 Br o a d a n d n arr o w t er ms i n t h e H e p ati c f ail ur e, fi br osis a n d cirr h osis a n d ot h er li v er d a m a g e 

( 2 0 0 0 0 0 1 3) 

 N arr o w t er ms i n t h e Li v er -r el at e d c o a g ul ati o n a n d ble e di n g dist ur b a n c es ( 2 0 0 0 0 0 1 5)

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 ( S u m m a r y) , 

C o m bi n e d P e ri o ds 2 a n d 3 

( S u m m a r y):

T E A E b y  P T wit hi n S M Q or s u b-

S M Q .

Listi n g:  

T E A E (i n cl u d e d i n t h e s a m e listi n g 

wit h c y t o p e ni a, d e pr essi o n a n d 

i nt erstiti al l u n g dis e as e A E SIs)

El e v ati o ns i n h e p ati c l a b or at or y t ests ( A L T, A S T, A L P, t ot al bilir u bi n) usi n g P er f ormi n g L a b

R ef er e n c e R a n g es ar e d efi n e d as:

 I n cl u d e s c h e d ul e d visits, u ns c h e d ul e d visits, a n d r e p e at m e as ur e m e nts.  

 Al a ni n e a mi n otr a nsf er as e ( A L T) or as p art at e a mi n otr a nsf er as e ( A S T):  m a xi m u m p ost b as eli n e

m e as ur e m e nt ≥ 3 ti m es ( 3 ×), 5 ti m es ( 5 ×), 1 0 ti m es ( 1 0 ×), a n d 2 0 ti m es ( 2 0 ×) t h e P er f ormi n g L a b

u p p er li mit of n or m al ( U L N) f or all p ati e nts wit h a p ost b as eli n e v al u e.

o T h e a n al y sis of 3 × U L N will c o nt ai n 4 s u bs ets:  p ati e nts w h os e n o n -missi n g m a xi m u m 

b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o < 3 × U L N, ≥ 3 × U L N, or missi n g.

o T h e a n al y sis of 5 × U L N will c o nt ai n 5 s u bs ets:  p ati e nts w h os e n o n -missi n g m a xi m u m 

b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o < 3 × U L N, ≥ 3 × U L N t o < 5 × U L N, ≥ 5 × U L N, or 

missi n g.

o T h e a n al y sis of 1 0 × U L N will c o nt ai n 6 s u bs ets:  p ati e nts w h os e n o n -missi n g m a xi m u m 

b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o < 3 × U L N, ≥ 3 × U L N t o < 5 × U L N, ≥ 5 × U L N t o < 1 0 × 

U L N, ≥ 1 0 × U L N, or missi n g.

o T h e a n al y sis of 2 0 × U L N will c o nt ai n 7 s u bs ets:  p ati e nts w h os e n o n -missi n g m a xi m u m 

b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o < 3 × U L N, ≥ 3 × U L N t o < 5 × U L N, ≥ 5 × U L N t o < 1 0 × 

U L N, ≥ 1 0 × U L N t o < 2 0 × U L N, ≥ 2 0 × U L N, or missi n g.

 T ot al bilir u bi n:  m a xi m u m p ost b as eli n e m e as ur e m e nt ≥ 1. 5 ti m es ( 1. 5 ×), a n d ≥ 2 ti m es ( 2 ×) t h e 

P erf or mi n g L a b U L N f or all p ati e nts wit h a p ost b as eli n e v al u e 

o T h e a n al y sis of 1. 5 × U L N will c o nt ai n 4 s u bs ets: p ati e nts w h os e n o n -missi n g m a xi m u m 

b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o < 1. 5 × U L N, ≥ 1. 5 × U L N, or missi n g.

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

a n d P e ri o d 3 ( S u m m a r y) :

El e v ati o ns i n h e p ati c l a b or at or y 

t ests:  m a xi m u m b as eli n e c at e g or y 

t o a b n or m al m a xi m u m 

p ost b as eli n e c at e g or y
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S p e c i al S af et y 

T o pi c D efi niti o n / D e ri v ati o n A n al ysis / S u m m a r y / Listi n g

o T h e a n al y sis of 2 × U L N will c o nt ai n 5 s u bs ets:  p ati e nts w h os e n o n -missi n g m a xi m u m b as eli n e 

v al u e is ≤ 1 × U L N, > 1 × U L N t o < 1. 5 × U L N, ≥ 1. 5 × U L N t o < 2 × U L N, ≥ 2 × U L N, or missi n g.

 Al k ali n e p h os p h at as e ( A L P):   m a xi m u m p ost b as eli n e m e as ur e m e nt > 1. 5 ti m es ( 1. 5 ×) t h e 

P erf or mi n g L a b U L N f or all p ati e nts wit h a p ost b as eli n e v al u e, a n d di vi d e d i nt o 4 s u bs ets:  p ati e nts 

w h os e n o n -missi n g m a xi m u m b as eli n e v al u e is ≤ 1 × U L N, > 1 × U L N t o ≤ 1. 5 × U L N, > 1. 5 × U L N, 

or  missi ng.

S hift f or A L T, A S T, A L P a n d t ot al bilir u bi n fr o m m a xi m u m b as eli n e t o m a xi m u m p ost b as eli n e will b e 

pr o d u c e d wit h t h e r e q uir e m e nts usi n g P er f ormi n g L a b R ef er e n c e R a n g es :

 I n cl u d e s c h e d ul e d visits, u ns c h e d ul e d visits, a n d r e p e at m e as ur e m e nts.  

 Us e t h e m a xi m u m n o n -missi n g v al u e i n t h e b as eli n e p eri o d .  

 Us e t h e m a xi m u m n o n -missi n g p ost b as eli n e v al u e wit hi n e a c h st u d y p eri o d.

 C at e g ori es ar e:

o A L T:  ≤ 1 × U L N, > 1 t o < 3 × U L N, ≥ 3 t o < 5 × U L N, ≥ 5 t o < 1 0 × U L N, ≥ 1 0 t o < 2 0 × U L N, a n d 

≥ 2 0 × U L N

o A S T:  ≤ 1 × U L N, > 1 t o < 3 × U L N, ≥ 3 t o < 5 × U L N, ≥ 5 t o < 1 0 × U L N, ≥ 1 0 × t o < 2 0 × U L N a n d 

≥ 2 0 × U L N

o T ot al bilir u b i n:  ≤ 1 × U L N, > 1 t o < 1. 5 × U L N, ≥ 1. 5 t o < 2 × U L N, ≥ 2 × U L N

o A L P :   ≤ 1 × U L N, > 1 t o ≤ 1. 5 × U L N, > 1. 5 × U L N

 Wit h a d diti o n al c at e g ori es:

o D e cr e as e d:  p ost b as eli n e c at e g or y < b as eli n e c at e g or y

o I n cr e as e d:  p ost b as eli n e c at e g or y > b as eli n e c at e g or y

o S a m e:  p ost b as eli n e c at e g or y  = b as eli n e c at e g or y

P e ri o d 2 , P e ri o d 3 ( S u m m a r y) :

S hifts f r om m a xi m u m b as eli n e t o 

m a xi m u m p ost b as eli n e c at e g or y

El e v at e d h e p ati c crit eri a:  m a xi m u m A L T ≥ 3 × U L N a n d m a xi m u m t ot al bilir u bi n ≥ 2 × U L N usi n g 

P erf or mi n g L a b R ef er e n c e R a n g es .  

Listi n g of p ati e nts w h o m e et a n y  of t h e f oll o wi n g crit eri a:

 El e v at e d h e p ati c crit eri a:  d efi n e d as m a xi m u m A L T ≥ 3 × U L N a n d m a xi m u m t ot al bilir u bi n ≥ 2 ×

U L N

 A n A L T or A S T ≥ 3 × U L N 

 A n al k ali n e p h os p h at as e ( A L P) > 1. 5 × U L N 

 A t ot al bilir u bi n ≥ 2 × U L N 

T h e listi n g will i n cl u d e:  p ati e nt d e m o gr a p hi cs, c o n c o mit a nt m e di c ati o ns, A L T/ A S T/ A L P/t ot al 

bilir u bi n/ G G T b y visit, tr e at m e nt st art a n d st o p d at es, a n d r e as o n f or tr e at m e nt dis c o nti n u ati o n .

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 , a n d P e ri o d 4 

( S u m m a r y):

El e v at e d h e p ati c crit eri a 

Listi n g :

El e v ati o ns i n h e p ati c l a b or at or y 

t ests
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T o pi c D efi niti o n / D e ri v ati o n A n al ysis / S u m m a r y / Listi n g

E v al u ati o n of Dr u g -I n d u c e d S eri o us H e p at ot o xi cit y ( e DI S H) pl ot:  us e m a xi m u m A L T m e as ur e m e nt 

a n d m a xi m u m t ot al bilir u bi n m e as ur e m e nt wit h p ati e nts h a vi n g at l e ast o n e p ost b as eli n e A L T a n d t ot al 

bilir u bi n, w hi c h c o nt ri b ut es o n e p oi nt t o t h e pl ot. T h e m e as ur e m e nts d o n ot n e e d t o b e t a k e n at t h e 

s a m e bl o o d dr a w.

P e ri o d 2 :  e DI S H pl ot (t o b e 

pr e p ar e d i n S p otfir e)

C y t o p e ni as C y t o p e ni as ar e d efi n e d usi n g t h e P Ts fr o m t h e f oll o wi n g 2 s ub -S M Qs of t h e H a e m at o p oi eti c c yt o p e ni as 

S M Q ( 2 0 0 0 0 0 2 7) as s p e cifi e d i n M e d D R A:  

 Br o a d a n d n arr o w t er ms i n t h e H a e m at o p oi eti c l e u k o p e ni a ( 2 0 0 0 0 0 3 0)

 Br o a d a n d n arr o w t er ms i n t h e H a e m at o p oi eti c t hr o m b o c yt o p e ni a ( 2 0 0 0 0 0 3 1)

P e ri o d 2 ( Fis h e r’s e x a ct t est) a n d 

P e ri o d 3 ( S u m m a r y) :

C o m bi n e d P e ri o ds 2 a n d 3 

( S u m m a r y):

T E A E b y  P T wit hi n s u b-S M Q

Listi n g:  

T E A E (i n cl u d e d i n t h e s a m e listi n g 

wit h h e p ati c, d e pr essi o n a n d 

i nt erstiti al l u n g dis e as e A E SIs)

I nf e cti o ns I nf e cti o ns are e v e nts i n cl u di n g all i nf e cti o ns ( d efi n e d usi n g all t h e M e d D R A P Ts fr o m t h e I nf e cti o ns 

a n d i nf est ati o ns S O C ), s eri o us i nf e cti o ns, p ot e nti al o p p ort u nisti c i nf e cti o ns, a n d i nf e cti o ns r es ulti n g i n

a nti -i nf e cti v e m e di c ati o n a d mi nistr ati o n (i. e. a nti b a ct eri al, a nti vir als, a ntif u n g als, a nti p ar asiti c 

tr e at m e nts).

P e ri o d 2 ( Fis h e r’s e x a ct t est) ,

P e ri o d 3 ( S u m m a r y) , C o m bi n e d 

P e ri o ds 2 a n d 3 ( S u m m a r y) :

S A E b y  P T

A nti -i nf e cti v e m e di c ati o ns ar e d efi n e d i n L Y 2 4 3 9 8 2 1 P S A P v 8 A p p e n di x 5 ( or m ost c urr e nt v ersi o n)

i n cl u di n g a nti bi oti cs, a ntif u n g als, a nti vir als, or a nti pr ot o z o als.

Listi n g of p ati e nts e x p eri e n ci n g a T E A E of i nf e cti o ns will b e pr o vi d e d i n cl u di n g t h e f oll o wi n g 

a d diti o n al i nf or m ati o n:  a nti -i nf e cti v e m e di c ati o ns us e (if tr e at e d) wit h m e di c ati o n st art/ e nd d at es, 

i n di c ati o n f or us e, a n d r o ut e; mi ni m u m p ost b as eli n e v al u e wit hi n tr e at m e nt P eri o d 2 f or l e u k o c yt es, 

pl at el ets, l y m p h o c yt es, a n d a bs ol ut e n e utr o p hils.

Listi n g:  

T E A E wit h a nti -i nf e cti v e 

m e di c ati o ns.
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T h e list of M e d D R A t er ms us e d t o i d e ntif y i nf e cti o ns t h at ar e pr e d efi n e d as p ot e nti al OIs ar e f o u n d i n 

t h e L Y 2 4 3 9 8 2 1 P S A P v 8 A p p e n di x 1 0 ( or m ost c urr e nt v ersi o n). T h i s list c o nt ai ns P Ts as c o nt ai n e d 

wit hi n c at e g ori es ( n arr o w or br o a d) fro m t h e I nf e cti o ns a n d inf est ati o n s S O C a n d t h e I n v esti g ati o ns 

S O C w hi c h c a n assist i n i d e ntif yi n g p ot e nti al OIs . T h e n arr o w t er ms ar e c o nsi d er e d OIs u nl ess m e di c al 

r e vi e w d et er mi n es t h at t h e r e p ort e d t er m is n ot c o nsist e nt wit h t h e p ati e nt’s cli ni c al 

hi s t or y/ pr es e nt ati o n/ c o urs e.  M e di c al r e vi e w of br o a d t er ms is n e e d e d f or fi n al d et er mi n ati o n of p ati e nts 

m e eti n g t h e pr o gr a m d efi niti o n of OIs .  

Listi n g of p ati e nts e x p eri e n ci n g a T E A E of OIs will b e pr o vi d e d i n cl u di n g t h e f oll o wi n g a d diti o n al 

i nf or m ati o n: t yp e of i nf e cti o n , c a us ati v e p at h o g e n(s) i d e ntifi e d t hr o u g h l a b or at or y t esti n g ( Y es/ N o).

P e ri o d 2 ( Fis h e r’s e x a ct t est) ,

P e ri o d 3 a n d C o m bi n e d P e ri o ds 

2 a n d 3 ( S u m m a r y): 

T E A E of OIs b y m a xi m u m 

s e v erit y b y P T

Listi n g:  

T E A E of OIs 

T h e d ur ati o n of e a c h c o m m o n ( ≥ 1 % of t ot al i x e ki z u m a b) T E A E P T of I nf e cti o ns , a n d d ur ati o n of 

n arr o w t er ms f or O p p ort u nisti c i nf e cti o ns ar e d efi n e d as:

D ur ati o n of tr e at m e nt -e m er g e nt A E I nf e cti o ns (i n w e e ks) = ( E n d d at e of A E – St art d at e of A E + 1) / 7 .

O nl y T E A Es of i nf e cti o ns b e gi n ni n g d uri n g tr e at m e nt P eri o d 2 or  P eri o d 3 will b e i n cl u d e d i n t h e 

s u m m ar y. If a n A E h as n ot e n d e d b y t h e d at e of c o m pl eti o n of t h e tr e at m e nt p er i o ds 2 or 3 , or d at e of 

e arl y  dis c o nti n u ati o n, it will b e c e ns or e d as of t h at d at e (l ast visit wit hi n t h e tr e at m e nt p er i o d 2 or 

tr e at m e nt p eri o d 3 , or d at e of e arl y dis c o nti n u ati o n). If a p ati e nt h as m ulti pl e e pis o d es of t h e s a m e 

T E A E, t h e e pis o d e wit h t h e gr e at est s e v erit y will b e us e d f or t h e d ur ati o n of e v e nt c al c ul ati o n. If a 

p ati e nt h as m ulti pl e e pis o d es of t h e s a m e T E A E wit h t h e s a m e s e v e rit y, t h e e pis o d e wit h t h e l o n g est 

d ur ati o n will b e us e d f or t h e d ur ati o n of e v e nt c al c ul ati o n.

P e ri o d 2 ( S u m m a r y) :

D ur ati o n o f C o m m o n T E A E –

I nf e cti o ns

All er gi c 

R e a cti o ns/ H y -

p ers e nsiti viti es

All er gi c r e a cti o ns/ h y p ers e nsiti vit y e v e nts will b e c at e g ori z e d as eit h er a n a p h yl a xis or n o n -a n a p h yl a xis 

e v e nts (t h es e will r ef er t o e v e nts t h at ar e n ot l o c ali z e d t o t h e sit e of i nj e cti o n) a n d s u m m ari z e d 

s e p ar at el y.  

All er gi c R e a cti o ns/ H y p ers e nsiti vit y E v e nts, A n a p h y l a xi s:  A n a p h yl a xis h as b e e n br o a dl y d efi n e d as “ a 

s eri o us all er gi c r e a cti o n t h at is r a pi d i n o ns et a n d m a y c a us e d e at h ” ( S a m ps o n et al. 2 0 0 6).

I d e ntifi c ati o n of c as es of p ot e nti al a n a p h yl a xis fr o m t h e cli ni c al tri al d at a i n v ol v es t w o crit eri a:

1) d esi g n e d t o s p e cifi c all y i d e ntif y c as es (f oll o wi n g Crit eri o n 1) b as e d o n n arr o w t er ms fr o m t h e 

M e d D R A S M Q f or a n a p h yl a cti c r e a cti o n ( 2 0 0 0 0 0 2 1). Crit eri o n 1 f or a n a p h yl a xis is d efi n e d b y t h e 

pr es e n c e of a T E A E b as e d o n t h e f oll o wi n g M e d D R A P Ts fr o m t h e a n a p h y l a cti c r e a cti o n S M Q:

 A n a p h y l a cti c r e a cti o n

 A n a p h y l a cti c s h o c k

 A n a p h y l a ct oi d r e a cti o n

 A n a p h y l a ct oi d s h o c k

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

a n d P e ri o d 3 ( S u m m a r y) :

T E A E b y  m a xi m u m s e v erit y b y P T 

wit hi n C at e g or y,

S A E b y  P T wit hi n C at e g or y,

C o m bi n e d P e ri o ds 2 a n d 3 

( S u m m a r y):

T E A E b y  m a xi m u m s e v erit y b y P T 

wit hi n C at e g or y 



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 6 8

L Y 2 4 3 9 8 2 1

S p e c i al S af et y 

T o pi c D efi niti o n / D e ri v ati o n A n al ysis / S u m m a r y / Listi n g

 K o u nis S y n dr o m e

 T y p e 1 h y p ers e nsiti vit y

2) t o i d e ntif y p ossi bl e c as es, f oll o wi n g Crit eri o n 2 as d efi n e d b y S a m ps o n et al. ( 2 0 0 6). Cr it eri o n 2 

f or a n a p h y l a xis r e q uir es h a vi n g T E A Es fr o m t w o or m or e of f o ur c at e g ori es of A Es as d es cri b e d 

b y S a m ps o n et al . ( 2 0 0 6). O c c urr e n c e of t h es e e v e nts s h o ul d b e n e arl y c oi n ci d e nt; b as e d o n 

r e c or di n g of e v e nts o n C R Fs. All q u alif y i n g e v e nt m ust b e wit hi n 1 d a y of s t u d y dr u g i nj e cti o n.  

T h e 4 c at e g ori es t o b e c o nsi d er e d i n Crit eri o n 2 ar e:

 C at e g or y  A:  I n v ol v e m e nt of t h e s ki n-m u c os al tiss u e

 C at e g or y  B:  R es pir at or y c o m pr o mis e

 C at e g or y  C:  R e d u c e d bl o o d pr ess ur e or ass o ci at e d s y m pt o ms

 C at e g or y  D:  P ersist e nt g astr oi nt esti n al s y m pt o ms

T h e s p e cifi c M e d D R A P Ts c o v er e d b y e a c h of t h es e Crit eri o n 2 c at e g ori es ar e s h o w n i n 

t h e L Y 2 4 3 9 8 2 1 P S A P v 8 A p p e n di x 6 ( or m ost c urr e nt v ersi o n).

S u m m ari es of Crit eri o n 2 a n a p h yl a cti c T E A Es will b e pr o vi d e d b y t h e s p e cifi c c o m bi n ati o n of 

c at e g ori es as f oll o ws:

 A B:  e v e nts b as e d o n m e eti n g C at e g or y A a n d C at e g or y B ( b ut n o ot h er c at e g or y)

 A C:  e v e nts b as e d o n m e eti n g C at e g or y A a n d C at e g or y C ( b ut n o ot h er c at e g or y)

 A D:  e v e nts b as e d o n m e eti n g C at e g or y A a n d C at e g or y D ( b ut n o ot h er c at e g o r y)

 B C:  e v e nts b as e d o n m e eti n g C at e g or y B a n d C at e g or y C ( b ut n o ot h er c at e g or y)

 B D:  e v e nts b as e d o n m e eti n g C at e g or y B a n d C at e g or y D ( b ut n o ot h er c at e g or y)

 C D:  e v e nts b as e d o n m e eti n g C at e g or y C a n d C at e g or y D ( b ut n o ot h er c at e g or y)

 A B C:  e v e nts b as e d o n m e eti n g C at e g or y A, C at e g or y B a n d C at e g or y C ( b ut n o ot h er 

c at e g or y)

 A B D:  e v e nts b as e d o n m e eti n g C at e g or y A, C at e g or y B a n d C at e g or y D ( b ut n o ot h er 

c at e g or y)

 A C D:  e v e nts b as e d o n m e eti n g C at e g or y A, C at e g or y C a n d C at e g or y D ( b ut n o ot h er 

c at e g or y)

 B C D:  e v e nts b as e d o n m e eti n g C at e g or y B, C at e g or y C a n d C at e g or y D ( b ut n o ot h er 

c at e g or y)

 A B C D:  e v e nts b as e d o n m e eti n g e a c h of t h e 4 Crit eri o n 2 c at e g ori es .
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S u m m ari es of tr e at m e nt -e m er g e nt a n a p h yl a cti c A Es will b e pr o vi d e d f or p ati e nts m e eti n g e a c h of t h e 2 

crit eri a a n d f or p ati e nts w h o m e et eit h er crit eri a o v er all. S e v erit y of tr e at m e nt -e m er g e nt Crit eri o n 2 

a n a p h y l a cti c A Es will b e b as e d o n t h e m a xi m u m s e v erit y of t h e s p e cifi c e v e nts m et b y t h e p ati e nt.

M a xi m u m s e v erit y of a n ( or o v er all) tr e at m e nt -e m er g e nt a n a p h yl a cti c A E will b e b as e d o n t h e 

m a xi m u m s e v erit y wit hi n Crit eri o n 1 a n d/ or Crit eri o n 2.

All er gi c R e a cti o ns/ H y p ers e nsiti vit y E v e nts, N o n -A n a p h y l a xis: T E A Es of all er gi c 

r e a cti o n/ h yp ers e nsiti vit y c at e g ori z e d as n o n -a n a p h yl a xis e v e nts ar e d e fi n e d b y t h e n arr o w t er ms wit hi n 

H y p ers e nsiti vit y S M Q ( 2 0 0 0 0 2 1 4) e x cl u di n g t h e P Ts n ot e d i n t h e L Y 2 4 3 9 8 2 1 P S A P v 8 A p p e n di x 7

( or m ost c urr e nt v ersi o n) a n d e x cl u di n g t h e a n a p h yl a cti c e v e nts as d efi n e d a b o v e. 

A b y -p ati e nt listi n g will b e pr o vi d e d f or all p ati e nts e x p eri e n ci n g T E A E of all er gi c 

r e a cti o ns/ h y p ers e nsiti viti es at a n y ti m e, i n cl u di n g st at us/ crit eri o n of a n a p h yl a xis or n o n -a n a p h yl a xis, 

a n d t h e ass o ci at e d i nf or m ati o n c oll e ct e d o n H y p ers e nsiti v it y a n d A n a p h yl a cti c R e a cti o n e C R F p a g e if 

i d e ntifi e d b y t h e i n v esti g at or.

Listi n g:  

T E A E i n cl u di n g i nf or m ati o n 

c oll e ct e d o n H y p ers e nsiti vit y a n d 

A n a p h yl a cti c R e a cti o n e C R F p a g e

I nj e cti o n Sit e 

R e a cti o ns

I nj e cti o n sit e r e a cti o n is d efi n e d usi n g t h e P Ts fr o m t h e M e d D R A H L T of inj e cti o n sit e r e a cti o ns as 

s p e cifi e d b y M e d D R A e x cl u di n g t h e f oll o wi n g 1 0 P Ts:

1) E m b oli a c utis m e di c a m e nt os a

2) I nj e cti o n sit e j oi nt dis c o mf ort

3) I nj e cti o n sit e j oi nt eff usi o n

4) I nj e cti o n sit e j oi nt er yt h e m a

5) I nj e cti o n sit e j oi nt i nf e cti o n

6 ) I nj e cti o n sit e j oi nt i nfl a m m ati o n

7 ) I nj e cti o n sit e j oi nt m o v e m e nt i m p air m e nt

8 ) I nj e cti o n sit e j oi nt p ai n

9 ) I nj e cti o n sit e j oi nt s w elli n g

1 0 ) I nj e cti o n sit e j oi nt w ar mt h.

T h e I nj e cti o n Sit e R e a cti o n e C R F p a g e c a pt ur es t h e i nj e cti o n sit e r e a cti o ns i d e ntifi e d b y t h e 

i n v esti g at or. T h es e T E A Es will b e s u m m ari z e d wit hi n t h e M e d D R A H L T b y m a xi m u m s e v erit y or 

c at e g or y. If m or e t h a n o n e T E A E of i nj e cti o n sit e r e a cti o n o c c urs, t h e e v e nt wit h t h e w orst v al u e 

( wit hi n t h e i n di vi d u al c at e g ori es:  r e d n ess, s w elli n g a n d p ai n) will b e us e d. 

R e d n ess ( S c or e d 0 -4)

 [ 0] S u bj e ct’s n or m al s ki n c ol or, n o i n cr e as e d r e d n ess

 [ 1] N oti c e a bl e, b ut v er y mil d r e d n ess

 [ 2] Cl e arl y r e d

P e ri o d 2 ( Fis h e r’s e x a ct t est) a n d 

P e ri o d 3 ( S u m m a r y) :

T E A E b y  m a xi m u m s e v erit y b y P T 

wit hi n H L T,

S A E b y  P T wit hi n H L T,

T E A E i d e ntifi e d b y t h e 

i n v esti g at or P T wit hi n H L T:

b y m a xi m u m s e v erit y, 

b y m a xi m u m r e d n ess c at e g or y, 

b y m a xi m u m s w elli n g c at e g or y, 

b y m a xi m u m p ai n c at e g or y

C o m bi n e d P e ri o ds 2 a n d 3 

( S u m m a r y):

T E A E b y  m a xi m u m s e v erit y b y P T 

wit hi n H L T

S A E b y  P T wit hi n H L T

Listi n g:  
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 [ 3] Bri g ht r e d

 [ 4] D ar k wit h s o m e s c ar f or m ati o n 

S w elli n g ( S c or e d 0 -4 aft er r u n ni n g a fi n g er o v er i nj e ct e d ar e a)

 [ 0] N o b u m p

 [ 1] B ar el y n oti c e a bl e

 [ 2] Cl e ar b u m p b ut v er y t hi n

 [ 3] Cl e ar b u m p 1 m m t hi c k

 [ 4] Cl e ar b u m p 2 m m t hi c k or m or e 

P ai n (i n cl u di n g b ur ni n g) ( S c or e d 0 -3)

 [ 0] N o n e

 [ 1] Mil d 

 [ 2] M o d er at e 

 [ 3] S e v er e 

T E A E i n cl u di n g i nf or m ati o n 

c oll e ct e d o n I nj e cti o n Sit e R e a cti o n

e C R F p a g e

C er e br o -

c ar di o v as c ul ar 

E v e nts

C er e br o -c ar di o v as c ul ar e v e nts will b e e xt er n all y a dj u di c at e d b y t h e C e ntr al E v e nts C o m mitt e e ( C E C) 

at t h e Cl e v el a n d Cli ni c, as o utli n e d i n t h e M a n u al of O p er ati o ns. T h e C E C will a dj u di c at e i n v esti g at or -

r e p ort e d e v e nts s el e ct ed f or a dj u di c ati o n a n d r e n d er a n ass ess m e nt as t o w h et h er t h e e v e nt r e pr es e nts a 

c o nfir m e d e v e nt ( m e eti n g t h e e v e nt d efi niti o n wit h all n e c ess ar y d o c u m e nt ati o n), a n o n -e v e nt ( d o es n ot 

m e et t h e e v e nt d efi niti o n a n d li k el y r e pr es e nts a n alt er n ati v e or n o n e v e nt di a g n osis), or l a c ks s uffi ci e nt 

d o c u m e nt ati o n f or c o nfir m ati o n of a n e v e nt. All e v e nts w hi c h q u alif y f or C E C a dj u di c ati o n will b e 

us e d f or t h e a n al ysis of c er e br o -c ar di o v as c ul ar e v e nts. T h e c at e g ori es a n d s u b c at e g ori es of a dj u di c at e d 

e v e nts us e d f or t h e a n al y sis will i n cl u d e t h e f oll o wi n g:

 C ar di o v as c ul ar 

o D e at h ( C ar di o v as c ul ar)

o C ar di a c Is c h e mi c E v e nt:   M y o c ar di al I nf ar cti o n a n d H os pit ali z ati o n f or U nst a bl e A n gi n a

o S eri o us Arr h yt h mi a 

o H os pit ali z ati o n f or H e art F ail ur e

o H os pit ali z ati o n f or H y p ert e nsi o n

o R es us cit at e d S u d d e n D e at h 

o C ar di o g e ni c S h o c k

o C or o n ar y  R e v as c ul ari z ati o n

 N e ur ol o gi c 

o C er e br o v as c ul ar E v e nt:  Tr a nsi e nt Is c h e mi c Att a c k or Str o k e ( H e m orr h a gi c, Is c h e mi c a n d 

U n d et er mi n e d) 

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 a n d C o m bi n e d P e ri o ds 
2 a n d 3 ( S u m m a r y):

T E A E b y  P T wit hi n S u b c at e g or y

Listi n g:  

T E A E
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 P eri p h er al V as c ul ar E v e nts

o P eri p h er al Art eri al E v e nt

o P eri p h er al R e v as c ul ari z ati o n

E v e nts will b e a n al y z e d usi n g M e d D R A P T n est e d wit hi n t h e C E C ass ess m e nt ( c o nfir m e d e v e nt, n o 

e v e nt, or i ns uffi ci e nt d o c u m e nt ati o n f or e v e nt d et er mi n ati o n) a n d t h e s u b c at e g or y. S u bt y p es of str o k e 

( H e m orr h a gi c Str o k e, Is c h e mi c Str o k e, a n d U n d et er mi n e d Str o k e T y p e) will b e dis pl a y e d i n t h e 

a n al y s es n est e d wit hi n C er e br o v as c ul ar E v e nt. S u bt y p es of S eri o us Arr h yt h mi a ( Atri al Arr h yt h mi a, 

V e ntri c ul ar Arr h yt h mi a, H e art Bl o c k, Ot h er, U n k n o w n) will b e dis pl a y e d n est e d wit hi n S eri o us 

Arr h y t h mi a.  

M aj or A d v ers e 

C er e br o -

C ar di o v as c ul ar 

E v e nts 

( M A C E)

M A C E (r e q uiri n g a dj u di c ati o n as d efi n e d a b o v e) is d efi n e d as:

 V as c ul ar D e at h (i n cl u di n g c ar di o v as c ul ar a n d c er e br o -v as c ul ar c a us es e x cl u di n g h e m orr h a gi c 

d e at hs o utsi d e of t h e c e ntr al n er v o us s yst e m)

 N o n -f at al m y o c ar di al i nf ar cti o n 

 N o n -f at al str o k e (s u bt y p es:  h e m orr h a gi c str o k e, is c h e mi c str o k e, u n d et er mi n e d str o k e t y p e) 

W h er e,

 V as c ul ar d e at h s h o ul d b e c a pt ur e d as a n E v e nt o n A dj u di c ati o n - D e at h e C R F p a g e wit h 

A dj u di c ati o n D e at h T y p e = ‘ C ar di o v as c ul ar’.  

 N o n -f at al m y o c ar di al i nf ar cti o n s h o ul d b e c a pt ur e d as a n E v e nt o n A dj u di c ati o n - C ar di a c 

Is c h e mi c E v e nt e C R F p a g e wit h T y p e of Is c h e mi c E v e nt = “ M y o c ar di al I nf ar cti o n ” a n d t h e E v e nt 

is N O T o n A dj u di c ati o n - D e at h e C R F p a g e. 

 N o n -f at al str o k es (is c h e mi c, h e m orr h a gi c) s h o ul d b e c a pt ur e d as a n E v e nt o n A dj u di c ati o n -

C er e br o v as c ul ar E v e nt e C R F p a g e wit h Str o k e C er e br o v as c ul ar E v e nt S u bt y p e i n o n e of t h e 

f oll o wi n g c at e g ories:  h e m orr h a gi c str o k e, is c h e mi c str o k e, u n d et er mi n e d str o k e t y p e, a n d t h e 

E v e nt is N O T o n A dj u di c ati o n - D e at h e C R F p a g e. S u b c at e g ori es of n o n -f at al str o k e ( H e m orr h a gi c 

Str o k e, Is c h e mi c Str o k e, a n d U n d et er mi n e d Str o k e T y p e) will b e dis pl a y e d n est e d wit hi n n o n -f at al 

str o k e c at e g or y.

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 a n d C o m bi n e d P e ri o ds 

2 a n d 3 ( S u m m a r y):

T E A E b y  m a xi m u m s e v erit y b y P T 

wit hi n c at e g or y

Listi n g:  

T E A E

M ali g n a n ci es M ali g n a n c y is d efi n e d usi n g P Ts fr o m t h e M ali g n a nt or u ns p e cifi e d t u m ors S M Q as s p e cifi e d i n 

M e d D R A ( S M Q:  2 0 0 0 0 0 9 1, w hi c h i n cl u d es t h e s u b -S M Qs:  

 2 0 0 0 0 1 9 4 [ M ali g n a nt t u m o urs], i n cl u di n g s u b -S M Qs of 2 0 0 0 0 2 2 7 [ H a e m at ol o gi c al m ali g n a nt 

t u m o urs] a n d 2 0 0 0 0 2 2 8 [ N o n-h a e m at ol o gi c al m ali g n a nt t u m o urs]

 2 0 0 0 0 1 9 5 [ T u m o urs of u ns p e cifi e d m ali g n a n c y] , i n cl u di n g s u b-S M Qs of 2 0 0 0 0 2 2 9 

[H a e m at ol o gi c al t u m o urs of u ns p e cifi e d m ali g n a n c y ] a n d 2 0 0 0 0 2 3 0 [N o n -h a e m at ol o gi c al t u m o urs 

of u ns p e cifi e d m ali g n a n c y ]

P e ri o d 2 ( Fis h e r’s e x a ct t es t), 

P e ri o d 3 a n d C o m bi n e d P e ri o ds 

2 a n d 3 ( S u m m a r y):

T E A E b y  P T wit hi n c at e g or y

Listi n g:  

T E A E
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E v e nts will b e s u m m ari z e b y t h e f oll o wi n g c at e g ori es:

 N o n m el a n o m a S ki n C a n c er ( N M S C)

o B as al C ell C ar ci n o m a, P Ts i n cl u d e: 

 B as al c ell c ar ci n o m a 

 B as os q u a m o us c ar ci n o m a

 B as os q u a m o us c ar ci n o m a of s ki n

o S q u a m o us C ell C ar ci n o m a, P Ts i n cl u d e:

 S q u a m o us c ell c ar ci n o m a of s ki n

 B o w e n’s dis e as e

 Li p s q u a m o us c ell c ar ci n o m a

 S ki n s q u a m o us c ell c ar ci n o m a m et ast ati c

 K er at o a c a nt h o m a

 M ali g n a n ci es e x cl u di n g N M S C: all P Ts i n t h e M ali g n a nt or u ns p e cifi e d t u m ors S M Q e x cl u di n g 

t h e 8 d efi n e d N M S C P Ts.

D e pr essi o ns D e pr essi o n is d efi n e d usi n g t h e P Ts fr o m t h e D e pr essi o n a n d s ui ci d e/s elf -i nj ur y S M Q as s p e cifi e d i n 

M e d D R A ( S M Q:  2 0 0 0 0 0 3 5, w hi c h i n cl u d es t h e s u b-S M Qs:  2 0 0 0 0 0 3 7 [ S ui ci d e/s elf -i nj ur y] a n d 

2 0 0 0 0 1 6 7 [ D e pr essi o n ( e x cl s ui ci d e a n d s elf -i nj ur y)]).

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 a n d C o m bi n e d P e ri o ds 

2 a n d 3 ( S u m m a r y):

T E A E b y  P T wit hi n S M Q a n d s u b-

S M Q

Listi n g:  

T E A E (i n cl u d e d i n t h e s a m e listi n g 

wit h h e p ati c, c yt o p e ni a a n d 

i nt erstiti al l u n g dis e as e A E SIs)

I nfl a m m at or y 

B o w el Dis e as e 

(I B D)

I B D will b e i d e ntifi e d usi n g t h e f oll o wi n g s u b c at e g or y a n d M e d D R A P Ts . T h e n arr o w t er ms ar e 

c o nsi d er e d I B D

I B D ( N arr o w t er ms)

 I nfl a m m at or y B o w el Dis e as e: I nfl a m m at or y b o w el dis e as e

 Cr o h n’s Dis e as e: Cr o h n’s dis e as e

 Ul c er ati v e C olitis: A c ut e h a e m orr h a gi c ul c er ati v e c olitis; C olitis ul c er ati v e; Pr o ctitis ul c er ati v e

N o n -S p e cifi c T er ms ( E v e nts T h at C a n O c c ur wit h I B D ( Br o a d T er ms)): T h e P Ts i n t his c at e g or y ar e 

list e d i n t h e L Y 2 4 3 9 8 2 1 P S A P v 8 A p p e n di x 1 1 ( or m ost c urr e nt v ersi o n)

P e ri o d 2 ( Fis h e r’s e x a ct t est) , 

P e ri o d 3 a n d C o m bi n e d P e ri o ds 

2 a n d 3 ( S u m m a r y):

T E A E b y  P T wit hi n s u b c at e g or y

Listi n g:

T E A E
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S p e c i al S af et y 

T o pi c D efi niti o n / D e ri v ati o n A n al ysis / S u m m a r y / Listi n g

I nt erstiti al 

L u n g Dis e as e 

(I L D)

I L D is d efi n e d usi n g t h e f oll o wi n g t er ms:  

 Br o a d a n d n arr o w t er ms i n t h e I nt erstiti al l u n g dis e as e S M Q ( 2 0 0 0 0 0 4 2)

 A d diti o n al 6 P Ts fr o m E osi n o p hili c p n e u m o ni a S M Q ( 2 0 0 0 0 1 5 7):  

o A n gi ol y m p h oi d h y p er pl asi a wit h e osi n o p hili a ( N arr o w)

o E osi n o p hili c br o n c hitis ( N arr o w)

o H y p er e osi n o p hili c s y n dr o m e ( N arr o w)

o L o effl er’s s y n dr o m e ( N arr o w)

o P ul m o n ar y e osi n o p hili a ( N arr o w)

o P ul m o n ar y v as c ulitis ( N arr o w)

Listi n g :

T E A E (i n cl u d e d i n t h e s a m e listi n g 

wit h h e p ati c, d e pr essi o n a n d 

i nt erstiti al l u n g dis e as e A E SIs)

A b br e vi ati o ns:  A E = a d v ers e e v e nt; A E SI = a d v ers e e v e nt of s p e ci al i nt er est; e C R F = el e ctr o ni c c as e r e p ort f or m; H L T = hi g h -l e v el t er m; OI =o p p ort u nisti c 

i nf e cti o n; P T = pr ef err e d t er m; S A E = s eri o us a d v ers e e v e nt; 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.
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6. 1 1. 3. 2. A nt eri or U v eiti s

At  e a c h st u d y vi sit, st u d y he al t h c ar e pr o vid er s will  e val 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 ei tis. T h e i n ci d e n c e of a nt eri or u v eit is is i d e ntifi e d usi n g t h e pr ef err e d t er m 

‘irid o c y cli tis’. T h e i n ci d e n c e r at e o f a nt eri or u v ei tis will b e s u m m ari z e d f or p atie nt s wi t h or 
wi t ho ut pri or a nt eri or u v ei tis s e p ar at el y, f or t h e f o ll owi n g st u d y  p erio ds a n d a n al ysis 

p o p ul at i ons:

• P eri o d 2 ( S af et y P o p ul at i on) 

• P eri o d 3 ( E xt e n d e d Tr e at m e nt P eri o d P o p ul at i on)

6. 1 1. 4. Cli ni c al L a b o r at o r y E v al u ati o n
Cli ni c al l a b or at or y  ass ess m e nts i n cl u d e h e m at ol o g y, s er u m c h e mi str y, uri n al ysis, a n d s af ety -

r elat e d i m m u n e m ar k ers s u c h as n e utr o p hil c o u nts.  All l a b or at or y t ests will b e pr es e nt e d usi n g

t he i nt er n at i on al s yst e m o f u nit ( SI) w h e n a p p li c a bl e.

C o nti n u o us l a b or at or y  t ests will b e s u m m ari z e d as c h a n g es fr o m b as eli n e t o l ast o bs er v ati on f or 

p ati e nts w h o h a v e b ot h b as eli n e a n d at l e ast o n e p ost b as eli n e r e s ult for P eri o d 2 a n d 3, 
res p e cti v el y :

 T h e s c h e d ul e d visits/ m e as ur e m e nts will b e i n cl u d e d.  T h e u ns c h e d ul e d visit s a n d t h e 
r e p e at me as ur e m e nts will b e e x cl u d e d.  

 F or t h e S af et y P o p ul ati o n f or P eri o d 2, t h e c o m p aris o ns b et w e e n tr e at me nt gr o u p s will b e 
c o n d u ct e d usi n g a n A N C O V A wit h tr e at me nt gr o u p a n d b as eli n e v al u e i n t h e m o d el.  

 D at a will b e a n al y z e d b as e d o n ori gi n al s c al e.

L a b or at or y  t est o bs er v e d v al u es at e a c h visit (st arti n g at b as eli n e) a n d c h a n g e fr o m b as eli n e t o 

e a c h s c h e d ul e d visit, r es p e cti v el y, will b e dis pl a y e d i n b o x pl ots f or p ati e nts w h o h a v e b ot h a 
b as eli n e a n d at l e ast o n e p ost b as eli n e r e s ult.  T h e s e b o x plot s will  be us e d t o e v al u at e tr e n ds o v er 
ti m e a n d t o ass ess a p ot e nti al i m p a ct of o utli ers o n c e ntr al t e n d e n c y s u m m ari es.  

 T h e s c h e d ul e d visits/ m e as ur e m e nts will b e i n cl u d e d.  T h e u ns c h e d ul e d visit s a n d t h e 

r e p e at me as ur e m e nts will b e e x cl u d e d.  
 T h e f o ll owi n g s u m m ar y st atist i cs will b e i n cl u d e d as a t a bl e b el o w t h e b o x pl ot:  n u m b er 

of  p atie nt s wi t h a b as eli n e a n d at le ast o n e p ost b as eli n e r e s ult, me a n, st a n d ar d d e vi at i on, 
mi ni m u m, Q 1, m e di a n, Q 3, a n d m a xi m u m.  

 D at a wil l b e s u m m ari z e d b as e d o n ori gi n al s c al e.
 O n t h e b o x pl ots of t h e l a b or at or y  t est o bs er v e d v al u es, t h e li n es of t h e r ef er e n c e 

r a n g es/li mits ( b y usi n g t h e p erf or mi n g l a b or at or y  r efer e n c e r a n g es) will b e a d d e d.  I n 
c as es w h er e li mits v ar y  a cr oss a g e a n d g e n d er, t h e l o w est of t h e hi g h li mits a n d t h e 
hi g h est of t h e l o w li mits will b e us e d.

T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h a tr e at m e nt -e m er g e nt or f o ll ow -u p e m er g e nt 

a b n or m al , hi g h, or lo w f or l a b or at or y  t ests will b e s u m m ari z e d b y tr e at me nt gr o u p f or e a ch st u d y  
p eri o d ( P erio d 2 or 3 or 4 ).  T h e c o mp aris o ns b et w e e n tr e at me nt gr o u p s 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 t h e S af et y P o p ul at i on f or P erio d 2.  
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 All s c h e d ul e d, u ns c h e d ul e d a n d r e p e at e d m e as ur e m e nts will b e i n cl u d e d.
 P erf or mi n g l a b or at or y will b e us e d t o d efi n e d t he l o w a n d hi g h li mit s r efer e n c e r a n g es 

e x c e pt f or l e u k o c y t e, n e utr o p hil, l y m p h o c yt e a n d pl at elet c o u nts, w h er e Lill y  d efi n e d 
l ow er li mi t of n or ma l will b e us e d f or t h es e 4 l a bs.   

 Al a ni n e a mi n otr a nsf er as e ( A L T), as p art at e a mi n otr a nsf er as e ( A S T), t ot al bilir u bi n, 
al k ali n e p h os p h at as e ( A L P) , n e utr o p hils, l e u k o c yt e s, plat el ets, a n d l y m p h o c y t e s will n ot 

b e i n cl u d e d i n t h e tr e at m e nt-e m er g e nt a b n or m al , hi g h, or lo w s u m m ar y  a s a s e p ar at e 
a n al ysis a d dr essi n g t h e ris k o f li v er i nj ury is d es cri b e d i n S e cti on 6. 1 1. 3. 1 a n d a s e p ar at e 

a n al ysis a d dr essi n g L e u k o c y t es ( W B C) a n d Plat el et s is d es cri b e d i n S e cti on 6. 1 1. 4. 1 .  
 N ot e t h at t h e r a n g es ar e d efi n e d b y  a lo w er li mi t of n or mal ( L L N) a n d a n u p p er li mit of 

n or m al  ( U L N).  A r e s ult t h at is gr e at er t h a n or e q u al t o t h e L L N a n d l ess t h a n or e q u al t o 
t he U L N i s c o nsi d er e d t o b e wit hi n t h e n or m al r a n g es .  

 F or c at e g ori c al l a b or at or y  t e st s:  
o Tr e at m e nt -e m er g e nt a b n or m al v al u e is d efi n e d as a c h a n g e fr o m n or m al at all 

b as eli n e visits t o a b n or m al at a n y t i m e p ost b as eli n e d uri n g t h e tr e at m e nt p eri o d.
o F o ll ow -u p e m er g e nt a b n or m al r e s ul t is d efi n e d as a c h a n g e fr o m n or m al at 

b as eli n e t o a b n or m al at a n y  tim e d uri n g t h e f o ll ow -u p p eri o d.  
 F or c o nti n u o us l a b or at or y  t e st s:  

o Tr e at m e nt -e m er g e nt hi g h v al u e 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 U L N 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 U L N at a n y  ti m e 

p ost b as eli n e d uri n g t h e tr e at m e nt p eri o d.
o Tr e at m e nt -e m er g e nt l o w v al u e 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 L N at all b as eli n e visits t o a v al u e l ess t h a n t h e L L N at a n y tim e 
p ost b as eli n e d uri n g t h e tr e at m e nt p e rio d.

o F o ll ow -u p e m er g e nt hi g h v al u e 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 U L N at b as eli n e t o a v al u e gr e at er t h a n t h e U L N at a n y ti m e 

p ost b as eli n e d uri n g t h e f o ll ow -u p p eri o d.
o F o ll ow -u p e m er g e nt l o w v al u e 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 L N at b as eli n e t o a v al u e l ess t h a n t h e L L N at a n y ti m e p ost b as eli n e
d uri n g t h e f o ll ow -u p p eri o d.

o B y -p at i ent  listi n g of a b n or m al l a b or at or y t est r es ults ( crit eri a d efi n e d i n t h e s hift 
t a bles e x cl u di n g t h e n or m al c at e g or y ) for p ar a m et ers of s p e ci al i nt er est ( h e p ati c, 
l e u k o c yt e s a n d pl at elets) will b e pr o vi d e d.   

6. 1 1. 4. 1. L e u k o c yt e s ( W B C) a n d Pl at el et s

F urt h er a n al ys es will b e c o n d u ct e d f or t ot al l e u k o c yt es, n e utr o p hils, pl at el ets, l y m p h o c y t e s, 

m o n o c y t es, e osi n o p hils, a n d b as o p hils.  U nl ess ot h er wi s e s p e cifi e d, n e utr o p hils will b e

s u m m ari z e d as a bs ol ut e n e utr o p hils ( d eri v e d b y a d di n g s e g m e nt e d n e utr o p hils a n d b a n d

n e utr o p hils).

S hift t a bl e will b e pr o d u c e d s h o wi n g t h e n u m b er a n d p er c e nt a g e of p at i ent s s hift i n g fr om 

b as eli n e t o a mi ni m u m p ost b as eli n e r e s ult in e a c h r el e v a nt c at e g or y  b y tr e at me nt gr o u p s f or 
st u d y P erio d s 2 a n d 3, r es p e cti v el y:



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 7 6

L Y 2 4 3 9 8 2 1

 S c h e d ul e d visits, u ns c h e d ul e d visits, a n d r e p e at m e as ur e m e nts will b e i n cl u d e d.  
 B as eli n e is d efi n e d as t h e mi ni m u m r es ult d uri n g t h e d efi n e d b as eli n e p eri o d or b as eli n e .  

 Us e t h e mi ni m u m n o n -missi n g p ost b as eli n e v al u e wi t hi n e a c h st u d y p erio d.
 T h e p ar a m et ers a n d c at e g ori es ar e:

o L e u k o c y t e s: ≥ 1 × L L N ( N or mal ), < L L N t o ≥ 3. 0 × 1 0 ^ 9/ L ( Gr a d e 1), < 3. 0 × 
1 0 ^ 9/ L t o ≥ 2. 0 × 1 0 ^ 9/ L ( Gr a d e 2), < 2. 0 × 1 0 ^ 9/ L t o ≥ 1. 0 × 1 0 ^ 9/ L ( Gr a d e 3), a n d 

< 1. 0 × 1 0 ^ 9/ L ( Gr a d e 4).
o N e utr o p hils :   ≥ 1 × L L N ( N or mal ), < L L N t o ≥ 1. 5 × 1 0 ^ 9/ L ( Gr a d e 1), < 1. 5 × 

1 0 ^ 9/ L t o ≥ 1. 0 × 1 0 ^ 9/ L ( Gr a d e 2), < 1. 0 × 1 0 ^ 9/ L t o ≥ 0. 5 × 1 0 ^ 9/ L ( Gr a d e 3), a n d 
< 0. 5 × 1 0 ^ 9/ L ( Gr a d e 4)

o Pl at el et s : ≥ 1 × L L N ( N or mal) , < L L N t o ≥ 7 5. 0 × 1 0 ^ 9/ L ( Gr a d e 1), < 7 5. 0 × 
1 0 ^ 9/ L t o ≥ 5 0. 0 × 1 0 ^ 9/ L ( Gr a d e 2), < 5 0. 0 × 1 0 ^ 9/ L t o ≥ 2 5. 0 × 1 0 ^ 9/ L ( Gr a d e 

3) , a n d < 2 5. 0 × 1 0 ^ 9/ L ( Gr a d e 4).
o L y m p h o c y t e s: ≥ 1 × L L N ( N or mal) , < L L N t o ≥ 0. 8 × 1 0 ^ 9/ L ( Gr a d e 1), < 0. 8 × 

1 0 ^ 9/ L t o ≥ 0. 5 × 1 0 ^ 9/ L ( Gr a d e 2), < 0. 5 × 1 0 ^ 9/ L t o ≥ 0. 2 × 1 0 ^ 9/ L ( Gr a d e 3), a n d 
< 0. 2 × 1 0 ^ 9/ L ( Gr a d e 4).

 T h e a b o v e L L Ns ar e d efi n e d as:
o L e u k o c y t es:  L L N = 4. 0 × 1 0 ^ 9/ L

o N e utr o p hils:  L L N = 2. 0 × 1 0 ^ 9/ L
o Pl at el ets:  L L N = 1 5 0 × 1 0 ^ 9/ L 

o L y m p h o c y t es:  L L N = 1. 1 × 1 0 ^ 9/ L
 Wit h a d dit i on al c at e g ori e s:

o D e cr e as e d; p ost b as eli n e c at e g or y  < b as eli n e c at e g or y
o I n cr e as e d; p ost b as eli n e c at e g or y  > b as eli n e c at e g or y
o S a m e; p ost b as eli n e c at e g or y  = b as eli n e c at e g or y.

T h e c h a n g e fr o m mi ni m u m b as eli n e t o mi ni m u m p o s t bas eli n e r e s ult for e a c h of t h es e l e u k o c y t e s 
a n d pl at el et s will  be s u m m ari z e d gr a p hi c all y usi n g a b o x pl ot f or P eri o d s 2 a n d 3 , r es p e cti v el y.

6. 1 1. 4. 2. N e utr o p hil F oll o w -U p

N e utr o p hil c o u nts will b e f o ll ow e d t hr o u g h o ut t h e st u d y .  T h e n e utr o p hil f oll ow -u p a n al ysis will 

b e c o n d u ct e d o n t h e N e utr o p hil F oll o w -U p P o p ul ati o n d efi n e d as p at i ent s w h o h a v e a n a bs ol ut e 
n e utr o p hil c o u nt < 1 5 0 0 c ells/ µ L ( SI u nits:  < 1. 5 × 1 0 ^ 9/ L) at t h e l ast s c h e d ul e d visit or e arl y 

t er mi n ati o n visit pri or t o e nt eri n g P eri o d 4 a n d l ess t h a n t h e p ati e nt’s b as eli n e a bs o l ute n e utr o p hil 
c o u nt (t h at is, pri or t o first i nj e ct i on at W e e k 0).  

N e utr o p hil cli ni c al r e c o v er y  is d efi n e d as a n a bs ol ut e n e utr o p hil c o u nt ≥ 1 5 0 0 c ells/ µ L ( SI u nits:  
≥ 1. 5 × 1 0 ^ 9/ L) or gr e at er t h a n or e q u al t o a p ati e nt’s mi n i m u m a b s ol ut e n e utr o p hil  c o u nt prior t o 

fir st st u d y dr u g i nj e cti on at W e e k 0 .  If a p ati e nt’s n e utr o p hil c o u nt h as n ot r e c o v er e d wi t hi n 1 2 
w e e ks aft er e nt eri n g t h e f o ll ow -u p p eri o d ( Vi sit 8 0 2),  t he i n v est i 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 o f a d di tio n al c o nt a ct( s) .

T h e n u m b er a n d p er c e nt a g e of p ati e nts a c hi e vi n g n e utr o p hil cli ni c al r e c o v er y will b e pr es e nt e d 

b y tr e at me nt gr o u p s a n d w e e k i nt er v al f or t he N e utr o p hil F ol l ow -U p P o p ul ati o n f or P eri o d 4 .  
T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h a n a bs ol ut e n e utr o p hil c ell c o u nt t h at is at l e ast 2 5 %, 
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5 0 %, 7 5 %, or 1 0 0 % of t h e p ati e nt’s b as eli n e a bs o l ut e n e utr o p hil c o u nt (t h at is, pri or t o first 
i nj e cti on at W e e k 0), irr es p e ct i v e of a bs ol ute n e ut r o p hil mi ni m u m, will b e i n cl u d e d i n t h e 
s u m m ar y.  

6. 1 1. 5. Vit al Si g n s a n d Ot h e r P h y si c al Fi n di n g s
A n al ys es will b e c o n d u ct e d o n vit al si g ns a n d p h ysi c al c h ar a ct erist i cs i n cl u di n g s yst oli c bl o o d 

pr ess ur e ( m m H g), di ast oli c bl o o d pr ess ur e ( m m H g), p uls e ( b p m), w ei g ht ( k g), B MI ( k g/ m2 ).

C h a n g e fr o m b as eli n e t o l ast o bs er v at i on f or vit al si g ns a n d p h ysi c al c h ar a ct eristi cs will b e 
s u m m ari z e d f or p ati e nts w h o h a v e b ot h b as eli n e a n d at l e ast o n e p ost b as eli n e r e s ult, for P eri o d s 
2 , a n d 3, r es p e cti v el y:

 T h e s c h e d ul e d visits/ m e as ur e m e nts will b e i n cl u d e d.  T h e u ns c h e d ul e d visit s a n d t h e 

r e p e at me as ur e m e nts will b e e x cl u d e d.  
 F or t h e S af et y P o p ul ati o n f or P eri o d 2, t h e c o m p aris o ns b et w e e n tr e at me nt gr o u p s will b e 

c o n d u ct e d usi n g a n A N C O V A wit h tr e at me nt gr o u ps a n d b as eli n e v al u e i n t h e m o d el.  
 D at a will b e a n al y z e d b as e d o n ori gi n al s c al e.

F or vi t al si g ns a n d p h ysi c al c h ar a ct eristi cs, t h e o bs er v e d v al u es at e a c h visit (st arti n g at b as eli n e) 
a n d c h a n g e fr o m b as eli n e t o e a c h s c h e d ul e d visit, r es p e ct i v el y, will b e dis pl a y e d i n b o x pl ots f or 

p ati e nts w h o h a v e b ot h a b as eli n e a n d at l e ast o n e p ost b as eli n e r e s ult.  T h e s e b o x plots will b e 
us e d t o e v al u at e tr e n ds o v er ti m e a n d t o ass ess a p ot e nti al i m p a ct of o utli ers o n c e ntr al t e n d e n c y 
s u m m ari es.  

 T h e s c h e d ul e d visits/ m e as ur e m e nts will b e i n cl u d e d.  T h e u ns c h e d ul e d visit s a n d t h e 

r e p e at me as ur e m e nts will b e e x cl u d e d.  
 T h e f o ll owi n g s u m m ar y st atist i cs will b e i n cl u d e d as a t a bl e b el o w t h e b o x pl ot:  n u m b er 

of  p atie nt s wi t h a b as eli n e a n d at le ast o n e p ost b as eli n e r e s ult, me a n, st a n d ar d d e vi at i on, 
mi ni m u m, Q 1, m e di a n, Q 3, a n d m a xi m u m.  

 D at a will b e s u m m ari z e d b as e d o n ori gi n al s c al e.

T o ass ess t h e eff e ct of a d mi nistr ati o n of st u d y  dr u g o n vit al si g n s ( blo o d pr ess ur es a n d p uls e 

r at e) a m o n g p ati ent s, at w e e k s 0 , a n d 1 6 , vit al sig n s will  be m e as ur e d b ef or e t h e first i nj e ct i on 
a n d 1 h o ur aft er t h e i nj e ct i on.  T h e b o x pl ots will b e pr o d u c e d f or pr e -d os e a n d p ost -d os e vit al 
sig ns at W e e k 0 ( Visit 2) , a n d W e e k 1 6 ( Visit 8) ).

T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h tr e at m e nt-e m er g e nt or f o ll ow -u p e m er g e nt hi g h or 

l ow vi t al si g n a n d w ei g ht at a n y tim e f or P erio d s 2 , 3 , a n d 4 (f or vit al si g ns o nl y i n P eri o d 4), 
r es p e cti v el y, will b e s u m m ari z e d.  T h e c o m p aris o ns b et w e e n a n d a m o n g tr e at me nt gr o u p s 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 t h e S af et y P o p ul at i on f or P erio d 2.  

 T a bl e R H C H .6 .8 d efi n es t h e hi g h a n d l o w b as eli n e v al u es as w ell as t h e li mits t h at ar e 

s p e cifi e d as tr e at m e nt -e m er g e nt a n d f o ll ow -u p e m er g e nt.  N ot e t h at w ei g ht d o es n ot h a v e 
a n a b n or m al b as eli n e; t h er ef or e , t h e tr e at m e nt-e m er g e nt a n d f oll o w -u p e m er g e nt v al u es 

ar e d et er mi n e d b y  c ha n g e fr o m b as eli n e .  
 All p ost b as eli n e s c h e d ul e d, u ns c h e d ul e d a n d r e p e at e d m e as ur e m e nts will b e i n cl u d e d .  



I 1 F-M C -R H C H St a ti sti c al A n al y si s Pl a n P a g e 7 8

L Y 2 4 3 9 8 2 1

 T o ass ess i n cr e as es, c h a n g e fr o m t he m a xi m u m  v al u e d uri n g t h e b as eli n e p erio d or 
b as eli n e t o t h e m a xi m u m v al u e d uri n g e a c h st u d y  p erio d will b e us e d .  

 T o ass ess d e cr e as es, c h a n g e fr o m t h e mi ni m u m v al u e d uri n g t h e b as eli n e p eri o d or 
b as eli n e t o t h e mi ni m u m v al u e d uri n g e a c h st u d y  p erio d will b e us e d .  

 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 ult 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 a n y tim 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 ult 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.
 F or f oll o w -u p e m er g e nt hi g h a n d l o w:

o A f oll ow -u p e m er g e nt hi g h r e s ult 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 a n y tim 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 f o ll ow -u p p eri o d.
o A f oll ow -u p e m er g e nt l o w r e s ult 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 f o ll ow -u p p eri o d.

T a bl e R H C H .6 .8 . C at e g ori c al Crit eri a f or A b n or m al Tr e at m e nt -E m er g e nt Bl o o d 
Pr e s s ur e s a n d P ul s e M e a s ur e m e nt, a n d C at e g ori c al Crit eri a f or 
W ei g ht C h a n g e s f or A d ult s

P a r a m et e r L o w Hi g h

S y st oli c B P ( m m H g) a

(s u pi n e or sitti n g – f ore ar m at 

h e art l e v el)

≤ 9 0 a n d d e cr e as e fr o m b as eli n e ≥ 2 0 ≥ 1 4 0 a n d i n cr e as e fr o m b as eli n e ≥ 2 0

Di ast oli c B P ( m m H g) a

(s u pi n e or sitti n g – f ore ar m at 

h e art l e v el)

≤ 5 0 a n d d e cr e as e fr o m b as eli n e ≥ 1 0 ≥ 9 0 a n d i n cr e as e fr o m b as eli n e ≥ 1 0

P uls e ( b p m) a

(s u pi n e or sitti n g)

< 5 0 a n d d e cr e as e fr o m b as eli n e ≥ 1 5 > 1 0 0 a n d i n cr e as e fr o m b as eli n e ≥ 1 5

W ei g ht ( k g) ( L oss) d e cr e as e fr o m b as eli n e ≥ 7 % ( G ai n) i n cr e as e fr o m b as eli n e ≥ 7 %

A b br e vi ati o ns:  B P = bl o o d pr ess ur e; b p m = b e ats p er mi n ut e; k g = kil o gr a m; m m H g = milli m et ers of m er c ur y.
a B as eli n e a b n or m al v al u es ar e d efi n e d b y t h e v al u e pr es e nt e d.

6. 1 1. 6. 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 ort 1 6 

It e m s ( QI D S-S R 1 6)
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 ( A P A’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 diti o n ( D S M -I V) ( A P A 1 9 9 4).  T h e 

QI D S -S R 1 6 s c al e is us e d t o ass ess t h e p ot e nti al i m p a ct of tr e at m e n t o n n e w o ns et or c h a n g es i n 
d e pr essi o n, t h o u g hts of d e at h, a n d/ or s ui ci d al i d e ati o n s e v erit y.   A p ati ent  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 ast 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 om 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 
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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.  A d ditio 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 Pi tts b ur g h I D S/ QI D S r es o ur c e p a g e ((htt p:// w w w.i ds -qi d s. or g/ ).

T h e 9 d o m ai ns ass ess e d b y t h e i nstr u m e nt ar e d efi n e d as:

1) 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 om ni a or h y p ers o m ni a):  t he hi g h est 
s c or e r e c or d e d f or t h e f o ur sl e e p it e ms:  # 1 (f alli n g asl e e p), # 2 ( sle e p d uri n g t h e 
ni g ht ), # 3 (w a ki n g u p t o o e arl y ) a n d # 4 (sle e pi n g t o o m u c h ).  D o mai n is missi n g 
if all it e ms ar e missi n g.

2) S a d m o o d:  It e m  # 5 (f eeli n g s a d ).  D o mai n is missi n g if t h e it e m is missi n g.
3) D e cr e as e/i n cr e as e i n a p p et ite/ w ei g ht:  t h e hi g h est s c or e r e c or d e d f or t h e 

a p p eti t e/ w eig ht i t e ms:  # 6 ( d e cr e as e d a p p etit e ), # 7 (i n cr e as e d a p p etite ), # 8 
(d e cr e as e d w ei g ht wi t hi n t h e l ast t w o w e e ks), a n d # 9 (i n cr e as e d w ei g ht wit hi n t h e 
l ast t w o w e e ks).  D o m ai n is missi n g if all it e ms ar e missi n g or n ot a p pli c a bl e.

4) C o n c e ntr ati o n:  It e m # 1 0 ( c o n c e ntr ati o n / d e cisi o n m a ki n g ).  D o mai n is missi n g if 
t he i t e m is missi n g.

5) S elf -cri tici s m:  It e m  # 1 1 (vi e w o f m ys elf ).  D o mai n is missi n g if t h e it e m is 
missi n g.

6) S ui ci d al  id e ati o n:  It e m  # 1 2 (t ho u g hts of d e at h or s ui ci d e ).  D o mai n is missi n g if 
t he i t e m is missi n g.

7) I nt er est:  It e m # 1 3 (g e n er al i nt er est ).  D o mai n is missi n g if t h e ite m  is missi n g.
8) E n er g y /f ati g u e:  It e m # 1 4 (e n er g y l e v el).  D o m ai n is missi n g if t h e it e m is 

missi n g.
9) P s y c h o m o t or a git atio n/r et ar d ati o n:  t h e hi g h est s c or e r e c or d e d f or t h e t w o 

ps y c h o m ot or it e ms:  # 1 5 ( f e eli n g sl o w e d d o w n) a n d # 1 6 (f e eli n g r estl ess).  
D o m ai n is missi n g if all it e ms ar e missi n g.

T h e QI D S -S R 1 6 t ot al s c or e is t h e s u m of t h e a b o v e d o m ai n s c or es.  T h e t ot al s c or e will b e 

missi n g if a n y d o m a i n s c or e is missi n g.   T h e QI D S -S R 1 6 t ot al s c or es ar e c at e g ori z e d as: N o n e 
( n o d e pr essi o n) (0 – 5 ), Mil d ( 6 – 1 0 ),  M o d er at e (1 1 – 1 5 ),  S e v er e (1 6 – 2 0 ) a n d V er y s e v er e 
(2 1 – 2 7 ).

F or b ot h P eri o d 2 a n d 3 QI D S -S R 1 6 a n al ys es, 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 r e c or d e d o n or pri or t o t h e d at e of first i nj e ct i on of st u d y  tr e at me nt at W e e k 0 ( Visit

2), as f or Q o L m e as ur 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 ( Visit 2).

S u m m ari es will b e d o n e b y tr e at m e nt gr o u ps f or S af et y P o p ul at i on i n 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 o p ul at i on i n P eri o d 3, r es p e cti v el y.

T h e f o ll owi n g s u m m ari es will b e pr o d u c e d f or QI D S -S R 1 6 t ot al s c or e c at e g or y :

 T h e n u m b er a n d p er c e nt a g e of p ati e nts f alli n g i nt o e a c h QI D S -S R 1 6 t ot al s c or e c at e g or y  

at e a c h s c h e d ul e d visit.
 S hift fr o m m a xi m u m b as eli n e t o e a c h p ost b as eli n e visit i n QI D S -S R 1 6 t ot al s c or e 

c at e g or y .
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 T h e n u m b er a n d p er c e nt a g e of p ati e nts f alli n g i nt o t h e f o ll owi n g c at e g ori es b as e d u p o n 
t he 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:  

o I mpr o v e d; m a xi m u m p ost b as eli n e c at e g or y  < ma xi m u m  ba s eli n e c at e g or y .
o W o rs e n e d; m a xi m u m p ost b as eli n e c at e g or y  > ma xi m u m  ba s eli n e c at e g or y .
o S a m e; m a xi m u m p ost b as eli n e c at e g or y  = m a xi m u m b as eli n e c at e g or y.

I n a d diti on, t h e n u m b er a n d p er c e nt a g e of p at i ent s f alli n g i nt o t h e f o ll owi n g gr o u ps b as e d u p o n 
t he m a xi m u m p ost b as eli n e QI D S -S R 1 6 ite m  1 2 ( T h o u g hts of D e at h or S ui ci d e) s c or e will b e 
s u m m ari z e d :

 I mpr o v e d; m a xi m u m p ost b as eli n e ite m  1 2 s c or e < m a xi m u m b as eli n e it e m 1 2 s c or e.

 W o r s e n e d; ma xi m u m  p ost b as eli n e ite m  1 2 s c or e > m a xi m u m b as eli n e it e m 1 2 s c or e.
 S a m e; m a xi m u m p ost b as eli n e ite m 1 2 s c or e = m a xi m u m  ba s eli n e i t e m 1 2 s c or e.

6. 1 1. 7. 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 ( C-S S R S)
T h e C -S S R S is a n ass ess m e nt t o ol t h at e v al u at es s ui ci d al i d e ati on a n d b e h a vi or .  I nf or m ati on o n 

t he C -S S R S s c al e c a n b e f o u n d t hr o u g h t h e f o ll owi n g li n k:  htt p:// w w w. cssrs. c ol u m bi a. e d u.  

S p e cifi c all y , t h e fol l owi n g o ut c o m e s ar e C -S S R S c at e g ori es a n d h a v e bi n ar y r es p o ns es ( y e s/ n o).  
C at e g or y 1 – Wis h t o b e D e a d

C at e g or y  2 – N o n -s p e cifi c A cti v e S ui ci d al T h o u g hts 
C at e g or y  3 – A ct i v e S ui ci d al I d e ati on wi t h A n y M et h o d s ( N ot Pla n) wi t ho ut I nt e nt t o A ct 

C at e g or y  4 – A ct i v e S ui ci d al I d e ati on wi t h S o me I nt e nt t o A ct, wi t ho ut S p e cifi c Pl a n 
C at e g or y  5 – A ct i v e S ui ci d al I d e ati on wi t h S p e cifi c Pl a n a n d I nt e nt 

C at e g or y  6 – Pr e p ar at or y  Acts or B e h a vi or 
C at e g or y  7 – A b ort e d Att e m pt

C at e g or y  8 – I nt err u pt e d Att e m pt
C at e g or y  9 – A ct u al  Att e mpt ( n o n -f atal )
C at e g or y  1 0 – C o m pl et e d S ui ci d e .

S elf -i nj urio u s b e h a vi or wi t ho ut s ui ci d al i nt e nt is als o a C -S S R S o ut c o m e ( alt h o u g h n ot s ui ci d e -
r elat e d) a n d h as a bi n ar y  r e s p o n s e ( ye s/ n o).  

C o m p o si t e e n d p oi nts b as e d o n t h e a b o v e c at e g ori es ar e d efi n e d b el o w.

 S ui ci d al i d e ati o n: a ns w er e d ‘ y es’ t o a n y o n e of C at e g ori es 1 -5 q u esti o ns .

 S ui ci d al b e h a vi o r:   a ns w er e d ‘ y es’ t o a n y o n e of C at e g ori es 6 -1 0 q u esti o ns .
 S ui ci d al i d e ati o n o r b e h a vi o r:   a ns w er e d ‘ y es’ t o a n y o n e of C at e g ori es 1 -1 0 q u esti o ns.

C -S S R S will b e list e d b y p ati e nt a n d visit usi n g S p otfir e .  O nl y p at i ent s t h at s h o w s ui ci d al 

i d e ati on/ b e h a vi or or s elf -i nj urio u s b e h a vi or wi t ho ut s ui ci d a l i nte nt will b e dis pl a y e d .  H o w e v er, 
if a p ati ent  r e p ort e d a n y s ui ci d al id e at i on/ b e h a vi or or s elf -i nj urio u s b e h a vi or wi t ho ut s ui ci d al  

i nte nt at a n y  ti m e p oi nt t h e n all t h eir i d e ati o n a n d b e h a vi or will b e dis pl a y e d, e v e n if n ot 
p o si tiv e .  N o t e, missi n g d at a s h o uld n ot b e i m p ut e d.  

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 h at is 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 visit, t h at as ks f or t h e n u m b er of s ui ci d al b e h a vi ors, p ossi bl e s ui ci d al b e h a vi ors or 
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n o ns ui ci d al s elf -i nj urio us b e h a vi ors t he p ati e nt h as e x p eri e n c e d si n c e t h e 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  F oll ow -u p F or m ) w hi c h c oll e cts 

s u p pl e m e nt al inf or m at i on o n t h e s elf -i nj urio u s b e h a vi or i s t o b e c o m pl et e d .  T h e S elf -H ar m  d at a
will b e list e d b y  p ati ent  a n d visit if n u m b er of e v e nts o n S elf -H ar m  S u p pl e m e nt F or m is n ot z er o 
i n t h e C R F ‘S elf H ar m Q u esti o n n air e S u p pl e m e nt .’

6. 1 1. 8. I m m u n o g e ni cit y

6. 1 1. 8. 1. D efi niti o n s a n d T er m s

T h e f o ll owi n g s a m pl e - a n d p at i ent -r el at e d d efi niti ons a n d p ar a m et ers will b e us e d t o d es cri b e t h e 
i m m u n o g e ni city d at a.  

6. 1 1. 8. 1. 1. S a m pl e C at e g or y D efi niti o n s

S a m pl es ar e cl assifi e d i nt o t h e f o ll owi n g c at e g ori e s:

 U n e v al u a bl e s a m pl e:   S a m pl e c o ul d n ot b e t est e d f or A D A d u e t o s a m pl e l o s s, 
mis h a n dli n g, or err ors i n c o ll e cti on, pr o c essi n g, st or a g e, a n d s o o n .  

 A nti -d r u g a nti b o d y ( A D A ) P ositi v e s a m pl e:   T h e pr es e n c es of A D A is d et e ct e d 
a n d c o nfir m e d.  T h e s a m pl es ar e r e p ort e d as p osit i v e.  If t h e s a m pl e is p ositi v e, a 
titer v al u e is r e p ort e d.

 N e ut r ali zi n g a nti -d r u g a nti b o d y ( N A b) P ositi v e s a m pl e:   N A b ar e r e p ort e d as 
d et e ct e d.

 A D A N e g ati v e s a m pl e:   T h e pr es e n c e of A D A is n ot d et e ct e d a n d t h e ass a y dr u g 
t oler a n c e l e v el is n ot e x c e e d e d.

 N A b N e g ati v e s a m pl e:   T h e pr es e n c e of N A b is n ot d et e ct e d a n d t h e ass a y dr u g 
t oler a n c e l e v el is n ot e x c e e d e d.

 A D A/ N A b I n c o n cl usi v e s a m pl e:   w h e n A D A/ N A b is n ot d et e ct e d i n a s a m pl e 
b ut dr u g i s pr es e nt i n t h e s a m e s a m pl e at a l e v el t h at c a n c a us e i nt erf er e n c e i n t h e 
A D A/ N A b d e t e ctio n m et h o d, t h e n t h e n e g at i v e A D A/ N A b r es ult c a n n ot b e 
c o nfir m e d a n d t h e s a m pl e s h o ul d b e c o nsi d er e d i n c o n cl usi v e.

o C o nfir m ati o n o f a n e g at i v e A D A or N A b r e s ult w as b as e d o n i x e ki z u m a b 
c o n c e ntr ati o ns.  

6. 1 1. 8. 1. 2. P ati e nt C at e g or y D efi niti o n s

T h e f o ll owi n g c at e g or i es ar e a p pli e d t o p ati e nts b as e d o n t h e cl assifi c at i on of t h eir s a m pl es:

 U n e v al u a bl e p ati e nt:   a) a p ati e nt wit h n o e v al u a bl e b as eli n e s a m pl e a n d/ or n o 
e v al u a bl e p ost b as eli n e s a m pl es; b) a p ati e nt wit h a n e v al u a bl e b as eli n e s a m pl e b ut 
n o e v al u a bl e p ost b as eli n e s a m pl e; c) a p ati e nt wit h n o e v al u a bl e b as eli n e s a m pl e, 
b ut w h os e e v al u a bl e p ost b as eli n e v al u es ar e all A D A p osit i v e or a mi x of p ositi v e 
a n d n e g at i v e.  ( N ot e:  If all p ost b as eli n e s a m pl es ar e n e g ati v e, t h e p ati e nt is 
c o nsi d er e d ‘ e v al u a bl e’ a n d will b e cl assifi e d as A D A -n e g at i v e.)
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 E v al u a bl e p ati e nt: a) P ati e nt 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); 
b) p ati e nt wi t h n o 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 ar e all A D A n e g at i v e.

6. 1 1. 8. 1. 3. D efi niti o n s f or Cli ni c al I nt er pr et ati o n of A s s a y R e s ult s

 B as eli n e:   F or i m m u n o g e ni cit y a n a l ys es d uri n g P eri o d 2, b as eli n e is t he l ast n o n missi n g 

o bs er v at i on o n, or pri or t o , t he d at e of t h e first i nj e cti o n of st u d y tr e at me nt (W e e k 0 ).  
U nl ess ot h er wis e s p e cifi e d, t h e b as eli n e f or P eri o d 3 is d efi n e d as t h e l ast n o n-missi n g

o bs er v at i on o n, or pr i or t o, t h e d at e of first i nj e cti on of i x e ki z u m a b .  F or p ati e nts 
ori gi n all y r a n d o mi z e d t o i x e ki z u m a b d uri n g P eri o d 2, b as eli n e is t h e l ast n o n -missi n g 

o bs er v at i on o n, or pri or t o, t h e d at e of t h e first i nj e cti o n of st u d y  tr e at me nt f or P eri o d 2 
( W e e k 0). F or p ati e nts w h o ar e n ot ori gi n all y  r a n d o mi z e d t o i x e ki z u m a b i n P eri o d 2, 

b as eli n e is t h e l ast n o n -missi n g o bs er v at i on o n, or pri or t o, t h e d at e of t h e first i nj e ct i on 
of  ix e ki z u m a b. S e e T a bl e R H C H .6 .9 for f urt h er d et ails.

T a bl e R H C H .6 .9 . B a s eli n e D efi niti o n f or I m m u n o g e ni c it y A n al y s e s f or E xt e n d e d 
Tr e at m e nt P eri o d 

a L ast n o n -missi n g o bs er v ati o n o n, or pri or t o, t h e d at e of t h e first i nj e cti o n of st u d y tr e at m e nt at t h e d efi n e d w e e k.

 B as eli n e A D A p ositi v e ( p r e e xisti n g a nti b o d y) p ati e nt :  A D A d et e ct e d i n a 
s a m pl e c oll e ct e d at b as eli n e.

 B as eli n e A D A -n e g ati v e p ati e nt :  A D A is n ot d et e ct e d i n a s a m pl e c o ll e ct e d at
b as eli n e.

 T E -A D A p ositi v e p ati e nt :  a) a p ati e nt wit h a  4 -f ol d i n cr e as e o v er a p ositi v e 
b as eli n e a nt i b o d y tit er ( Tier 3) ; or b) f or a n e g ati v e b as eli n e titer, a p ati e nt wit h a n 
i n cr e as e fr o m t h e b as eli n e t o a l e v el of  1: 1 0.

 T E -A D A i n c o n cl usi v e p ati e nt: A p ati e nt wit h o ut a T E -A D A p osit i v e s a m pl e 
a n d wit h at l e a st o n e s a m pl e f or w hi c h dr u g l e v els m a y i nt erf er e wit h t h e A D A 
ass a y.   

 T E -A D A n e g ati v e p ati e nt:   A p ati e nt w h o is e v al u a bl e f or T E -A D A a n d is n ot eit h er 
T E -A D A p osit i v e or T E-A D A i n c o n cl usi v e.  

 I n ci d e n c e of T E -A D A:   P ati e nts wit h T E -A D A as a pr o p orti o n of t h e e v al u a bl e 
p ati e nt p o p ul ati o n d uri n g t h e tr e at m e nt p eri o d.  T his e x cl u d es u n e v al u a bl e 
p ati e nts.

All A D A p o si ti v e s a m pl es will b e e v al u at e d f or N A b.  D efi nit i ons f or N A b p ati e nt st at us will b e
d efi n e d as f o ll ow s:

T r e at m e nt Assi g n m e nt f o r 
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)

T r e at m e nt Assi g n m e nt f o r 
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)
B as eli n e f o r E xt e n d e d 

T r e at m e nt P e ri o d A n al ysis a

I x e ki z u m a b I x e ki z u m a b W e e k 0

Pl a c e b o I x e ki z u m a b W e e k 1 6
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 N A b -p ositi v e p ati e nt:   A p ati e nt w h er e a N A b p osit i v e r es ult is d et e ct e d f or 
≥ 1 T E -A D A p osit i v e s a m pl es.

 N A b -i n c o n cl usi v e p ati e nt:  A p ati e nt wit h o ut a N A b p osit i v e s a m pl e a n d wi t h at 
l e ast o n e s a mpl e f or w hi c h dr u g l e v els m a y  int erf er e wit h t h e N A b ass a y.

 N A b -n e g ati v e p ati e nt:   A p ati e nt w h o is e v al u a bl e f or N A b a n d is n ot eit h er 
N A b p o si tiv e s a m pl e or N A b i n c o n cl usi v e.

Pl e as e s e e t h e L Y 2 4 3 9 8 2 1 P S A P v 8 s e ctio n 5. 6. 4. 1. 3 ( or m ost c urr e nt v ersi o n) f or d et ails o n t h e 
d efi nit i ons f or cli ni c al i nt er pr et ati o n of ass a y r es ults.

6. 1 1. 8. 2. I m m u n o g e ni cit y A n al y s e s

I mm u n o g e ni cit y e v al u a bl e p at i ent s will b e i d e nt ifi e d as T E-A D A p ositi v e, T E -A D A n e g ati v e, or 

T E -A D A i n c o n cl usi v e, a c c or di n g t o t h e d efi niti ons pr o vi d e d i n S e ct i on 6. 1 1. 8. 1. 2 a n d f urt h er 
gr o u p e d i nto T E -A D A st at us gr o u ps a n d ti m e-v ar yi n g T E -A D A st at us gr o u ps :

T E -A D A St at us G r o u ps:

 T E -A D A st at us ( p osit i v e, n e g ati v e, or i n c o n cl usi v e);
 N A b st at u s ( p o sitiv e, n e g at i v e, or i n c o n cl usi v e) f or T E-A D A p osit i v e p ati e nts; a n d

 T E -A D A tit er gr o u ps f or T E -A D A p osit i v e p ati e nts:
o L o w Ti t er:  T E -A D A tit er v al u e ( L O C F) < 1: 1 6 0;

o M o d er at e Ti t er:  T E -A D A tit er v al u e ( L O C F) ≥ 1: 1 6 0 a n d < 1: 1, 2 8 0; a n d 
o Hi g h Ti t er:  T E -A D A tit er v al u e ( L O C F) ≥ 1: 1, 2 8 0 .  

Ti m e -V a r yi n g T E -A D A St at us G r o u ps:

I n di vi d u al A D A s a m pl es will b e as cri b e d i nt o 3 diff er e nt di c h ot o m o us v ari a bl es as e x pl ai n e d i n 

T a bl e R H C H .6 .1 0 .  E a c h v ari a bl e h as p ossi bl e v al u es of a “ gr e at er -T E -A D A st at us ” or a “ l ess er-
T E -A D A st at us, ” i n t h e s e ns e t h at t h e l e v el of T E -A D A d et e ct e d i n t h e gr e at er -T E -A D A 
c at e g or y  is hi g h er t h a n i n t h e l ess er -T E -A D A c at e g or y .

T a bl e R H C H .6 .1 0 .  T E -A D A St at u s Di c h ot o m o u s V ari a bl e s f or A E A n al y si s

T E -A D A St at us Di c h ot o m o us 

V a ri a bl e G r e at e r -T E -A D A St at us L ess e r -T E -A D A St at us

T E -A D A p ositi v e T E -A D A p ositi v e n ot T E -A D A p ositi v e

T E -A D A m o d er at e -t o-hi g h T E -A D A p ositi v e wit h 

m o d er at e tit er or hi g h tit er

n ot T E -A D A p ositi v e, or T E -A D A p ositi v e 

wit h l o w tit er

T E -A D A hi g h st at us T E -A D A p ositi v e wit h hi g h 

tit er

n ot T E -A D A p ositi v e, or T E -A D A p ositi v e 

wit h l o w or m o d er at e tit er

A b br e vi ati o ns:   A E = a d v ers e e v e nt; T E -A D A = tr e at m e nt -e m er g e nt a nti -dr u g a nti b o d y.

N ot e :  F or p ur p os e of t his a n al ysis, T E -A D A I n c o n cl usi v e is t a k e n t o b e “ n ot T E -A D A p ositi v e . ”

N ot e :  A T E -A D A l o w is d efi n e d as a T E -A D A p ositi v e wit h a tit er v al u e < 1: 1 6 0; a T E -A D A m o d er at e is d efi n e d as 

a T E -A D A p ositi v e wit h a tit er v al u e ≥ 1: 1 6 0 a n d < 1: 1, 2 8 0; a n d a T E -A D A hi g h is d efi n e d as a T E -A D A p ositi v e 

wit h a tit er v al u e ≥ 1: 1, 2 8 0.

F or e a c h T E -A D A st at us di c h ot o m o us v ari a bl e, a ti m e -v ar yi n g T E -A D A st at us will b e 

c o m p ut e d.  At ti m e t, t he T E -A D A st at us is t a k e n t o b e t h e hi g h est of t h e T E -A D A v al u es 
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br a c k et i n g ti m e t.  M or e f or mall y, t h e T E -A D A st at us at ti m e t is gi v e n b y t h e gr e at er of ( a) t h e 
T E -A D A st at us at t h e m ost -r e c e nt p ost b as eli n e m e as ur e m e nt pri or t o t, a n d ( b) t h e T E -A D A 

st at us at t h e first T E-A D A p ost b as eli n e m e as ur e m e nt at or aft er ti m e t.  I n t his c o m p ut ati o n, 
“ gr e at er ” is gi v e n b y t h e gr e at er-T E -A D A st at us of T a bl e R H C H .6 .1 0 .  If t h er e is n o v al u e 

s atisf yi n g crit eri o n ( a), t h e n t h e v al u e ( b) is us e d.  Si mil arl y, if t her e is n o v al u e ( b), t h e n t h e 
v al u e ( a) i s us e d .  

F or e a c h T E -A D A st at us di c h ot o m o us v ari a bl e, p ati e nts will b e c at e g ori z e d a c c or di n g t o 

w h et h er t he y  w er e (i) al w a ys i n l ess er-T E -A D A st at us p ost b as eli n e or (ii) at s o m e p o i nt 
p ost b as eli n e, w er e i n gr e at er -T E -A D A st at us.  

6. 1 1. 8. 2. 1. A n al y s e s of C h ar a ct eri sti c s of A D A I m m u n e R e s p o n s e 

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 ati e nts wit h i n t h e d efi n e d 

S af et y P o p ul at i on 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 C o m bi n e d Bli n d e d 
Tr e at m e nt D osi n g a n d E xt e n d e d Tr e at m e nt P eri o ds ( C o m bi n e d P eri o ds 2 a n d 3) .  

B as eli n e d efi nit i on f or i m m u n o g e ni city a n al ys es f or t he C o m bi n e d Tr e at m e nt P eri o d is t h e s a m e 
as T a bl e R H C H .6 .9 .

T h e o v er all 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 will b e s u m m ari z e d f or t h e T E -
A D A st at us gr o u ps a n d t he ti m e -v ar yi n g T E -A D A st at us gr o u ps.  S c h e d ul e d visits, u ns c h e d ul e d 
visit s, a n d r e p e at m e as ur e m e nts will b e i n cl u d e d .  

I n a d di tio n, t h e o v er all 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 will b e s u m m ari z e d f or 

t he p ati e nts w h o ar e b as eli n e A D A p o sitiv e b y T E -A D A st at us gr o u ps.  F or t h os e p ati e nts w h o 
ar e T E -A D A p o si tiv e, a s u m m ar y of t iter v al u es a n d t h e pr o p orti o n of p at i ent s w h o ar e N A b 
p o si tiv e will als o b e pr o vi d e d.

T h e ti m e t o t h e d e v el o p m e nt of T E -A D As ( T E -A D A p osit i v e, l o w tit er, m o d er at e tit er, hig h ti t er, 
a n d N A b p ositi v e) will b e c al c ul at e d as f o ll ows:

Ti m e t o d e v el o p m e nt of T E -A D As/ N A b (i n w e e ks) = ( D at e of d e v el o p m e nt of T E -A D As/ N A b –
D at e of first i nj e cti o n of st u d y tr e at m e nt + 1) / 7.

If a p ati e nt h as n ot d e v el o p e d T E-A D As/ N A bs, t h e y will b e c e ns or e d at t h e d at e of t h e l ast 
i m m u n o g e ni city ass ess m e nt .  

D es cri pt i v e st atisti cs, i n cl u di n g 2 5t h p er c e ntil e, 5 0t h p er c e ntil e ( m e di a n), 7 5t h p er c e ntil e, a n d 

c orr es p o n di n g 9 5 % CI s as w ell as pr o p orti o n of  T E-A D A/ N A b p osit i v e b y e n d p oi nt s u m m ari z e d 
b y tr e at m e nt gr o u p, will als o b e pr o vi d e d if s uffi ci e nt d at a is pr es e nt.  A K a pl a n -M ei er pl ot of  

t he ti m e t o d e v el o p m e nt of tr e at m e nt -e m er g e nt A D A/ N A b will b e pr es e nt e d b y  tr e at me nt gr o u p, 
als o if s uffi ci e nt d at a is pr es e nt.  

F or e a c h T E -A D A st at us di c h ot o m o us v ari a bl e ( as d efi n e d i n T a bl e R H C H .6 .1 0 ), s u m m ari es 
will b e pr o vi d e d of t h e t ot al p ost b as eli n e t i m e i n t h e gr e at er-T E -A D A st at us f or p ati e nts w h o 

w er e at s o m e p oi nt p ost b as eli n e i n t h e gr e at er -T E -A D A st at us gr o u p.  P ost b as eli n e t i m e i n 
gr e at er -T E -A D A st at us f or e a c h p ati e nt will b e a g gr e g at e d.  
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A b y -p at i ent  listi n g t o i n cl u d e tr e at m e nt, visit d at e, visit, A D A r es ult, T E-A D A r es ult, N A b 
r e s ult, A D A t iter v al u e, i x e ki z u m a b c o n c e ntr ati o n, A D A a n d N A b i n c o n cl usi v e r es ults will als o 
b e pr o vi d e d, f or p ati e nts wit h a n y  o n e s a mpl e of  A D A ( or N A b) p ositi v e or i n c o n cl usi v e.

6. 1 1. 8. 2. 2. A n al y s e s of A D A Eff e ct s o n Effi c a c y

Effi c a c y a n al ys es f or P eri o d 2 a n d P eri o d 3 will b e c o n d u ct e d o n all e v al u a bl e p ati e nts wit hi n t h e 
I T T P o p ul at i on a n d E xt e n d e d Tr e at m e nt P eri o d P o p ul at i on .  

T h e A S A S 4 0 , A S A S 2 0 , A S D A S i n a ct i v e dis e as e a n d A S D A S < 2. 1 at w e e k 1 6 wit h N RI will b e 
s u m m ari z e d b y t he T E -A D A st at us gr o u ps as d es cri b e d i n S e ct i on 6. 1 1. 8. 2 .

A l ogist i c r e gr essi on m o d el  wit h tr e at me nt gr o u p , T E -A D A st at u s gr o u p ( e x cl u di n g p ati e nts i n 

t he T E -A D A i n c o n cl usi v e c at e g or y f or T E -A D A, e x cl u di n g T E -A D A p ositi v e a n d c o -o c c urri n g 
N A b i n c o n cl usi v e s u b gr o u ps f or N A b) , a n d t h e i nt er a cti o n of tr e at m e nt gr o u p-b y -T E -A D A 

st at us gr o u p i n cl u d e d as f a ct ors will b e us e d t o t est t h e i nt er a cti o n of tr e at me nt gr o u p -b y -T E -
A D A st at u s gr o u p f or I T T P o p ul at i on d uri n g P eri o d 2 . T h e p -v al u e ass o ci at e d wit h t h e 

i nter a ct i on t er m  will b e us e d t o ass ess if t h e tr e at m e nt gr o u ps eff e ct is c o nsist e nt a cr oss t he T E -
A D A st at us gr o u p .  W h e n t h e i nt er a cti o n t er m is st atisti call y si g nifi c a nt, t h e ass o ci at i on b et w e e n 

r es p o n d er st at us a n d tr e at m e nt d e p e n ds, i n s o m e m a n n er, o n t h e T E -A D A st at u s gr o u p .  T h e 
i nter a ct i on will b e t est e d at t h e 1 0 % si g nifi c a n c e l e v el.  Tr e at m e nt diff er e n c es will b e e v al u at e d 

wi t hi n e a c h 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 her t h e i nt er a cti o n is 
st atist i c all y si g nifi c a nt.

R es p o ns e r at es f or A S A S 4 0, A S A S 2 0, A S D A S i n a cti v e dis e as e a n d A S D A S < 2. 1 at W e e k 1 6
will b e pr o vi d e d a n d c o m p ar e d a m o n g t he T E -A D A st at us ( a n d T E-A D A t i ers) a n d N A b st at us
gr o u p s f or t h e I T T P o p ul at i on w h o w er e tr e at e d wit h ix e ki z u m a b .

D es cri pt i v e st atisti cs f or A S A S 4 0 a n d A S A S 2 0 at W e e k 5 2 b as e d o n t h e T E -A D A st at u s ( a n d 

T E -A D A ti ers) a n d N A b st at us gr o u p will b e pr o vi d 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.   N o  i nf er e nti al st atist i cs will p er f or me d.

6. 1 1. 8. 2. 3. A n al y s e s of Tr e at m e nt -E m er g e nt A D A o n S p e cifi c A d v er s e E v e nt s

T h e a n al ys es of T E -A D A eff e cts o n s af et y will  be c o n d u ct e d o n all e v al u a bl e p at i ent s wit hi n t h e 

d efi n e d S af et y P o p ul at i on f or Bli n d e d Tr e at m e nt D osi n g P eri o d ( P eri o d 2 ) a n d C o m bi n e d 
Bli n d e d Tr e at m e nt D osi n g a n d E xt e n d e d Tr e at m e nt P eri o ds ( C o m bi n e d P eri o ds 2 a n d 3).   

B as eli n e d efi nit i on f or i m m u n o g e ni city a n al ys es f or t he C o m bi n e d Tr e at m e nt P eri o d is t h e s a m e 
as T a bl e R H C H .6 .9 .

A E SIs of all er gi c r e a ct i on/ h y p ers e nsit i vity ( a n a p h yl a xis a n d n o n-a n a p h yl a xis) a n d of i nj e ct i on -
sit e r e a ctio n s will  be i n cl u d e d i n a n ass ess m e nt of A E t o T E -A D A o v er ti m e.  Ti mi n g of a n A E 
wi ll b e t a k e n t o b e t h e r e p ort e d A E st art d at e.  

F or e a c h T E -A D A st at us di c h ot o m o us v ari a bl e ( as d efi n e d i n T a bl e R H C H .6 .1 0 ), p atie nt s will  

b e c at e g ori z e d a c c or di n g t o w h et h er t h e y  w er e (i) alw a ys i n l ess er -T E -A D A st at us p ost b as eli n e 
or (ii) at s o m e p oi nt p ost b as eli n e, w er e i n gr e at er -T E -A D A st at us.  F or e a c h A E SI, wit hi n t h e 

ti m e-v ar yi n g T E -A D A st at us gr o u ps, a s u m m ar y will b e pr o vi d e d of t h e n u m b er of p ati e nts w h o 
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h a d n o e v e nt, e v e nts o nl y  w hil e i n l ess er-T E -A D A st at us f or gr o u p (i), or – f or gr o u p (ii) – at 
l e ast o n e e v e nt w hil e i n gr e at er-T E -A D A st at us.

A d dit i on all y , s u m m ari e s will be pr o vi d e d of  t h e t ot al n u m b er of A E SI e v e nts ( wit h u ni q u e st art 

d at e s) b y ti m e-v ar yi n g T E -A D A st at us gr o u ps at t h e e v e nt d at e.  T h e s u m m ari es will a g gr e g at e 
ti m e r es p e cti v el y i n gr e at er-T E -A D A st at us a n d i n l ess er -T E -A D A st at us, al o n g wit h t h e e v e nt 
r at es (r at es p er 1 0 0 p ati e nt-y e ars) r el at i v e t o t h os e a g gr e g at e ti m es.

B y -p at i ent  listi n gs will b e pr o vi d e d of p ati ent s wit h T E-A D A w h o e x p eri e n c e a tr e at m e nt -
e m er g e nt all er gi c r e a ct i on/ h y p ers e nsit i vity r e a ct i on or a n i nj e ct i on sit e r e a ct i on.

6. 1 2. S u b g r o u p A n al y s e s

6. 1 2. 1. Effi c a c y S u b g r o u p A n al y s e s
S u b gr o u p a n al ysis will b e c o n d u ct e d f or t h e pri m ar y  e n d p oi nt of pr o p ortio 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 at W e e k 1 6 ( N RI) usi n g t h e I T T P o p ul at i on f or t h e P erio d 2.  T h e m aj or 
s e c o n d ar y effi c a c y e n d p oi nt, t h e pr o p orti o n of p ati e nts a c hi e vi n g A S AS 2 0 ( N RI) at  W e e k 1 6, 

will als o b e c o n d u ct e d. S u b gr o u p a n al ysis usi n g t h e I T T P o p ul at i on i n b D M A R D-n aï v e p at i ent s 
m a y b e e x pl or e d.

F or c at e g ori c al r es p o ns e v ari a bl es ( A S A S 2 0, A S A S 4 0), a l o gist i c r e gr essi on a n al ysis wit h 
tr e at me nt, s u b gr o u p, a n d tr e at m e nt -b y -s u b gr o u p i nt er a cti o n as f a ct ors will b e us e d.  T h e 

tr e at me nt -b y -s u b gr o u p i nter a cti o n will b e t est e d at t h e 1 0 % si g nifi c a n c e l e v el .  Tr e at me 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 s u b gr o u p usi n g t h e 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 nt er a cti o n is st atist i c all y si g nifi c a nt.  If a n y gr o u p wit hi n t h e s u b gr o u p (f or e x a m pl e, 
y e s, n o) i s < 1 0 % of t h e t ot al p o p ul at i on, o nl y  d e s cripti v e st atist i cs will b e pr o vi d e d f or t h at 
s u b gr o u p (t h at is, n o i nf er e nt i al t esti n g).

F or est pl ots m a y b e cr e at e d t o ill ustr at e t h e tr e at m e nt diff er e n c es wit h 9 5 % CIs b et w e e n e a c h of 
t he i x e ki z u m a b tr e at m e nt gr o u ps a n d pl a c e b o gr o u p, b y e a c h s u b gr o u p c at e g or y.

Pl e as e s e e T a bl e R H C H. 6 .1 . f or s u b gr o u ps of b as eli n e c h ar a ct erist i cs t h at will b e a n al y z e d.

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 m a y  be 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 .

6. 1 3. Pr ot o c ol D e vi ati o n s
Pr ot o c ol  d e vi ati ons will b e i d e nt ifi e d t hr o u g h o ut t h e st u d y.  I m p ort a nt pr ot o c ol d e vi ati ons ar e 

d efi n e d as t h os e vi o l ati o ns fr o m t h e prot o c ol  li k el y t o h a v e a si g nifi c a nt i m p a ct o n t h e 

c o m pl et e n ess, a c c ur a c y , a n d/ or r eli a bilit y of t h e st u d y d at a or t h at ma y  si g nifi c a ntl y aff e ct a 
s u bj e ct’s ri g hts, s af et y, or w ell-b ei n g.  

A s e p ar at e d o c u m e nt ( k n o w n as t h e tri al iss u e m a n a g e m e nt pl a n) will b e us e d t o d efi n e t h e 
c at e g ori es a n d s u b c at e g ori es of i m p ort a nt pr ot o c ol d e vi at i ons, w h et h er or n ot t h es e d e vi at i ons 

will r es ult i n t h e e x cl usi o n o f p ati e nt s f r o m P P S, a n d t he s o ur c e of i d e nt ifi c ati on f or t h e 
d e vi at i ons.
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T h e n u m b er a n d p er c e nt a g e of p ati e nts h a vi n g i m p ort a nt pr ot o c ol d e vi at i ons (s) will b e 
s u m m ari z e d wit hi n c at e g or y  a n d s u b c at e g or y of d e vi at i ons b y tr e at m e nt gr o u p f or:

 P eri o d 2 ( I T T P o p ul at i on );
 P eri o d 3 ( 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 b y -p at i ent  listi n g of i m p ort a nt pr ot oc o l d e vi ati o n s will  be pr o v i de d . A listi n g of pr ot o c ol 
d e vi at i on d u e t o C O VI D -1 9 will als o b e pr o vi d e d.

6. 1 4. 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 es 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 oll 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 he P o st -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 ata 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 ulfill 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 .  

Pl e as e s e e a s e p ar at e bli n di n g a n d u n bli n di n g pl a n d o c u m e nt f or t h e d et ails.

6. 1 5. Cli ni c al T ri al R e gi st r y A n al y s e s
A d dit i on al a n al ys es will b e p erf or m e d f or t h e p ur p os e of f ulfilli n g t h e Cli ni c al Tri al R e gistr y  
( C T R) r e q uir e m e nts.  

A n al ys es pr o vi d e d f or t h e C T R r e q uir e m e nts i n cl u d e s u m m ar y o f A E s, pr o vid e d as a d at as et 

w hi c h will b e c o n v ert e d t o a n X M L fil e.  B ot h S er i o us A d v ers e E v e nts a n d ‘ Ot h er’ A d v ers e 
E v e nts ar e s u m m ari z e d:  b y tr e at me nt gr o u p , b y M e d D R A pr ef err e d t er m.

 A n A E is c o nsi d er e d ‘ S eri o us’ w h et h er or n ot it is a T E A E.

 A n A E is c o nsi d er e d i n t h e ‘ Ot h er’ c at e g or y if it is b ot h a T E A E a n d is n ot 
s erio u s.  F or e a c h S eri o us A E a n d ‘ Ot h er’ A E, f or e a c h t er m a n d tr e at m e nt gr o u p, 
t he f o ll owi n g ar e pr o vi d e d:

o t he n u m b er of p arti ci p a nts at ris k of a n e v e nt
o t he n u m b er of p arti ci p a nts w h o e x p eri e n c e d e a c h e v e nt t er m
o t he n u m b er of e v e nts e x p eri e n c e d.

 C o nsist e nt wit h w w w. Cli ni c al Tri als. g o v r e q uir e m e nts, ‘ Ot h er’ A Es t h at o c c ur i n 
f e w er t h a n 5 % of p ati e nts/s u bj e cts i n e v er y tr e at m e nt gr o u p ma y  not b e i n cl u d e d 
if a 5 % t hr es h ol d is c h os e n ( 5 % is t h e mi ni m u m t hr es h o l d).

 A E r e p orti n g is c o nsist e nt wit h ot h er d o c u m e nt dis cl os ur es s u c h as t h e C S R .  
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7. U n bli n di n g Pl a n

R ef er t o a s e p ar at e bli n di n g a n d u n bli n di n g pl a n.
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8. 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 n i c al trials. St at 
M e d . 2 0 1 4; 3 3( 4): 6 9 3-7 1 3.

A n d ers e n S W, Mill e n B A. O n t h e pr a cti c al a p pli c ati o n of mi x e d eff e cts m o d els f or r e p e at e d 
m e as ur es t o cli ni c al tri al d at a. P h ar m St at . 2 0 1 3; 1 2( 1): 7-1 6. 

[ A S A S] Ass ess m e nt of S p o n d yl o art hrit is I nt er n ati o n al S o ci ety . A S A S -H e at h In d e x us er s
m a n u al . A v ail a bl e at htt p:// w w w. as as -gr o u p. or g/ cli ni c al -
i n str u me nts/ as as _ h e alt h _i n d e x/ as as _ hi _ e n glis h _ u m. p df. A c c ess e d 2 5 M ar c h 2 0 1 6.

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 oa 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; 6 6( S 1 0): S 3 6 0 . A bstr a ct 8 1 9.

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.

C ell a D, W e bst er K. Li n ki n g o ut c o m es m a n a g e m e nt t o q u alit y -of -lif e m e as ur e m e nt. O n c ol o g y .
( Will est o n P ar k). 1 9 9 7; 1 1( 1 1 A): 2 3 2-2 3 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 um bi a. e d u. A c c ess e d A pril 2 1, 2 0 1 1 .

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 ylitis St u d y Gr o u p. R e c o m bi n a nt h u m a n 
t u mor 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 o si n g s p o n d ylit is: a r a n d o mi 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.

Di g gl e PJ, H e a g ert y  P, Lia n g K -Y, Z e g er S L. A n al ysis o f l on git u di n al d at a. O xf or d: O xf or d 
U ni v ersit y Pr ess; 1 9 9 4.

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.

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.
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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 esit is i n a n k yl osi n g s p o n d ylitis. A n n 
R h e u m Dis. 2 0 0 3; 6 2( 2): 1 2 7 -1 3 2.

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 e n ki ns o n T R, M all ori e P A, W hit el o 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 ylitis: 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.

L u o N, Li u G, Li  M, G u a n H, Ji n X, R a n d-H e n dri ks e n K. Esti m at i n g a n E Q-5 D -5 L v al u e s et f or 
C hi n a. V al u e i n H e alt h . 2 0 1 7 A pr 1; 2 0( 4): 6 6 2-9.

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 e r 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 e u m at olo 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 B, v a n d er H eij d e D M. E n d or s e m e nt of d e fi niti ons of dis e as e a ct i vity 
st at es a n d i m pr o v e m e nts s c or es f or 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: r e s ul t s 
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 er H eij d e D, Ass e ss 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 ysis 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 c h a d o P , L a n d e w é R , v a n d er H eij d e D. 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
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( 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 vity st at e s A n n R h e u m Dis 2 0 1 8; 0: 1 –
2 .

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 n d 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 ylitis. 
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, 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 v el o p m e nt a n d v ali d ati 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 , 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 ore. 
J R h e u m at ol . 2 0 1 5; 4 2( 1): 7 9 -8 6.

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 ylit is. 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.

S a m ps o n H A, M u n o z -F url o n g A, C a m p b ell R L, A d ki ns o n N F Jr, B o c k S A, Br a n u m A, Br o w n 
S G, C a m ar g o C A Jr, C y d ul k a R, G alli SJ, Gi d u d u J, Gr u c h all a R S, H arl or A D Jr, H e p n er D L, 
L e wis L M, Li e b er m a n P L, M et c alf e D D, O’ C o n n or R, M ur ar o A, R u d m a n A, S c h mi tt C, 
S c h err er D, Si m o ns F E, T h o m as S, W o o d J P, D e c k er W W. S e c o n d s y m p osi u m o n t h e 
d efi nit i on a n d m a n a g e m e nt of a n a p h yl a xis: su m m ar y  r e p ort-S e c o n d N ati o n al I nstit ut e of 
All er g y  a n d I nf e ctio us Dis e as e/ F o o d All er g y  a n d A n a p h yl a xis N et w or k s y m p osi u m. J All er g y 
Cli n I m m u n ol . 2 0 0 6; 1 1 7( 2): 3 9 1-3 9 7.

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 
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 Dis . 2 0 0 9; 6 8(s u p pl 2):ii 1-ii 4 4.

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 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 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 ntifi 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.

S z e n d e A, O p p e M, D e vli n N, e ds. E Q -5 D V al u e S ets: I n v e nt or y, C o m p ar at i v e R e vi e w a n d Us er 
G ui d e. D or dr e c ht, N et h erl a n ds: S pri n g er; 2 0 0 7. U ni v ersit y of  Pitt s b ur g h E pid e mi ol o g y  D at a 
C e nt er. 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 (I D S) a n d Q uic 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  ( QI D S). A v ail a bl e at : htt p:// w w w.i ds -qi ds. or g/. 2 0 1 0. 

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 is 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 e t 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: r es ult 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 .
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v a n d er H ei j 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.

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.

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 vity 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 o si 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.
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9. A p p e n di c e s
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A p p e n di x 1. Al g orit h m f or D et er mi ni n g A S A S R e s p o n s e

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 4 0, A S A S 2 0, A S A S p arti al 
r e missi o n, a n d A S A S5/ 6 ( Si e p er et al . 2 0 0 9, A S A S H a n d b o o k), d et ail e d d efi ni tio n s of  AS A S 4 0, 
A S A S 2 0, A S A S p arti al r e missi o n , a n d A S A S 5/ 6 ar e pr o vi d e d i n T a bl e R H C H .6 .3 :  

 P ati e nt Gl o b al

 S pi n al P ai n
 F u n ct i on

 I nfl a m m ati on
 C R P a n d 
 S pi n al m o bilit y (lat er al  s pi n al fl e xio n ).

T h e f o ll owi n g v ari a bl es will b e d eri v e d f or a b o v e d o m ai ns as a p pli c a bl e:

V a ri a bl es D e ri v ati o n / C o m m e nts

I m p ut ati o n 

A p p r o a c h wit h 

Missi n g C o m p o n e nt

V 1: P er c e nt 

i m pr o v e m e nt fr o m 

b as eli n e 

C al c ul at e d as:  

� � � � � � � � � � � � � � � � � � � � � � � � � ��� � � =

1 0 0 ×
� � � ��� � � � � � � � − � � � � � � � � � � � � �

� � � ��� � � � � � � �
If a p ati e nt h as e x p eri e n c e d a n i m pr o v e m e nt, t his m e as ur e will b e 

p ositi v e.  If a p ati e nt h as e x p eri e n c e d a w ors e ni n g i n t h e 

c o n diti o n, t his m e as ur e will b e n e g ati v e. 

Missi n g if b as eli n e 

or  o bs er v e d v al u e is 

missi n g

V 2: A bs ol ut e 

i m pr o v e m e nt 

C al c ul at e d as:  B as eli n e s c or e – O bs er v e d S c or e

If a p ati e nt h as e x p eri e n c e d a n i m pr o v e m e nt, t his m e as ur e will b e 

p ositi v e.  If a p ati e nt h as e x p eri e n c e d a w ors e ni n g i n t h e 

c o n diti o n, t his m e as ur e will b e n e g ati v e.

Missi n g if b as eli n e 

or  o bs er v e d v al u e is 

missi n g

V 3: A n y  w ors e ni n g Y es if V 2 ‘ a bs ol ut e i m pr o v e m e nt’ is n e g ati v e Missi n g if V 2 is 

missi n g

V 4: W ors e ni n g of 

≥ 2 0 % a n d ≥ 1 u nit

Y es if V 1 ≤ -2 0 % a n d V 2 ≤ -1 Missi n g if V 1 or V 2 

is missi n g

Al g ori t h m t o c al c ul at e t h e o bs er v e d A S A S 4 0 r es p o ns e at a visit:

 St e p 1 :  a m o n g t h e a b o v e 4 d o m ai ns ( p at i ent  glo b al , s pi n al p ai n, f u n cti o n, a n d 
i nfl a m m ati on), if at l e ast 3 of t h e m ar e ≥ 4 0 o n v ari a bl e ‘ p er c e nt i m pr o v e m e nt [ V 1] )’ 

A N D ≥ 2 o n v ari a bl e ‘ a bs o l ute i m pr o v e m e nt [ V 2]’ A N D v ari a bl e ‘ a bs ol ut e i m pr o v e m e nt 
[ V 2]’ is ≥ 0 f or t h e r e m ai ni n g d o m a i n, assi g n A S A S 4 0 r es p o ns e as r es p o n d er;

 St e p 2 :  els e, a m o n g t h e 4 d o m ai ns, if a n y o f t he m ar e ‘ Y E S’ o n v ari a bl e ‘ a n y w ors e ni n g 
[ V 3]’, or at l e ast 2 of t h e m h a v e n o n missi n g ‘ p er c e nt i m pr o v e m e nt [ V 1] ’ <4 0 

or n o n missi n g ‘ a bs ol ute i m pr o v e m e nt [ V 2]’ < 2, assi g n A S A S 4 0 r es p o ns e as 
n o nr es p o n d er ;

 St e p 3 :  F o r all ot h er sit u ati o ns, assi g n A S A S 4 0 r es p o ns e as missi n g.
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Al g ori t h m t o c al c ul at e t h e o bs er v e d A S A S 2 0 r es p o ns e at a visit:

 St e p 1 :  a m o n g t h e a b o v e 4 d o m ai ns ( p at i ent  glo b al , s pi n al p ai n, f u n cti o n, a n d 
i nfl a m m atio n), if at l e ast 3 of t h e m ar e ≥ 2 0 o n v ar i a bl e ‘ p er c e nt i m pr o v e m e nt [ V 1])’ 

A N D ≥ 1 o n v ari a bl e ‘ a bs o l ute i m pr o v e m e nt [ V 2]’ A N D v ari a bl e ‘ W o rs e ni n g of ≥ 2 0 % 
a n d ≥ 1 u ni t [ V 4]’ is ‘ N O’ f or t he r e m ai ni n g d o m a i n, assi g n A S A S 20 r es p o ns e as 

r es p o n d er;
 St e p 2 :  els e, a m o n g t h e 4 d o m ai ns, if a n y o f t he m ar e ‘ Y E S’ o n v ari a bl e ‘ W o rs e ni n g of 

≥ 2 0 % a n d ≥ 1 u nit [ V4 ]’, or at l e ast 2 of t h e m h a v e n o n missi n g ‘ p er c e nt i m pr o v e m e nt 
[ V 1]’ < 2 0 or n o n missi n g ‘ a bs ol ute i m pr o v e m e nt [ V 2]’ < 1 , a s sig n A S A S 2 0 r es p o ns e as 

n o nr es p o n d er ;
 St e p 3 :  F o r all ot h er si t u atio ns, assi g n A S A S 2 0 r es p o ns e as missi n g.

Al g ori t h m t o c al c ul at e t h e o bs er v e d A S A S p arti al  r e mi s sio n r es p o ns e at a visit:

 St e p 1 :  a m o n g t h e a b o v e 4 d o m ai ns ( p at i ent  glo b al , s pi n al p ai n, f u n cti o n, a n d 

i nfl a m m ati on), if t h e v al u e f or all of t h e m ar e n ot missi n g a n d ≤ 2, t he n assi g n A S A S 
p arti al  r e mi s sio n  r es p o ns e as r es p o n d er;

 St e p 2 :  els e, if at l e ast o n e of t h e 4 d o m ai ns h a v e a v al u e > 2, assi g n A S A S p arti al 
r e missi o n r es p o ns e as n o nr es p o n d er ;

 St e p 3 :  f or all ot h er sit u ati o ns, assi g n A S A S p arti al r e missi o n r es p o ns e as missi n g.

Al g ori t h m t o c al c ul at e t h e o bs er v e d A S A S 5/ 6 r es p o ns e at a visit:

 St e p 1 :  a m o n g t h e 6 d o m ai ns ( P atie nt Gl o b al, S pi n al P ai n, F u n ct i on, I nfl a m m at i on, 
C R P, S pi n al m o bilit y) , if at l east 5 of t h e m ar e ≥ 2 0 o n v ari a bl e ‘ p er c e nt i m pr o v e m e nt 

[ V 1]’, t h e n assi g n A S A S 5/ 6 r es p o ns e as r es p o n d er;
 St e p 2 :  els e , if a n y  2 or m or e d o m ai ns h a v e n o n -missi n g v ari a bl e ‘ p er c e nt i m pr o v e m e nt 

[ V 1]’ < 2 0, t h e n assi g n A S A S 5/ 6 r es p o ns e as n o nr es p o n d er ;
 St e p 3: f or all ot h er sit u ati o ns, assi g n A S A S 5/ 6 r es p o ns e as missi n g.
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A p p e n di x 2. A S A S -N S A I D E q ui v al e nt S c or e

N S AI D

D os e c o m p a r a bl e t o 

1 5 0 m g of di cl of e n a c

M a xi m u m d os e us e d i n 

A S C o ns e ns us

Di cl of e n a c / n = 6 0 *

1 5 0 ( 1 5 0 – 2 0 0)

1 5 0

N a pr o x e n n = 5 7 n = 5 9 n = 4 7/ 5 0 ǂ

1 0 0 0 ( 1 0 0 0– 1 0 0 0) 1 0 0 0 ( 1 0 0 0 – 1 5 0 0) 1 0 0 0

A c e cl of e n a c n = 1 5 n = 1 4 n = 2 9/ 2 9

2 0 0 ( 2 0 0 – 2 0 0) 2 0 0 ( 2 0 0 – 2 0 0) 2 0 0

C el e c o xi b n = 6 1 n = 6 0 n = 4 7/ 5 0

4 0 0 ( 3 0 0 – 4 0 0) 4 0 0 ( 4 0 0 – 4 0 0) 4 0 0

Et o d ol a c n = 1 5 n = 1 3 n = 1 7/ 2 0

6 0 0 ( 4 0 0 – 8 0 0) 6 0 0 ( 6 0 0 – 6 0 0) 6 0 0

Et ori c o xi b n = 3 6 n = 3 7 n = 4 2/ 4 6

9 0 ( 9 0 – 9 0) 1 2 0 ( 9 0 – 1 2 0) 9 0

Fl ur bi pr of e n n = 1 3 n = 1 3 n = 1 5/ 1 8

2 0 0 ( 2 0 0 – 3 0 0) 3 0 0 ( 2 0 0 – 3 0 0) 2 0 0

I b u pr of e n n = 5 4 n = 5 4 n = 3 9/ 4 5

2 4 0 0 ( 1 6 0 0 – 2 4 0 0) 2 4 0 0 ( 2 4 0 0 – 2 4 0 0) 2 4 0 0

I n d o m et a ci n n = 5 7 n = 5 8 n = 4 2/ 4 7

1 5 0 ( 1 0 0 – 1 5 0) 1 5 0 ( 1 5 0 – 2 0 0) 1 5 0

K et o pr of e n n = 2 6 n = 2 5 n = 2 1/ 2 3

2 0 0 ( 2 0 0 – 2 0 0) 2 0 0 ( 2 0 0 – 3 0 0) 2 0 0

M el o xi c a m n = 5 8 n = 5 5 n = 4 2/ 4 8

1 5 ( 1 5 – 1 5) 1 5 ( 1 5 – 2 2. 5) 1 5

Ni m es uli d e n = 8 n = 9 n = 1 6/ 1 6

2 0 0 ( 2 0 0 – 2 0 0) 2 0 0 ( 2 0 0 – 2 0 0) 2 0 0

P h e n yl b ut a z o n e n = 2 8 n = 2 8 n = 2 5/ 2 8

4 0 0 ( 2 0 0 – 5 0 0) 4 0 0 ( 2 5 0 – 6 0 0) 4 0 0

Pir o xi c a m n = 5 1 n = 5 0 n = 4 6/ 4 6

2 0 ( 2 0 – 2 0) 2 0 ( 2 0 – 4 0) 2 0

T e n o xi c a m n = 1 7 n = 1 6 n = 1 8/ 1 8

2 0 ( 2 0 – 2 0) 2 5 ( 2 0 – 4 0) 2 0

R es ults of t h e s ur v e y e v al u ati n g t h e o pi ni o n of A S A S m e m b ers a b o ut t h e c o m p ar a bl e effi c a c y of e a c h N S AI D wit h 

1 5 0 m g of di cl of e n a c.

V al u es gi v e n ar e:

* first r o w, n = n u m b er of A S A S m e m b ers gi vi n g a n a ns w er t o t h e q u esti o n; s e c o n d r o w, m e di a n d os e i n m g 

(t ertil es). 

ǂ first r o w, n = n u m b er of A S A S m e m b ers w h o h a v e v ot e d i n f a v or of s u c h a d os e/t h e t ot al n u m b er of A S A S 

m e m b ers w h o h a v e v ot e d; s e c o n d r o w, a gr e e d d os e. 

A S, a n k yl osi n g s p o n d ylitis; 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; N S AI D, n o n -st er oi d al 

a nti -i nfl a m m at or y dr u g. S o ur c e: D o u g a d os 2 0 1 1.
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A p p e n di x 3. D efi niti o n of D M A R D s, Or al C orti c o st er oi d s, 
N S A I D s (i n cl u di n g C O X-2) , a n d O pi oi d s

D M A R Ds

T h e f o ll owi n g A T C c o d es a n d W H O pr ef err e d t er ms ar e pr o vi d e d b y  Lill y M e di c al  t o s ele ct t h e 
p ossi bl e D M A R Ds.  

A T C c o d es: c o nt ai ni n g M 0 1 C, A 0 7 E C, L 0 1 B A, L 0 4, L 0 1 B B, J 0 4 B A, P 0 1 B A, a n d

Pr ef err e d T er m s: list e d b el o w, w hi c h w er e us e d t o id e ntif y  t h e s p e cifi e d D M A R Ds.

M e di c ati o n W H O Pr ef err e d T er m

M et h otr e x at e M E T H O T R E X A T E, 
M E T H O T R E X A T E S O DI U M

S ulf a s al a zi n e S U L F A S A L A ZI N E

H y dr o x y c hl or o q ui n e H Y D R O X Y C H L O R O Q UI N E S U L F A T E, 
H Y D R O X Y C H L O R O Q UI N E, 
H Y D R O X Y C H L O R O Q UI N E P H O S P H A T E

If M E S A L A ZI N E ( A 0 7 E C) is us e d f or Pri m ar y  St u d y C o n ditio n, t h e n i t is r e g ar d e d as D M A R D, 
ot h er wi s e it is n ot a D M A R D. 
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O r al C o rti c ost e r oi ds

T h e f o ll owi n g pr ef err e d t er ms ar e pr o vi d e d b y Lill y  M e di c al t o s ele ct t h e p ossi bl e 
c orti c o st er oi ds us e wit h r o ut e of Or al ( C M R O U T E = ” O R A L ”).  

I n a n al ys es, c orti c ost er oi d d os es n e e d t o b e c o n v ert e d t o pr e d nis o n e e q ui v al e nt d os es.  If 
a d di tio n al  W H O pr ef erre d t er m s a n d c o n v ersi o n f act ors ar e i d e nt ifi e d, t h e y will b e a d d e d t o t h e 
S A P pri or t o d at a b as e l o c k.

T h e f o ll owi n g t a bl e s h o ul d b e us e d f or c o n v erti n g or al c orti c ost er oi ds t o pr e d nis o n e e q ui v al e nt:

M ul tipl y  t h e d o s e of t h e c ortic o st er oi d t a k e n b y t h e p ati e nt (i n milli gr a ms) i n C o l um n 1 b y t h e 
c o n v ersi o n f a ct or i n C ol um n 2 t o g et t h e e q ui v al e nt d os e of pr e d nis o n e (i n milli gr a ms).

E x a m pl e: P ati e nt is t a ki n g 2 5 m g of c ortis o n e or all y d ail y.  T o c o n v ert t o pr e d nis o n e: 2 5 m g 
c ortis o n e x 0. 2 = 5 m g pr e d nis o n e.  2 5 m g c ortis o n e t a k e n or all y d ail y is e q ui v al e nt t o 5 m g of 
pr e d nis o n e t a k e n or all y d ail y.

C ol u m n 1 C ol u m n 2

C orti c ost er oi d Pr ef err e d T er m

C o n v ersi o n f a ct or f or c o n v erti n g t o a n 
e q ui v al e nt pr e d nis o n e d os e

C O R TI S O N E 0. 2

C O R TI S O N E A C E T A T E 0. 2 5

H Y D R O C O R TI S O N E 0. 2 5

H Y D R O C O R TI S O N E A C E T A T E 0. 2 5

H Y D R O C O R TI S O N E S O DI U M S U C CI N A T E 0. 2 5

D E F L A Z A C O R T 0. 8 3 3 3

C O R TI V A Z O L 1 6. 6 7

P R E D NI S O N E 1

P R E D NI S O N E A C E T A T E 1

P R E D NI S O L O N E 1

P R E D NI S O L O N E A C E T A T E 1

P R E D NI S O L O N E S O DI U M P H O S P H A T E 1

F L U O C O R T O L O N E 1

M E T H Y L P R E D NI S O L O N E 1. 2 5

M E T H Y L P R E D NI S O L O N E A C E T A T E 1. 2 5

M E T H Y L P R E D NI S O L O N E S O DI U M S U C CI N A T E 1. 2 5

T RI A M CI N O L O N E 1. 2 5

T RI A M CI N O L O N E A C E T O NI D E 1. 2 5

T RI A M CI N O L O N E H E X A C E T O NI D E 1. 2 5

D E P O -M E D R O L M E D LI D O K AI N 1. 2 5

M E P R E D NI S O N E 1. 2 5

P A R A M E T H A S O N E 2. 5

B E T A M E T H A S O N E 8. 3 4

B E T A M E T H A S O N E A C E T A T E 8. 3 4
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C ol u m n 1 C ol u m n 2

C orti c ost er oi d Pr ef err e d T er m

C o n v ersi o n f a ct or f or c o n v erti n g t o a n 
e q ui v al e nt pr e d nis o n e d os e

B E T A M E T H A S O N E DI P R O PI O N A T E 8. 3 4

B E T A M E T H A S O N E S O DI U M P H O S P H A T E 8. 3 4

D E X A M E T H A S O N E 6. 6 7

D E X A M E T H A S O N E A C E T A T E 6. 6 7

D E X A M E T H A S O N E P H O S P H A T E 6. 6 7

D E X A M E T H A S O N E S O DI U M P H O S P H A T E 6. 6 7

C E L E S T O N A BI F A S  8. 3 4

DI P R O S P A N                          / 0 0 5 8 2 1 0 1/ 8. 3 4

S yst e mi c C o rti c ost e r oi ds :

d efi n e d as A T C c o d e = H 0 2 A B, r o ut e i n ( I N T R A M U S C U L A R, I N T R A D E R M A L,

I N T R A V E N O U S, I N T R A V E N O U S C E N T R A L V EI N, I N T R A V E N O U S P E RI P H E R A L 
V EI N, O R A L, S U B C U T A N E O U S, S U B LI N G U A L, P E RI A R TI C U L A R, T R A N S D E R M A L ).

N S AI Ds/ C O X -2 I n hi bit o rs

T h e f o ll owi n g A T C c o d es ar e pr o vi d e d b y  Lill y M e di c al t o s el e ct t h e p ossi bl e N S AI Ds a n d 
C O X -2 i n hi bit or s .  

A T C c o d es: c o nt ai n i n g M 0 1 A, M 0 1 B, N 0 2 B A, M 0 1 A H ( alr e a d y i n cl u d e d i n M 0 1 A), b ut 
e x cl u di n g t h e f o ll owi n g pr ef err e d t er ms :

P r ef e r r e d T e r m

B E N Z Y D A MI N E H Y D R O C H L O RI D E

C H O N D R OI TI N W/ G L U C O S A MI N E          / 0 2 1 1 8 5 0 1/

G L U C O S A MI N E H Y D R O C H L O RI D E

G L U C O S A MI N E S U L F A T E N O W

M E T H Y L S U L F O N Y L M E T H A N E

B E N Z Y D A MI N E H Y D R O C H L O RI D E

S U L F A S A L A ZI N E

H Y D R O X Y C H L O R O Q UI N E

G L U C O S A MI N E W/ M E T H Y L S U L F O N Y L M E T H A N E

G L U C O S A MI N E S U L F A T E P O T A S SI U M C H L O RI D E

C H O N D R OI TI N S U L F A T E S O DI U M

C H O N D R OI TI N S U L F A T E

C U R C U MI N

G L U C O S A MI N E

H Y D R O X Y C H L O R O Q UI N E S U L F A T E

G L U C O S A MI N E C H O N D R OI TI N C O M P L E X
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S H A K U Y A K U K A N Z O T O

C U R C U M A L O N G A

G L U C O S A MI N E C H O N D R OI TI N C O M P L E X    / 0 6 2 7 8 3 0 1/
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O pi oi ds

T h e f o ll owi n g W H O pr ef err e d t er ms ar e pr o vi d e d b y  Lill y M e di c al t o s el e ct t h e p ossi bl e o pi oi ds 

us e .

I n a n al ysis, o pi o i d d os es n e e d t o b e c o n v ert e d t o m or p hi n e e q ui v al e nt d os es.  If a d diti on al 
pr ef err e d t er ms a n d c o n v ersi o n f a ct ors ar e i d e ntifi e d, t h e y will b e a d d e d t o t h e S A P pri or t o 
d at a b as e l o c k.

T h e f o ll owi n g t a bl e s h o ul d b e us e d f or c o n v erti n g o pi o i ds t o mor p hi n e e q ui v al e nt:

If a n o pi oi d w as t a k e n wi t h a n or al or s u bli n g u al r o ut e: m u lti pl y t h e d o s e of t h e o pioi ds t a k e n b y 
t he p ati e nt (i n milli gr a ms) i n C o l um n 1 b y t h e c o n v ersi o n f a ct or i n C ol u m n 2 t o g et t h e 
e q ui v al e nt d os e of m or p hi n e (i n milli gr a ms). 

If a n o pi oi d w as t a k e n wi t h a n i ntr a v e n o us, i ntr a v e n o us c e ntr al v ei n, i ntr a m us c ul ar, tr a ns d er m al, 

or n as al r o ut e: m u lti pl y t h e d os e of o pi oi ds i n C ol u m n 1 b y t h e c o n v ersi on f a ct or i n C ol u m n 3 t o 
g et t h e e q ui v al e nt d os e of m or p hi n e. E x a m pl e: P ati e nt is t a ki n g 1 5 m g of c o d ei n e or all y d ail y.  

T o c o n v ert t o m or p hi n e: 1 5 m g c o d ei n e x 0. 1 5 = 2. 2 5 m g m or p hi n e.  1 5 m g c o d ei n e t a k e n or all y 
d ail y is e q ui v al e nt t o 2. 2 5 m g of m or p hi n e t a k e n or all y d ail y.

C ol u m n 1 C ol u m n 2 C ol u m n 3

P r ef e r r e d T e r m

C o n v e rsi o n 
f a ct o r P O

( b as e d o n m g)

C o n v e rsi o n 
f a ct o r I V 

( b as e d o n m g)

A N C O U G LI N 0. 1 5 0. 2 3

B U P R E N O R P HI N E 7 5 3 3. 3 4

B U P R E N O R P HI N E H Y D R O C H L O RI D E 7 5 3 3. 3 4

C H E R A C O L                           / 0 0 6 9 3 3 0 1/ 0. 1 5 0. 2 3

C O -D A F A L G A N 0. 1 5 0. 2 3

C O D A T E N 0. 1 5 0. 2 3

C O D EI N E 0. 1 5 0. 2 3

C O D EI N E C O N TI N 0. 1 5 0. 2 3

C O D EI N E P H O S P H A T E 0. 1 5 0. 2 3

C O D EI N E P H O S P H A T E H E MI H Y D R A T E 0. 1 5 0. 2 3

C O D EI N E W/ G U AI F E N E SI N              / 0 8 4 2 8 8 0 1/ 0. 1 5 0. 2 3

C O D E N A L                            / 0 0 4 6 7 7 0 1/ 0. 1 5 0. 2 3

C O D E PI N E                           / 0 1 4 8 8 0 0 1/ 0. 1 5 0. 2 3

F E N T A N Y L N A 3 0 0

F E N T A N Y L CI T R A T E N A 3 0 0

F E N T A N Y L H Y D R O C H L O RI D E N A 3 0 0

F E N T A N Y L W/ C L O NI DI N E N A 3 0 0

H Y D R O C O D O N E 1 N A

H Y D R O C O D O N E BI T A R T R A T E 1 N A

H Y D R O C O D O N E C O M P O U N D               / 0 1 2 2 4 8 0 1/ 1 N A

H Y D R O C O D O N E C P 1 N A
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C ol u m n 1 C ol u m n 2 C ol u m n 3

P r ef e r r e d T e r m

C o n v e rsi o n 
f a ct o r P O

( b as e d o n m g)

C o n v e rsi o n 
f a ct o r I V 

( b as e d o n m g)

H Y D R O C O D O N E H Y D R O C H L O RI D E 1 N A

H Y D R O M O R P H O N E 4 2 0

H Y D R O M O R P H O N E H Y D R O C H L O RI D E 4 2 0

L E N O L T E C WI T H C O D EI N E N O 1 0. 1 5 0. 2 3

M O R P HI N E 1 1

M O R P HI N E H Y D R O C H L O RI D E 1 1

M O R P HI N E S U L F A T E 1 1

M Y P R O D O L 0. 1 5 0. 2 3

O X Y C O C E T 1. 5 4

O X Y C O D O N E 1. 5 4

O X Y C O D O N E H Y D R O C H L O RI D E 1. 5 4

P A N A D EI N E C O 0. 1 5 0. 2 3

P A R A C E T A M O L W/ T R A M A D O L 0. 1 0. 3

P A R A M O L -1 1 8 0. 1 5 0. 2 3

P E R C O C E T -5 1. 5 4

P E T HI DI N E 0. 1 0. 3

PI RI T R A MI D E 0. 7 0. 7

P R O C E T                             / 0 1 5 5 4 2 0 1/ 1 N A

P R O M E T H A ZI N E W/ C O D EI N E 0. 1 5 0. 2 3

T A P E N T A D O L 0. 3 N A

T A R GI N 1. 5 4

T R A M A D O L 0. 1 0. 3

T R A M A D O L H Y D R O C H L O RI D E 0. 1 0. 3

T RI M E P E RI DI N E 0. 5 0. 5

U L T R A C E T 0. 1 0. 3

VI C O DI N 1 N A
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