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NON-INTERVENTIONAL STUDY PROTOCOL

Study Information

Title A Non-Interventional Multinational Study of Tofacitinib in Patients
Treated for Psoriatic Arthritis

Protocol number A3921332

Protocol version 
identifier

2.0

Date 14 February 2023

Active substance L04AA29

tofacitinib citrate

Medicinal product Tofacitinib (Xeljanz®)

Research question 
and objectives

The aim of this study is to evaluate the effectiveness of treatment 
with tofacitinib on disease activity, remission, and quality of life 
(QoL) in patients with Psoriatic Arthritis (PsA) over a 12-month 
observation period.

Primary Objective

To evaluate the proportion of patients achieving low disease 
activity (LDA) after 6 months of follow-up.

Secondary Objectives

1. To evaluate the proportion of patients achieving LDA after 
3 and 12 months of follow-up.

2. To evaluate the proportion of patients achieving minimum 
disease activity (MDA) after 3, 6, and 12 months of
follow-up.

3. To evaluate the proportion of patients achieving remission
after 3, 6, and 12 months of follow-up.

4. To evaluate change from baseline in Psoriatic Arthritis 
Impact of Disease 12 Questions (PsAID12) score after 3, 6, 
and 12 months of follow-up.

5. To evaluate change from baseline in Spondylarthritis 
Research Consortium of Canada Enthesitis Index
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A 3 9 2 1 3 3 2 N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
V ersi o n 2. 0 , 1 4 F e br u ar y 2 0 2 3

P FI Z E R C O N FI D E N TI A L
C T 2 4- WI -G L 0 2 -R F 0 1 5. 0 N o n -I nt er v e nti o n al St u d y Pr ot o c ol T e m pl at e F or Pri m ar y D at a C oll e cti o n St u d y 0 1-

J u n -2 0 2 2
P a g e 2 of 5 9

( S P A R C C-EI ) s c or e aft er 3, 6, a n d 1 2 m o nt hs of f oll o w- u p.

6. T o i d e ntif y  pr o g n osti c i n di c at ors f or a c hi e vi n g L D A aft er 3, 
6, a n d 1 2 m o nt hs of f oll o w - u p.

7. T o e v al u at e c h a n g e fr o m b as eli n e i n Q o L s c or es aft er 3, 6, a n d 
1 2 m o nt hs of f oll o w - u p.

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

T o e v al u at e c h a n g es i n m e as ur es of dis e as e a cti vit y ( Ps ori ati c
Art hritis Dis e as e A cti vit y S c or e [ P A S D A S] a n d Dis e as e A cti vit y i n
Ps ori ati c Art hritis [ D A P S A]) fr o m b as eli n e aft er 3, 6, a n d 1 2 m o nt hs 
of f oll o w -u p.

A ut h o r M ai n A ut h o r : Pr of. T el A vi v M e di c al C e nt er, Isr a el

C o -A ut h o r : , Pfi z er 
Isr a el

T his d o c u m e nt c o nt ai ns c o nfi d e nti al i nf or m ati o n b el o n gi n g t o Pfi z er.  E x c e pt as ot h er w i s e a gr e e d t o i n writi n g, b y 
a c c e pti n g or r e vi e wi n g t his d o c u m e nt, y o u a gr e e t o h ol d t his i nf or m ati o n i n c o nfi d e n c e a n d n ot c o p y or dis cl os e it 
t o ot h ers ( e x c e pt w h er e r e q uir e d b y a p pli c a bl e l a w ) or us e it f or u n a ut h ori z e d p ur p os es.  I n t h e e v e nt of a n y a ct u al 
or s us p e ct e d br e a c h of t his o bli g ati o n, Pfi z er m ust b e pr o m ptl y n otifi e d.
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1. T A B L E O F C O N T E N T S

1. T A B L E O F C O N T E N T S .......................................................................................................3

2. LI S T O F A B B R E VI A TI O N S ................................................................................................5

3. R E S P O N SI B L E P A R TI E S ....................................................................................................9

4. A B S T R A C T .........................................................................................................................1 0

5. A M E N D M E N T S A N D U P D A T E S .....................................................................................1 1

6. MI L E S T O N E S .....................................................................................................................1 3

7. R A TI O N A L E A N D B A C K G R O U N D ................................................................................1 3

8. R E S E A R C H Q U E S TI O N A N D O B J E C TI V E S .................................................................1 5

8. 1. R es e ar c h Q u esti o n ...................................................................................................1 5

8. 2. O bj e cti v es ................................................................................................................1 5

9. R E S E A R C H M E T H O D S ................................ ....................................................................1 6

9. 1. St u d y  D esi g n ...........................................................................................................1 6

9. 1. 1. E n d p oi nts ....................................................................................................1 7

9. 2. S etti n g ......................................................................................................................1 8

9. 2. 1. I ncl usi o n Crit eri a ................................ ........................................................1 8

9. 2. 2. E x cl usi o n Crit eri a .......................................................................................1 9

9. 3. V ari a bl es ..................................................................................................................1 9

9. 3. 1. E nr oll m e nt Visit ( Visit 1) ...........................................................................2 0

9. 3. 2. F oll o w -u p Visits 2, 3, 4 ( at a p pr o xi m at el y M o nt hs 3, 6, a n d 1 2) ...............2 2

9. 3. 3. E n d of St u d y ...............................................................................................2 4

9. 3. 4. D eri v e d V ari a bl es .......................................................................................2 4

9. 4. D at a S o u r c es............................................................................................................2 7

9. 4. 1. P h y si c al Ass ess m e nts .................................................................................2 7

9. 4. 2. P R Os ...........................................................................................................2 8

9. 4. 3. Pr o g n osti c F a ct ors ......................................................................................2 9

9. 5. St u d y  Si z e................................................................................................................3 0

9. 6. D at a M a n a g e m e nt ...................................................................................................3 0

9. 6. 1. C as e R e p ort F or ms ( C R Fs) .........................................................................3 1

9. 6. 2. R e c or d R et e nti o n ........................................................................................3 1
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9. 7. 2. Eff e cti v e n ess A n al ys es ...............................................................................3 2
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1 0. 3. P ati e nt Wit h dr a w al................................ ................................................................3 6
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2. LI S T O F A B B R E VI A TI O N S

A b b r e vi ati o n D efi niti o n

A C R 2 0 A m eri c a n C oll e g e of R h e u m at ol o g y ( Crit eri a) 2 0 %

A E a d v ers e e v e nt

A E M a d v ers e e v e nt m o nit ori n g

A L K P H al k ali n e p h os p h at as e

A L T al a ni n e tr a ns a mi n as e

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

b D M A R D bi ol o gi c Dis e as e - M o dif yi n g A ntir h e u m ati c Dr u g

B S A B o d y S urf a c e Ar e a

C B C c o m pl et e bl o o d c o u nt

CI c o nfi d e n c e i nt er v al

C R F c as e r e p ort f or m

C R O c o ntr a ct r es e ar c h or g a ni z ati o n

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

cs D M A R D c o n v e nti o n al s y nt h eti c Dis e as e -M o dif y i n g
A ntir h e u m ati c Dr u g

D A P S A Dis e as e A cti vit y i n Ps ori ati c Art hritis

D M A R D Dis e as e -M o dif y i n g A ntir h e u m ati c Dr u g

D M P d at a m a n a g e m e nt p l a n

e C R F el e ctr o ni c c as e r e p ort f or m

E D C el e ctr o ni c d at a c a pt ur e

E D P e x p os ur e d uri n g pr e g n a n c y
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A b b r e vi ati o n D efi niti o n

E M A E ur o p e a n M e di ci n es A g e n c y

E N R all e nr oll e d s et

E S R er y t hr o c yt e s e di m e nt ati o n r at e

E U E ur o p e a n U ni o n

E U L A R E ur o p e a n L e a g u e A g ai nst R h e u m atis m

F A S f ull a n al y sis s et

G P P g o o d p h ar m a c o e pi d e mi ol o g y pr a cti c e

H A Q -DI H e alt h Ass ess m e nt Q u esti o n n air e – Dis a bilit y I n d e x

H b A 1 C h e m o gl o bi n A 1 C

H D L hi g h -d e nsit y li p o pr ot ei n

I B M-C D I nt er n ati o n al B usi n ess M a c hi n es Cli ni c al
D e v el o p m e nt

I CF i nf or m e d c o ns e nt f or m

IE C I n d e p e n d e nt Et hi cs C o m mitt e e

I F N i nt erf er o n g a m m a

I L i nt erl e u ki n

I SP E I nt er n ati o n al S o ci et y f or P h ar m a c o e pi d e mi ol o g y

I RB I nstit uti o n al R e vi e w B o ar d

J A K J a n us ki n as e

JIA j u v e nil e i di o p at hi c art hritis

L D A l o w dis e as e a cti vit y

L D I L e e ds D a ct y litis I nd e x

L D L l o w-d e nsit y li p o pr ot ei n
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A b b r e vi ati o n D efi niti o n

L E I L e e ds E nt h esitis I n d e x

M D A mi ni m u m dis e as e a cti vit y

M e d D R A 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 T X m et h otr e x at e

NI S n o n -i nt er v e nti o n al st u d y

N R S N u m eri c al R ati n g S c al e

N S T E MI n o n -S T -el e v ati o n m y o c ar di a l i nf ar cti o n

P A S D A S Ps ori ati c Art hritis Dis e as e A cti vit y S c or e

P A SI Ps ori asis Ar e a a n d S e v erit y I n d e x

P D E 4 p h os p h o di est er as e 4

P R O p ati e nt r e p ort e d o ut c o m e

Ps A ps ori ati c art hritis

Ps AI D 1 2 Ps ori ati c Art hritis I mp a ct of Dis e as e 1 2 Q u esti o ns

P V p h ar m a c o vi gil a n c e

Q o L q u alit y of lif e

R A r h e u m at oi d art hritis

S A E s eri o us a d v ers e e v e nt

S A P st atisti c al a n al y sis pl a n

S A S St atisti c al A n al y sis S oft w ar e

S F -3 6 S h ort F or m 3 6

SJ C s w oll e n j oi nts c o u nt

S m P C s u m m ar y of pr o d u ct c h ar a ct eristi cs
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A b b r e vi ati o n D efi niti o n

S P A R C C -EI S p o n d y lo art hritis R es e ar c h C o ns orti u m of C a n a d a
E nt h esitis I nd e x

S S Z s al a z o p yri n e

S T E MI S T -el e v ati o n m y o c ar di al i nf ar cti o n

T h T- h el p er ( c ell)

T J C t e n d er j oi nts c o u nt

T N Fi t u m or n e cr osis f a ct or i n hi bit ors

ts D M A R D t ar g et e d s ynt h eti c Dis e as e -M o dif y i n g A ntir h e u m ati c
Dr u g

U A uri c a ci d

V A S Vis u al A n al o g u e S c al e

V T E v e n o us t hr o m b o e m b olis m

W H O W orl d H e alt h Or g a ni z ati o n
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3. R E S P O N SI B L E P A R TI E S

P ri n ci p al I n v esti g at o r ( s) of t h e P r ot o c ol

N a m e, d e g r e e(s) J o b Titl e Affili ati o n A d d r ess

Pr of. Ori El k a y a m
H e a d,
R h e u m at ol o g y
I nstit ut e

T el A vi v S o ur as k y
M e di c al C e nt er

W eis m a n 6, T el
A vi v, Isr a el

Dr. M eri e m
K ess o uri

N o n -I nt er v e nti o n al
St u d y L e a d

Pfi z er Fr a n c e

2 3 - 2 5 A v e n u e d u
D o ct e ur
L a n n el o n g u e
P aris, Fr a n c e
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4. A B S T R A C T

St a n d Al o n e D o c u m e nt
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5. A M E N D M E N T S A N D U P D A T E S

A m e n d m e nt 
n u m b e r

D at e  P r ot o c ol 
s e cti o n(s) 
c h a n g e d

S u m m a r y of 
a m e n d m e nts(s)

R e as o n

1 1 4 F e br u ar y 
2 0 2 3

S e cti o n 4. 
A bstr a ct

Ali g n e d wit h c h a n g es t o 
m ai n t e xt.

C o nsist e n c y.

S e cti o n 6. 
Mil est o n es

C h a n g e d d at es of e n d of d at a 
c oll e cti o n a n d fi n al st u d y 
r e p ort.

A d d e d a c t ual st art of d at a 
c oll e cti o n.

E nr ol m e nt p eri o d e xt e n d e d 
b y 8 m o nt hs.

S e cti o n 7. 
R ati o n al e a n d 
B a c k gr o u n d

A d d e d n e w f or m ul ati o n of 
1 1 m g e xt e n d e d r el e as e.

U p d at e d S m P C a n d 
r e c o m m e n d e d d os e.

S e cti o n 9. 1. 
St u d y D esi g n

C h a n g e d t h e p ati e nt n u m b er 
fr o m ‘ 50 0 ’ t o ‘ 2 0 0’ i n Fi g ur e 
1.

T o r efl e ct c h a n g e i n s a m pl e 
si z e.

S e cti o n 9. 2. 
S etti n g

C h a n g e d pl a n n e d e nr ol lm e nt
t o 2 0 0 p ati e nts, u p d at e d 
c o u ntr y list, c h a n g e d 
e nr ol m e nt p eri o d t o 2 5
m o nt hs, a n d t ot al st u d y 
d ur ati o n t o 3 7 m o nt hs.

C h a n g e d e nr ol m e nt 
pr oj e cti o ns a n d e xt e n d e d 
e nr ol m e nt p eri o d.

S e cti o n 9. 4. 
D at a S o ur c es

Cl arifi e d t h at I Q VI A will 
e nt er P R Os i nt o t h e E D C 
r at h er t h a n t h e sit es.

C h a n g e i n pr o c e d ur e.

C orr e ct e d n o n -o bs er v ati o n al 
t o n o n-i nt er v e nti o n al

T y p o.
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A m e n d m e nt 
n u m b e r

D at e  P r ot o c ol 
s e cti o n(s) 
c h a n g e d

S u m m a r y of 
a m e n d m e nts(s)

R e as o n

S e cti o n 9. 4. 2. 
P R Os

A d d e d t e xt d es cri bi n g t h e 
Ps ori ati c Art hri tis I m p a ct of 
Dis e as e 1 2 q u esti o n n air e. 

T o ali g n wit h t h e list of 
v ari a bl es i n s e cti o n 9. 3

S e cti o n 9. 5. 
St u d y Si z e

U p d at e d e nr ol m e nt t o 2 0 0 
p ati e nts, e x p e ct e d e v al u a bl e
p ati e nts t o 1 5 4 p a ti e nts, a n d 
pr e cisi o n esti m at e t o 6. 3 %.

T o r efl e ct c h a n g es i n 
e nr ol m e nt pr oj e cti o ns.

S e cti o n 1 0. 4 A d di n g t h at d u e t o t h e 
o bs er v ati o n al n at ur e of t his 
st u d y, I R B/I E C a p pr o v al is 
n ot r e q uir e d i n D e n m ar k

Cl arifi c ati o n.

S e cti o n 1 1 U p d ati n g t h e n o n -s erio u s 
A d v ers e E v e nt t o b e 
r e p ort e d t o Pfi z er s af et y.

N e w  t e xt a d d e d r e g ar di n g 
e x p os ur e d uri n g pr e g n a n c y

T h e pr e vi o us list is n ot 
r e pr es e nt ati v e of A E SI, b ut 
t h e ris k c at e g or y.

Cl arif yi n g w h at e v e nts ar e 
r e p ort a bl e d uri n g pr e g n a n c y

A n n e x 2 A N N E X 2. E N C E P P 
C H E C K LI S T F O R S T U D Y 
P R O T O C O L S

R e m o v e d a n n e x as E N C e P P 
c h e c klist n ot r e q uir e d.
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6. MI L E S T O N E S

Mil est o n e Pl a n n e d d at e

Pl a n n e d st art of d at a c oll e cti o n 3 1 A u g ust 2 0 2 0

A ct u al st art of d at a c oll e cti o n 1 7 M a y  2 0 2 1

E n d of d at a c oll e cti o n 2 2 J ul y  2 0 24

Fi n a l st u d y r ep ort 2 2 N o v e m b er 2 0 2 4

7. R A TI O N A L E A N D B A C K G R O U N D

Ps ori ati c art hritis ( Ps A) is a c hr o ni c pr o gr essi v e i nfl a m m at or y dis e as e i n v ol vi n g s ki n
( ps ori asis), n ails, a n d j oi nts ( p eri p h er al as w ell as s o m eti m es s pi n al). I nv ol v e m e nt of t h e
m us c ul os k el et al s yst e m i n PsA m a y c a us e i nfl a m m ati o n of j oi nts, p eri arti c ul ar tiss u es
( e nt h esitis, t e nos y n o vitis, d a ct y litis), a n d s pi n e (s a cr oiliitis a n d/ or s p o n d ylitis) a n d
irr e v ersi bl e arti c ul ar a n d p eri arti c ul ar str u ct ur al d a m a g e. Ps A h as a si g nifi c a nt n e g ati v e
i m p a ct on t h e p ati e nt ’s g e n er al c o n diti o n, m o o d, a n d q u alit y of lif e ( Q o L) wit h pr o gr essi v e
dis a bilit y if u ntr e at e d. T h e pr e v al e n c e of Ps A is esti m at e d t o b e u p t o 1 % of t h e g e n er al 
p o p ul ati o n, a n d it is m o r e pr e v al e nt a m o n g p ati e nts wit h ps ori asis, r a n gi n g fr o m 6% t o 
4 2 %. 1 -6

Ps A is oft e n a c c o m p a ni e d wit h m ulti pl e c o- m or bi diti es s u c h as di a b et es m ellit us, o b esit y , 
n o n al c o h oli c f att y li v er dis e as e, m et a b oli c s y n dr o m e, g o ut, h y p ert e nsi o n, m o o d dis or d ers, 
a n d fi br o m y al gi a. 7 -1 1 Ps A pr es e nts si g nifi c a nt h e alt h a n d s o ci o e c o n o mi c b ur d e ns f or t h e 
i n di vi d u al a n d s o ci et y. T h er e is c urr e ntly n o c ur e f or Ps A. Th e p ur p os e of tr e at m e nt is t o 
c o ntr ol dis e as e a cti vit y , all e vi at e si g ns a n d sy m pt o ms, m ai nt ai n p h y si c al f u n cti o n, o pti mi z e 
Q o L , a n d, if p ossi bl e, i n d u c e c o m pl et e r e missi o n.1 2

C urr e ntl y , t h er e are n o wi d el y  a gr e ed u p o n d efi niti o ns of dis e as e s e v erit y  i n Ps A a n d it is 
j u d g e d o n a c as e-b y -c as e b asis b y  p ati e nts a n d h e alt h c ar e pr o vi d ers. H o w e v er, s e v erit y is 
ass ess e d usi n g b ot h l e v el of dis e as e a cti vit y  at a gi v e n ti m e p oi nt, a n d t h e pr es e n c e or 
a bs e n c e of p o or pr o g n osti c f a ct ors a n d l o n g -t er m d a m a g e. I n cli ni c al tri als, s e v er e ps ori asis 
h as b e e n d efi n e d as a Ps ori asis Ar e a a n d S e v erit y  I n d e x ( P A SI) s c or e of ≥ 1 2 a n d a B o d y  
S urf a c e Ar e a ( B S A) s c or e of ≥ 1 0. 1 3

T h er e is r el ativ el y  littl e e xisti n g e vi d e n c e t o s u p p ort t h e eff e cti v e n ess of c o n v e nti o n al 
s ynt h eti c Dis e as e -M o dif y i n g A ntir h e u m ati c Dr u gs ( cs D M A R Ds) i n Ps A ( e g, m et h otr e x at e 
[ M T X], s al a z o p yri n e [ S S Z]). T h e cs D M A R Ds d o n ot a p p e ar t o c o nsist e ntl y sl o w or pr e v e nt 
pr o gr essi v e j oi nt d a m a g e, a n d dr u g i nt ol er a n c e a n d s af et y iss u es ar e oft e n pr es e nt. 1 4 -1 6

Us e of bi ol o gi c al Dis e as e -M o dif y i n g A ntir h e u m ati c Dr u gs ( b D M A R Ds) r e m ai ns limit e d 
wit h t h e i n c o n v e ni e n c e of t h e r e q uir e d r o ut es of p ar e nt er al a d mi nistr ati o n (i ntr a v e n o us 
i nf usi o ns or s u b c ut a n e o us i nj e cti o ns) a n d a p p ar e nt l oss of i niti al eff e cti v e n ess wit h c o nti n u e d 
us e i n a si g nifi c a nt pr o p orti o n of p ati e nts. 1 4 -1 6 I n p u blis h e d st u di es, t u m or n e cr osis f a ct or 

0
9
0
1
7
7
e
1
9
d
3
1c

a
1c

\
A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
4-

M
ay

-
2
0
2
3 

1
3:

5
3 

(
G

M
T)



T of a citi ni b (C P -6 9 0, 5 5 0)
A 3 9 2 1 3 3 2 N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
V ersi o n 2. 0 , 1 4 F e br u ar y 2 0 2 3

P FI Z E R C O N FI D E N TI A L
C T 2 4- WI -G L 0 2 -R F 0 1 5. 0 N o n -I nt er v e nti o n al St u d y Pr ot o c ol T e m pl at e F or Pri m ar y D at a C oll e cti o n St u d y 0 1-

J u n -2 0 2 2
P a g e 1 4 of 5 9

i n hi bit ors ( T N Fi) h a v e d e m o nstr at e d b ot h eff e cti v e n ess (r e d u cti o n of j oi nt dis e as e a cti vit y ,
ps ori asis s ki n i m pr o v e m e nt, a n d r et ar dati o n o f j oi nt d am a g e) a n d a c c e pt a bl e s af et y .1 4 -1 6 N e w
b D M A R Ds h a v e b e e n i ntr o d u c e d, s u c h as a nti -i nt erl e u ki n (I L)-1 2/I L - 2 3 p 4 0 c o m m o n
s u b u nit ust e ki n u m a b, a nti -I L- 1 7 A s e c u k i n u m a b a n d i x e ki z u m a b, a n d s el e cti v e T- c ell c o -
sti m ul ati o n m o d ul at or a b at a c e pt. 1 7 R e c e ntl y , eff e cti v e n ess of I L -2 3/ 1 2 a n d I L - 1 7 
i nfl a m m at or y a xis dr u gs w as d e m o nstr at e d i n Ps A. Tr e at m e nt f ail ur e wit h t h ese dr u gs c a n 
r e pr es e nt a si g nifi c a nt cli ni c al pr o bl e m a n d tr e at m e nt wit h t h es e a g e nts c a n b e hi n d er e d i n 
d ail y  cli ni c al pr a cti c e b y t h e pr es e n c e of c o-m or bi di ti es, s u c h as n o n al c o h oli c 
st e at o h e p atitis. 1 8

T h er ef or e, t h er e is a p ot e nti al u n m et m e di c al n e e d f or n e w Dis e as e- M o dif yi n g A ntir h e u m ati c 
Dr u gs ( D M A R Ds) i n t h e Ps A p ati e nt p o p ul ati o n. 1 4 -1 6 T h e dis c o v er y of pr o -i nfl a m m at ory 
i ntr ac ell ul ar p at h w a y s i n v ol v e d i n Ps A p at h o g e n esis, s u c h as tr a ns cri pti o n f a ct ors J a n us 
ki n as e (J A K) h as l e d t o t h e d e v el o p m e nt of diff er e nt t ar g et e d s y nt h eti c Dis e as e -M o dif y i n g 
A ntir h e u m ati c Dr u gs (ts D M A R Ds). A pr e mil ast ( Ot esl a ®, P D E 4 [ p h os p h o di est er as e 4] 
i nhi bit or) a n d t of a citi ni b ( X elj a n z ®, J A K i n hi bit o r) ar e t h e o nl y ts D M A R Ds a p pr o v e d i n t h e 
tr e at m e nt of Ps A.

T of a citi ni b ( C P -6 9 0, 5 5 0) is a n or al J A K i n hi bit or t h at t ar g ets i nfl a m m ati o n b y  r e d u ci n g 
pr o - i nfl a m m at or y c yt o ki n e si g n ali n g a n d pr o d u cti o n.1 9 T of a citi ni b is i n di c at e d f or t h e 
tr e at m e nt of i nfl a m m at or y dis e as es i n cl u di n g r h e u m at oi d art hritis ( R A), Ps A, a n d ul c er ati v e 
c olitis. 

T of a citi ni b i n c o m bi n ati o n wit h M T X is i n di c at e d f or t h e tr e at m e nt of a cti v e Ps A i n a d ult 
p ati e nts w h o h a v e h a d a n i n a d e q u at e r es p o ns e or w h o h a v e b e e n i nt ol er a nt t o a pri or 
D M A R D t h er a p y, t h e r e c o m m e n d e d d os e is 5 m g a d mi nist er e d t wi c e d ail y or 1 1 m g
pr ol o n g e d r el e as e t a bl ets a d mi nist er e d o n c e d ail y (s u m m ar y of pr o d u ct c h ar a ct eristi cs 
[ S m P C] d ate d 1 4 D e c e m b er 2 0 2 1 [ E M A/ 1 0 3 8 9 8/ 2 0 1 7]).2 0 T h e us e of t of a citi ni b is 
c o ntr ai n di c at e d i n p ati e nts wit h h y p ers e nsiti vit y  t o t h e a cti v e s u bst a n c e or t o a n y of t h e 
e x ci pi e nts, a cti v e t u b er c ul o si s, s eri o us i nf e cti o ns s u c h as s e psis or o p p o rt u nisti c i nf e cti o ns, 
s e v er e h e p ati c i m p air m e nt, pr e g n a n c y , a n d l a ct ati o n.2 0

T of a citi ni b a cts i nsi d e t h e c ell b y pr ef er e nti all y i n hi biti n g si g n ali n g b y  c yt o ki n e re c e pt or s 
ass o ci at e d wit h J A K 1 or J A K 3. 2 1 I nhi biti o n of J A K 1 a n d J A K 3 b y  t of a citi ni b bl o c ks 
si g n ali n g t hr o u g h t h e c o m m o n g a m m a c h ai n c o nt ai ni n g r e c e pt ors f or s e v er al c y t o ki n es, 
i n cl u di n g 
I L - 2, - 4, - 7, - 9, - 1 5, a n d - 2 1. T h es e c yt o ki n es ar e i nt e gr al t o l ym p h o c y t e a cti v ati o n, 
d e v el o p m e nt, h o m e ost asis, pr olif er ati o n, a n d f u n cti o n; t h er ef or e, i n hi biti o n of t h eir si g n ali n g 
m a y  r es ult i n t h e mo d ul ati o n of m ulti pl e as p e cts of t h e i m m u n e r es p o ns e. I n a d diti o n, 
i n hi biti o n of J A K 1 will r es ult i n att e n u ati o n of si g n ali n g b y a d diti o n al pr o -i nfl a m m at or y 
c y t o ki n es, s u c h as I L- 6 a n d i nt erf er o n g a m m a (I F N γ).2 2 ,2 3 I n a d diti o n t o i nt erf eri n g wit h T-
h el p er ( T h) 1 a n d T h 2 c ell diff er e nti ati o n, t of a citi ni b h as b e e n s h o w n t o i nt erf er e wit h t h e 
pr o d u cti o n of i nfl a m m at or y  T h 1 7 c ells.2 4 T h es e eff e cts pr o vi d e t h e b asis f or us e i n dis e as es 
i n w hi c h t h e i m m u n e r es p o nse pl a y s a p at h o g e ni c r ol e s u c h as R A a n d Ps A. 2 5 ,2 6
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T h e eff e cti v e n ess of t of a citi ni b w as d e m o nstr at e d i n 2 P h as e 3 r a n d o mi z e d, d o u b l e-bli n d, 
pl a c e b o -c o ntr oll e d cli ni c a l tri als (N C T 0 1 8 7 7 6 6 8 [ O P A L  B R O A D E N: 4 2 2 p ati e nts e nr oll e d] 
a n d N C T 0 1 8 8 2 4 3 9 [ O P A L  B E Y O N D: 3 9 5 p ati e nts e nr oll e d]) t h at e nr oll e d a d ult p ati e nts 
wit h a cti v e Ps A at s cr e e ni n g a n d b as eli n e, a n d wit h i n a d e q u at e r es p o ns e t o pr i or 
cs D M A R Ds. N C T 0 1 8 7 7 6 6 8 e nr oll e d 4 2 2 Ps A p at i e nts n aï v e t o T N Fi b ut all o wi n g 
c o n c urr e nt tr e at m e nt wit h M T X, l efl u n o mi d e, or s ulf as al a zi n e, a n d h a d 1 2 m o nt hs of t ot al 
f oll o w- u p; a n d N C T 0 1 8 8 2 4 3 9 e nr oll e d 3 9 5 Ps A p ati e nts wit h i n a d e q u at e r es p o ns e or l a c k of
t ol er ati o n t o pr e vi o usl y a d mi nist ere d T N Fi a n d h a d 6 m o nt hs of t ot al f oll o w -u p. B ot h st u di es 
h a d c h a n g e i n A m eri c a n C oll e g e of R h e u m at ol o g y  ( Crit eri a) 2 0 % ( A C R 2 0) a n d H e alt h 
Ass ess m e nt Q u esti o n n air e - Dis a bilit y  In d e x ( H A Q -DI ) at M o nt h 3 as pri m ar y e n d p oi nts, a n d 
s h o w e d s u p eri or effi c a c y o v e r pl a c e b o at 3 m o nt hs of tr e at m e nt. 2 7 ,2 8 I n b ot h st u di es, a d v ers e 
e v e nts ( A Es) w er e c o m p ar a bl e t o t h os e o bs er v e d i n R A st u di es. T o d at e, t of a citi ni b is t h e 
o nl y J A K i n hi bit or t h at h as b e e n a p pr o v e d f or t h e tr e at m e nt of Ps A b y t h e U nit e d St at es 
F o o d a n d Dr u g A d mi nistr ati o n ( a p pr o v e d 1 4 D e c e m b er 2 0 1 7) a n d t h e E ur o p e a n C o m missi o n 
( a p pr o v e d 2 8 J u n e 2 0 1 8). 1 7

Cli ni c al tri al r es ults r efl e ct r es p o ns es i n s el e ct e d p o p ul ati o ns, oft e n e x cl u di n g p ati ents wit h 
si g nifi c a nt c o -m or bi diti es. E v al u ati o n of R A p ati e nts e nr oll e d i n a dis e as e r e gistr y  a n d w h o 
w er e tr e at e d wit h a T N Fi esti m at e d t h at o nl y  2 1-3 3 % of p ati e nts w o ul d h a v e m et t h e 
eli gi bilit y  crit eri a of m aj or tri als. R e gistr y p ati e nts t h at w er e c o nsid er e d i n eli gi bl e f or t h e 
cli ni c al tri als h a d l o w er b as eli n e dis e as e a cti vit y , m or e c o m or bi dit y, a n d l o w er f u n cti o n al 
st at us. 2 9 T his st u d y  will e v al u at e t h e eff e cti v e n ess of t of a citi ni b i n Ps A p ati e nts i n a r e al-
w orl d s etti n g o v er a 1 2- m o nt h p eri o d.

8. R E S E A R C H Q U E S TI O N A N D O B J E C TI V E S

8. 1. R es e a r c h Q u esti o n

T h e ai m of t his st u d y i s t o e v al u at e t h e eff e cti v e n ess of tr e at m e nt wit h t of a citi ni b o n dis e as e 
a cti v it y, r e missi o n, a n d Q o L i n p ati e nts wit h Ps A, o v er a 1 2 -m o nt h o bs er v ati o n p eri o d.

8. 2. O bj e cti v es

Pri m ar y O bj e cti v e

 T o e v al u at e t h e pr o p orti o n of p ati e nts a c hi e vi n g l o w dis e as e a cti vit y ( L D A) aft er 
6 m o nt hs of f oll o w - u p.

S e c o n d ar y O bj e cti v es

 T o e v al u at e t h e pr op orti o n of p ati e nts a c hi e vi n g L D A aft er 3 a n d 1 2 m o nt hs of 
f oll o w- u p.

 T o e v al u at e t h e pr o p orti o n of p ati e nts a c hi e vi n g mi ni m u m dis e as e a cti vit y ( M D A) 
aft er 3, 6, a n d 1 2 m o nt hs of f oll o w - u p.

 T o e v al u at e t h e pr o p orti o n of p ati e nts a c hi e vi n g r e missi o n aft er 3 , 6, a n d 12 m o nt hs
of f oll o w - u p.
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 T o e v al u at e c h a n g e fr o m b as eli n e i n Ps ori ati c Art hritis I mp a ct of 
Dis e as e 1 2 Q u esti o ns ( Ps AI D 1 2) s c or e aft er 3, 6, a n d 1 2 m o nt hs of f oll o w - u p.

 T o e v al u at e c h a n g e fr o m b as eli n e i n S p o n d y l art hritis R es e ar c h C o ns orti u m of C a n a d a 
E nt h esi ti s In d e x ( S P A R C C-EI ) s c or e aft er 3, 6, a n d 1 2 m o nt hs of f oll o w- u p.

 T o i d e ntif y pr o g n osti c i n di c at ors f or a c hi e vi n g L D A aft er 3, 6, a n d 1 2 m o nt h s of 
f oll o w- u p.

 T o e v al u at e c h a n g e fr o m b as eli n e i n Q o L s c or es aft er 3, 6, a n d 1 2 m o nt hs of f oll o w-
u p.

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

T o e v al u at e c h a n g es i n m e as ur es of dis e as e a cti vit y ( Ps ori ati c Art hritis Dis e as e A cti vit y  
S c or e [ P A S D A S] a n d Dis e as e A cti vit y i n Ps ori ati c Art hritis [ D A P S A]) fr o m b as eli n e aft er 3, 
6, a n d 1 2 m o nt hs of f oll o w - u p.

9. R E S E A R C H M E T H O D S 

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

T his is a pr os p e cti v e, n o n- i nt er v e nti o n al, m ulti n ati o n al, m ulti- c e nt er st u d y t o e v al u at e t h e 
eff e cti v e n ess of t of a citi ni b i n p ati e nts wit h Ps A i n r o uti n e cli ni c al pr a cti c e wit h u p t o
1 2 m o nt hs of f oll o w-u p. P ati e nts m ust b e tr e at m e nt n aï v e f or t of a citi nib at t h e ti m e of 
e nr oll m e nt.

All ass ess m e nts d es cri b e d i n t his pr ot o c ol ar e p erf or m e d as p art of r o uti n e cli ni c al pr a cti c e or 
f oll o wi n g st a n d ar d pr a cti c e g ui d eli n es, f or t h e p ati e nt p o p ul ati o n a n d he alt h c ar e pr o vi d er 
s p e ci alt y i n t h e c o u ntri es w her e t his n o n- i nt er v e nti o n al st u d y is b ei n g c o n d u ct e d. T h e 
m e di ci n al pr o d u ct(s) will b e pr es cri b e d i n r o uti n e cli ni c al c ar e i n a c c or d a n c e wit h t h e t er ms 
of l o c al c o u ntr y r ei m b urs e m e nt g ui d eli n es. N o st u d y  dr u g will b e pr o vi d e d as a p art of t his 
st u d y, a n d this pr ot o c ol d o es n ot r e c o m m e n d t h e us e of a n y  s p e cifi c tr e at m e nts. T h e 
assi g n m e nt of t h e p ati e nts t o a p arti c ul ar t h er a p e uti c str at e g y  is n ot d e ci d e d b y t his pr ot o c ol 
b ut f alls wit hi n c urr e nt pr a cti c e a n d t h e cli ni c al d e cisi o n f or t h e pr es cri pti o n of t of a citi ni b 
s ho ul d b e cl e arl y s e p ar at e d fr o m t h e d e cisi o n t o i n cl u d e t h e p ati e nt i n t h e st u d y . D os e a n d 
d ur ati o n of tr e at m e nt s h o ul d b e b as e d o n cli ni c al a n d i n di vi d u al n e e ds a n d ar e d et er mi n e d b y  
t h e tr e ati n g p hys i ci a n.

N o a d diti o n al di a g n osti c or m o ni t ori n g pr o c e d ur es ar e m a n d at e d, a n d f oll o w- u p visits ar e 
c a pt ur e d as p art of n or m al m e di c al pr a cti c e. E pi d e mi ol o gi c al m et h o ds will b e us e d f or t h e 
a n al ys is of c oll e ct e d d at a. P ati e nts will b e f oll o w e d u p d uri n g r o uti n e cli ni c visits c o nsist e nt 
wit h t h e E ur o p e a n L e a g u e A g ai nst R h e u m atis m ( E U L A R) g ui d eli n es f or f oll o w -u p of 
p ati e nts wit h Ps A ( Fi g ur e 1 ). D o c u m e nt e d visits f or t h e pur p os e of t his st u d y  will b e at 
e nr oll m e nt, t h e n at a p pr o xi m at el y  M o nt hs 3 ( visit 2), 6 ( visit 3), a n d 1 2 ( visit 4, e n d of st u d y  
visit) f oll o wi n g i niti ati o n of tr e at m e nt wit h t of a citi ni b. P ati e nts t h at p er m a n e ntl y  dis c o nti n u e 
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tr e at m e nt wit h t of a citi ni b will b e dis c o nti n u e d fr o m t h e st u d y. St u d y f oll o w-u p will st o p at 
M o nt h 1 2 u nl ess a p ati e nt h as alr e a d y dis c o nti n u e d.

Fi g u r e 1 . St u d y D esi g n

St art of d o c u m e nt ati o n E n d of d o c u m e nt ati o n 

E nr oll m e nt M o nt h 3 M o nt h 6 M o nt h 1 2 

A p p r o xi m at e s c h e d ul e of pl a n n e d visits

9. 1. 1. E n d p oi nts

Pri m ar y e n d p oi nt

 Pr o p orti o n of p ati e n ts a c hi e vi n g L D A d efi n e d as P A S D A S s c or e ≤ 3. 2 at M o nt h 6.

S e c o n d ar y e n d p oi nts

 Pr o p orti o n of p ati e nts a c hi e vi n g L D A d efi n e d as P A S D A S s c or e ≤ 3. 2 at M o nt hs 3
a n d 1 2.

 Pr o p orti o n of p ati e nts a c hi e vi n g M D A d efi n e d as at l e ast 5 of 7 crit eri a (s e e T a bl e 3 )
m et at M o nt hs 3, 6, a n d 1 2.

 Pr o p orti o n of p ati e nts a c hi e vi n g r e missi o n d efi n e d as P A S D A S s c or e ≤ 1. 9 at M o nt hs 
3, 6, a n d 1 2.

 Pr o p orti o n of p ati e nts a c hi e vi n g r e missi o n d efi n e d as D A P S A s c or e ≤ 4. 0 at M o nt hs 
3, 6, a n d 1 2.

 C h a n g e fr o m b as el i n e i n P s AI D 1 2 s c or e at M o nt hs 3, 6, a n d 1 2.

 C h a n g e fr o m b as eli n e i n S P A R C C -EI  s c or e at M o nt hs 3, 6, a n d 1 2.

 Pr o p orti o n of p ati e nts a c hi e vi n g L D A at M o nt hs 3, 6, a n d 1 2 b as e d o n pr es e n c e of 
pr o g n osti c f a ct ors list e d i n S e ct i o n 9. 4. 3 .

 C h a n g e fr o m b as eli n e i n Q o L usi n g p ati e nt r e p ort e d o ut c o m e ( P R O) s c or es at M o nt hs 
3, 6, a n d 1 2.

A p p r o xi m at el y 2 0 0 p ati e nt s o n t of a citi ni b
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E x pl or at or y e n d p oi nts

 C h a n g e fr o m b as eli n e i n P A S D A S s c or es at M o nt hs 3, 6, a n d 1 2.

 C h a n g e fr o m b as eli n e i n D A P S A s c or es at M o nt hs 3, 6, a n d 1 2.

9. 2. S etti n g

T his st u d y  will e nr oll a p pr o xi m at el y 2 0 0 p ati e nts fr o m r h e u m at ol o gists a n d/ or Ps A s p e ci alist 
c e nt ers i n 8 c o u ntri es ( B el gi u m, D e n m ar k, Fi nl a n d, Fr a n c e, Isr a el, N e t h erl a n ds, S p ai n, a n d 
S w e d e n ) o v er a n e nr oll m e nt p eri o d of 2 5 m o nt hs. T h e c o u ntri es list e d a b o v e ar e a nti ci p at e d 
t o p arti ci p at e i n t his st u d y, h o w e v er a d diti o n al c o u ntri es m a y b e i n cl u d e d at a l at er ti m e. 
E a c h p ati e nt will h a v e u p t o 1 2 m o nt hs of f oll o w-u p f or a t o t al st ud y  d ur ati o n of 3 7 m o nt hs.

C o ns e c uti v e p ati e nts att e n di n g a r o uti n e cli n i c al visit will b e i n vit e d t o p arti ci p at e if t h e y 
m e et t h e eli gi bilit y  crit eri a f or t h e st u d y a n d ar e t o st art o n tr e at m e nt wit h t of a citi ni b f or 
a cti v e Ps A. A n e nr oll m e nt/s cr e e ni n g l o g will b e m ai nt ai n e d b y  t h e sit es t o r e c or d b asi c 
d e m o gr a p hi cs a n d r e as o n s f or n o n -e nr oll m e nt f or p ati e nts t h at c h o os e n ot t o e nr oll.

All visits s h all b e s c h e d ul e d a c c or di n g t o l o c al cli ni c al pr a cti c e. Wit hi n t his st u d y, a t ot al of 
4 visits ar e i n cl u d ed: at e nr oll m e nt, t h e n at a p pr o xi m at el y  M o nt h 3, M o nt h 6, a n d M o nt h 1 2 
f oll o wi n g i niti ati o n of tr e at m e nt wit h t of a citi ni b. All p ati e nts will b e f oll o w e d fr o m 
e nr oll m e nt u ntil t h e e n d of f oll o w -u p (i n cl u di n g dis c o nti n u a ti o ns), d e at h, l oss t o f oll o w- u p, 
or w it h dr a w al of c o ns e nt ( w hi c h e v er o c c urs first).

9. 2. 1. I n cl usi o n C rit e ri a

P ati e nt eli gi bilit y s h o ul d b e r e vi e w e d b y a n I n v esti g at or b ef or e p ati e nts ar e i n cl u d e d i n t h e
st u d y. P ati e nts m ust m e et all of t h e f oll o wi n g i n cl usi o n crit eri a t o b e eli gi bl e f or i n clusi o n i n
t h e st u d y:

1. P ati e nts a g e d ≥ 1 8 y e ars.

2. M o d er at e t o s e v er e Ps A dis e as e a c ti vit y di a g n os e d.

3. P ati e nts f or w h o m t h e p h ysi ci a n’s d e cisi o n h as b e e n m a d e t o i niti at e tr e at m e nt wit h 
t of a citi ni b, i n us u al cli ni c al pr a cti c e c o n diti o ns a n d i n c o m pli a n c e wit h t he l o c al l a b el.

4. P ati e nts ar e tr e at m e nt n aï v e t o t of a citi ni b o n t h e d at e of pr o v i di n g i nf or m e d c o ns e nt.

5. E vi d e n c e of a p ers o n all y si g n e d a n d d at e d i nf or m e d c o ns e nt d o c u m e nt i n di c ati n g t h at 
t h e p ati e nt ( or a l e g all y a c c e pt a bl e r e pr es e nt ati v e) h as b e e n i nf or m e d of all p erti n e nt 
as p e cts of t h e st u d y.

6. P ati e nts o n D M A R Ds m ust h a v e n ot h a d a tr e at m e nt c h a n g e i n t h e p ast 3 m o nt hs.
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9. 2. 2. E x cl usi o n C rit e ri a

P ati e nts m e eti n g a n y of t h e f oll o wi n g crit eri a will n ot b e i n cl u d e d i n t h e st u d y:

1. C o ntr a i n di c ati o ns a c c or di n g t o t h e X elj a n z ® (t of a citi ni b) pr es cri bi n g i nf or m ati o n.

2. R e c ei pt of a n y i n v esti g ati o n al dr u g wit hi n 3 m o nt hs b ef or e st u d y i n cl usi o n.

3. P ati e nt is pr e g n a nt or br e astf e e di n g.

4. R e c e nt h er p es z ost er i nf e cti o n ( wit hi n p ast 6 m o nt hs) or hist or y of s e v er e 
diss e mi n at e d h er p es z ost er i nf e cti o n.

5. A cti v e tr e at m e nt f or a m ali g n a n c y .

6. C o n c o mit a nt tr e at m e nt wit h bi ol o gi c al Dis e as e -M o dif y i n g A ntir h e u m ati c Dr u gs 
( b D M A R D).

9. 3. V a ri a bl es

T h e S c h e d ul e of A cti viti es (T a bl e 1) pr o vi d es a n o v er vi e w of t h e r e q u est e d d at a t o b e
c ol l e ct e d at e a c h visit, wit h f urt h er d et ails d es cri b e d b el o w.

T a bl e 1. S c h e d ul e of A cti viti es

A p p r o xi m at e s c h e d ul e of pl a n n e d visits

E n r oll m e nt
( Visit 1)

M o nt h 3 
( Visit 2)

M o nt h 6
( Visit 3)

M o nt h 1 2 
( Visit 4)

I nf or m e d c o ns e nt X
Eli gi bilit y X

D e m o gr a p hi cs X

P s A dis e as e hist o r y X

M e di c al hist or y X

Pr e vi o us P s A tr e at m e nts X

C o -m or bi diti es X X

C o n c o mit a nt P s A tr e at m e nts X X X X

T of a citi ni b tr e at m e nt X X X X

P h ysi c al e x a mi n ati o n 1 X X X X

Bl o o d bi o c h e mistr y/ h e m at ol o g y 2 X X X X

I nfl a m m at or y m ar k ers 3 X X X X

Dis e as e a cti vit y m e as ur es 4 X X X X

P ati e nt r e p ort e d o ut c o m es 5 X X X X

E n d of st u d y X

A d v ers e e v e nts C o nti n u o us

A b br e vi ati o ns: P s A = Ps ori ati c Art hritis.
1. H ei g ht ( o nl y c oll e ct e d at e n roll m e nt ), w ei g ht, c al c ul at e d b o d y m ass i n d e x, w aist cir c u mf er e n c e, s m o ki n g st at us

( c urr e nt/ q uit < 1 yr/f or m er/ n e v er/ u n k n o w n).

2. C o m pl et e bl o o d c o u nt ( C B C), cr e ati ni n e, uri c a ci d ( U A), al k ali n e p h os p h at as e ( A L K P H), as p art at e tr a ns a mi n as e ( A S T), 
al a ni n e tr a ns a mi n as e ( A L T), gl u c os e, h e m o gl o bi n A 1 C ( H b A 1 C), t ot al c h ol est er ol, tri gl y c eri d es,

l o w-d e nsit y li p o pr ot ei n ( L D L), hi g h - d e nsit y li p o pr ot ei n ( H D L).
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3. Er yt hr o c yt e s e di m e nt ati o n r at e ( E S R), C -r e a cti v e pr ot ei n ( C R P).

4. S w o ll e n j oi nt c o u nt ( SJ C 6 6), t e n d er j oi nt c o u nt ( TJ C 6 8), P ati e nt Gl o b al Ass ess m e nt, P h ysi ci a n Gl o b al Ass ess m e nt, P ati e nt P ai n
Ass ess m e nt, L e e ds E nt h esitis I n d e x ( L EI), L e e ds D a ct ylitis I n d e x ( L DI), t e n d er e nt h esi al p oi nts, Ps ori asis Ar e a a n d S e v erit y 

I n d e x ( PA S I), B o d y S urf a c e Ar e a ( B S A), S p o n d yl o art hriti s R es e a r c h C o ns orti u m of C a n a d a E nt h esitis I n d e x ( S P A R C C-
EI), a n d r a di ol o gi c al r e p orts s c or e d usi n g S h ar p e -V a n d e H eij d e m o difi e d s c ori n g f or Ps A.

5. S h ort F or m 3 6 ( S F-3 6), H e alt h Ass ess m e nt Q u esti o n n air e – Di s a bilit y I n d e x ( H A Q -DI), Ps ori ati c Art hritis I mp a ct of Dis e as e

1 2 Q u esti o ns ( Ps AI D 1 2).

9. 3. 1. E n r oll m e nt V isit ( Visit 1)

 I nf or m e d C o ns e nt.

 I ncl usi o n/ E x cl usi o n crit eri a.

 D e m o gr a p h y ( d at e of birt h, s e x).

 Ps A dis e as e hist or y ( d at e of di a g n osis).

 D ur ati o n of s y m pt o ms pri or t o e nr oll m e nt (i e, c urr e nt e pis o d e of s y m pt o ms [if
a p pli c a bl e]).

 Pr es e n c e of r h e u m at oi d n o d ul es [ pr es e nt/ a bs e nt/ n ot a v ail a bl e].

 Art hritis of h a n d j oi nts [ pr es e nt/ a bs e nt/ n ot a v ail a bl e].

 C o u nts of j oi nts aff e ct e d b y art hr itis at e nr oll m e nt (s p e cifi e d b y: s m all j oi nts ,
m e di u m j oi nts, l ar g e j oi nts, h a n d j oi nts).

 U n e q ui v o c al r a di ol o gi c al er osi o n [ pr es e nt/ a bs e nt/ n ot a v ail a bl e].

 U n e q ui v o c al b o n y d e c al cifi c ati o n i n h a n d a n d wrist j oi nts [ pr es e nt/ a bs e nt/ n ot 
a v ail a bl e].

 T of a citi ni b d osi n g ( d os a g e, st art d at e).

 C o n c o mit a nt Ps A tr e at m ent ( g e n eri c n a m e, d os a g e, st art/st o p d at es, r e as o n f or 
dis c o nti n u ati o n [if a p pli c a bl e]).

 Pri or tr e at m e nt hist or y of Ps A ( g e n eri c n a m e, d os a g e, st art/st o p d at es, r e as o n f or
dis c o nti n u ati o n [if a p pli c a bl e ]).

 Ot h er r el e v a nt m e di c al hist or y a n d c o -m or bi diti es (s p e cif y, d at e of di a g n osis, e n d
d at e [if a p pli c a bl e]), i n cl u di n g:

 Hist or y  of v e n o us t hr o m b o e m b olis m ( V T E) ( d at e of e v e nt, t yp e of e v e nt [ d e e p 
v e n o us t hr o m b osis, p ul m o n ar y e m b olis m]);
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 M y o c ar di al i nf ar ct i o n wit hi n pr e vi o us 3 m o nt hs ( d at e of e v e nt, t yp e of e v e nt
[ S T-el e v ati o n m y o c ar di al i nf ar cti o n ( S T E MI), n o n -S T -el e v ati o n m y o c ar di al
i nf ar cti o n ( N S T E MI), u n k n o w n]);

 Di a g n osis of h e art f ail ur e ( d at e of di a g n osis);

 Di a b et es ( d at e of di a g n osis, s p e cif y [t yp e 2 /t yp e 1]);

 H y p ert e nsi o n ( d at e of di a g n osis, tr eat e d [ Yes/ N o/ u n k n o w n], tr e at m e nt r esist a nt
[ Y es/ N o/ u n k n o w n]);

 I n h erit e d c o a g ul ati o n dis or d er ( d at e of di a g n osis, s p e cif y);

 M ali g n a n c y ( d at e of di a g n osis, s p e cif y);

 Us e of c o m bi n e d h or m o n al c o ntr a c e pti v es or h o r m o n e r e pl a c e m e nt t h er a py 
( g e n eri c n a m e, st art/e n d d at e, r e as o n f or dis c o nti n u ati o n [if a p pli c a bl e]);

 A n y ot h er r el e v a nt m e di c al hist or y .

 P h y si c al e x a mi n ati o n ( h ei g ht, w ei g ht, c al c ul at e d b o d y m ass i n d e x, w aist
cir c u mf er e n c e, s m o ki n g st at us [ c urr e nt/ q uit < 1 yr/ f or m er/ n e v er/ u n k n o w n]).

 Bl o o d bi o c h e mistr y  & h e m at o l o g y (r es ult, u nit, r ef er e n c e r a n g e [ w h e n a p pli c a bl e], 
cli ni c all y  si g nifi c a nt [ Y es/ N o]).

 C o m pl et e bl o o d c o u nt ( C B C).

 Cr e ati ni n e, uri c a ci d ( U A), al k ali n e p h os p h at as e ( A L K P H), as p art at e
tr a ns a mi n as e ( A ST), al a ni n e tr a ns a mi n as e ( A L T), gl u c os e, h e m o gl o bi n A 1 C 
( H b A 1 C), t ot al c h ol est er ol, tri gl yc eri d es, l o w-d e n sit y  li p o pr ot ei n ( L D L), hi g h-
d e nsit y  li po pr ot ei n ( H D L).

 I nfl a m m at or y m ar k ers (r es ult, u nit, r ef er e n c e r a n g e, cli ni c all y si g nifi c a nt [ Y es/ N o]).

 Er y t hr oc y t e s e di m e nt ati o n r at e ( E S R).

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

 Dis e as e a cti vit y m e as ur es.

 N u m b er of s w oll e n a n d t e n d er j oi nts (s w oll e n j oi nt c o u nt [ S J C 66]/t e n d er j oi nt c o u nt 
[ TJ C 6 8]).

 P ati e nt Gl o b al Ass ess m e nt.
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 P h y si ci a n Gl o b al Ass ess m e nt.

 P ati e nt P ai n Ass ess m e n t.

 L e e ds E nt h esitis I n d e x ( L EI).

 L e e ds D a ct yl itis I n d ex ( L DI).

 T e n d er e nt h esi al p oi nts.

 P A SI .

 B S A.

 S p o n d y l o art hritis R es e ar c h C o ns orti u m of C a n a d a E nt h esitis I n d e x ( S P A R C C-
EI ).

 R a di ol o gi c al r e p orts s c or e d usi n g S h ar p e -V a n d er H eij d e m o difi e d s c ori n g f or
P s A. 3 0

 P R O s.

 S h ort F or m 3 6 ( S F -3 6).

 H A Q -DI .

 P s AI D 1 2.

9. 3. 2. F oll o w -u p Visits 2, 3, 4 ( at a p p r o xi m at el y M o nt hs 3, 6, a n d 1 2)

 T of a citi ni b d osi n g ( d os a g e, st art/st o p d at es, r e as o n f or dis c o nti n u ati o n [if 
a p pli c a bl e]).

 C o n c o mit a nt Ps A tr e at m e nt ( g e n eri c n a m e, d os e, st art /st o p dat es, r e as o n f or 
dis c o nti n u ati o n [if a p pli c a bl e]).

 R el e v a nt c o -m or bi diti es (s p e cif y, d at e of di a g n osis, e n d d at e [if a p pli c a bl e]) at
M o nt h 6 o nl y .

 P h y si c al e x a mi n ati o n ( w ei g ht, c al c ul at e d b o d y m ass i n d e x, w aist cir c u mf er e n c e,
s m o ki n g st at us [ c urr e nt / q uit < 1 y r/f or m er/ n e v er/ u n k n o w n]).

 Bl o o d bi o c h e mistr y & h e m at ol o g y (r es ult, u nit, r ef er e n c e r a n g e [if a p pli c a bl e],
cli ni c all y si g nifi c a nt [ Y es/ N o]).

 C B C.
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J u n -2 0 2 2
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 Cr e ati ni n e, U A, A L K P H, A S T, A L T, gl u c os e, H b A 1 C, t ot al c h ol est er ol, 
tri gly c eri d es, L D L, H D L.

 I nfl a m m at or y m a r k ers (r es ult, u nit, r ef er e n c e r a n g e, cli ni c all y si g nifi c a nt [ Y es/ N o]).

 E S R.

 C R P.

 Dis e as e a cti v it y m e as ur es.

 N u m b er of s w oll e n a n d t e n d er j oi nts ( SJ C 6 6/ TJ C 6 8).

 P ati e nt Gl o b al Ass ess m e nt.

 P h y si ci a n Gl o b a l Ass ess m e nt.

 P ati e nt P ai n Ass ess m e nt.

 L EI.

 L D I.

 T e n d e r e nt h esi al p oi nts.

 P A SI .

 B S A.

 S P A R C C -EI .

 R a di ol o gi c al r e p orts s c or e d usi n g S h ar p e - V a n d er H eij d e m o difi e d s c ori n g f or 
Ps A.

 P R Os.

 S F - 3 6.

 H A Q -DI .

 P s AI D 1 2.

 A Es.
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9. 3. 3. E n d of St u d y

T h e f oll o wi n g a d diti o n al p ar a m et ers will b e r e q u est e d at t h e e n d of st u d y vi s it:

 St u d y dis c o nti n u ati o n ( d at e of dis c o nti n u ati o n, r e as o n f or st u d y dis c o nti n u ati o n);

 T of a citi ni b tr e at m e nt st at us at dis c o nti n u ati o n;

 Alt er n ati v e D M A R D tr e at m e nt ( g e n eri c n a m e, d os e, st art d at e).

9. 3. 4. D e ri v e d V a r i a bl es

T h e st u d y e n d p oi nts ar e Ps A dis e as e ass e ss m e nts , w hi c h ar e d eri v e d gl o b al s c or es fr o m
diff er e nt dis e as e i n di c at ors. T a bl e 2 s h o ws t h e dis e as e i n di c at ors us e d t o pr e p ar e t h e dis e as e
ass ess m e nt s c or es.

T a bl e 2. Ass ess m e nts R e q ui r e d f o r D e ri v a ti o n of St u d y E n d p oi nts

E n d p oi nts

M et h o d P A S D A S  D A P S A M D A L D A r e missi o n

P h ysi ci a n gl o b al ass ess m e nt V A S x
P ati e nt gl o b al ass ess m e nt V A S x x x
P ati e nt p ai n ass ess m e nt V A S x
S w oll e n j oi nts c o u nt e x a m x x x
T e n d er j oi nts c o u nt e x a m x x x
T e n d er e nt h esi al p oi nt s e x a m x
L e e ds e nt h esitis i n d e x e x a m x
L e e ds d a ct ylitis i n d e x e x a m x
P A SI ( c al c ul at e d) e x a m x
B S A e x a m x
C R P bl o o d x x
S F -3 6 ( p h ysi c al c o m p o n e nt) P R O x
H A Q -DI P R O x
P A S D A S s c o r e x ( ≤ 3. 2) x ( ≤ 1. 9)

A b br e vi ati o ns: B S A = B o d y S urf a c e Ar e a, C R P = C- r e a cti v e pr ot ei n, D A P S A = Dis e as e A cti vit y i n Ps ori ati c
Art hritis, H A Q -DI = H e alt h Ass ess m e nt Q u esti o n n air e - Di s a bilit y I n d e x, L D A = l o w di s e a s e a c ti vit y, 
M D A = mi ni m u m dis e as e a cti vit y, P A S D A S = Ps ori ati c Art hritis Dis e as e A c ti vit y S c or e, P A SI = Ps ori asis A r e a 
a n d S e v erit y I n d e x, P R O = p ati e nt r e p ort e d o ut c o m e, S F - 3 6 = S h ort F or m 3 6, V A S = Vi s u al A n al o g u e S c al e .
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T a bl e 3. C al c ul a ti o n of Dis e as e A cti vit y I n di c at o rs

Dis e as e a cti vit y 
i n di c at o rs

D efi niti o n/ C al c ul ati o n

Ps ori ati c Art hritis 
Dis e as e A cti vit y S c or e 
(P A S D A S) 3 1 -3 3

( 0. 1 8 × √ p h ysi ci a n g l o b al ass ess m e nt [ V A S, 0-1 0 0)

+ ( 0. 1 5 9 × √ p ati e nt gl o b al ass ess m e nt [ V A S, 0 -1 0 0])

– ( 0. 2 5 3 × √ S F -3 6 – P h ysi c al c o m p o n e nt s u m m ar y [ P R O])

+ ( 0. 1 0 1 × l n [ S w oll e n j oi nt c o u nt [ SJ C 6 6] + 1])

+ ( 0. 0 4 8 × l n [ T e n d er j oi nt c o u nt [ TJ C 6 8] + 1])

+ ( 0. 2 3 × l n [ L e e ds e nt h esitis c o u nt [ L EI] + 1])

+ ( 0. 3 7 7 × l n[ L e e ds d a ct ylitis c o u nt [ L DI] + 1])

+ ( 0. 1 0 2 × l n [ C R P ( m g/ L) + 1)] + 2) × 1. 5

P A S D A S s c or e r a n g e: 1 -1 0

N ot e: P A S D A S V A S ar e b as e d o n a 1 0 0 m m s c al e

Dis e as e A cti vit y i n 
Ps ori ati c Art hritis 
( D A P S A)3 2 -3 4

S w oll e n j oi nt c o u nt ( SJ C 6 6)

+ T e n d er j oi nt c o u nt ( TJ C 6 8)

+ P ati e nt gl o b al ass ess m e nt [ V A S, 0 -1 0]

+ P ati e nt p ai n ass ess m e nt [ V A S, 0-1 0]

+ C R P ( m g/ d L)

D A P S A s c or e r a n g e: 0 - 1 6 4

N ot e: D A P S A V A S ar e b as e d o n a 1 0 c m s c al e

Mi ni m u m Dis e as e 
A cti vit y ( M D A) 3 3 ,3 5

A p ati e nt is cl assifi e d as i n M D A w h e n t h e y m e et 5 of 7 of t h e f oll o wi n g c rit eri a:

 T e n d er j oi nt c o u nt [ TJ C 6 6] ≤ 1

 S w oll e n j oi nt c o u nt [ SJ C 6 8] ≤ 1

 P A SI ≤ 1 or B S A ≤ 3

 P ati e nt p ai n ass ess m e nt [ V A S, 0 -1 0 0] ≤ 1 5

 P ati e nt gl o b al ass ess m e nt [ V A S, 0 -1 0 0] ≤ 2 0

 H A Q - DI ≤ 0. 5

 T e n d er e nt h esi al p oi nts ≤ 1

N ot e: M D A V A S ar e b as e d o n a 1 0 0 m m s c al e

Ps ori asis A r e a a n d 
S e v erit y I n d e x ( P A SI) 

F or e a c h r e gi o n: h e a d, u p p er li m b, tr u n k, l o w er li m bs

1. B S A

2. Pl a q u e c h ar a ct eristi cs: er yt h e m a + i n d ur ati o n/t hi c k n ess + s c ali n g

0 = N o n e
1 = Sli g ht
2 = M o d er at e
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Dis e as e a cti vit y 
i n di c at o rs

D efi niti o n/ C al c ul ati o n

3 = S e v er e
4 = V er y s e v er e

3. P er c e nt a g e ar e a aff e ct e d:

0 = 0 %
1 = 1 % - 9 %
2 = 1 0 % - 2 9 %
3 = 3 0 % - 4 9 %
4 = 5 0 % - 6 9 %
5 = 7 0 % - 8 9 %
6 = 9 0 % - 1 0 0 %

S c or e c al c ul ati o n:

F or e a c h r e gi o n: (s u m of pl a q u e s c or es) × ( b o d y r e gi o n B S A) × ( p er c e nt of ar e a 
aff e ct e d [ 0 -6])

P A SI s c or e = s u m of r es ults o v er all 4 b o d y r e gi o ns.

P A SI s c or e r a n g e: 0- 7 2

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 E nt h esitis I n d e x
( S P A R C C-EI) 3 6

Cli ni c al e v al u ati o n of 1 6 sit es:

Gr e at er tr o c h a nt er ( R/ L)

Q u a dri c e ps t e n d o n i ns erti o n i nt o t h e p at ell a ( R/ L)

P at ell ar li g a m e nt i ns erti o n i nt o t h e p at ell a a n d ti bi al t u b er osit y ( R/ L)

A c hill es t e n d o n i ns erti o n ( R/ L)

Pl a nt ar f as ci a i ns erti o n ( R/ L)

M e di al e pi c o n d yl es ( R/ L)

L at er al e pi c o n d yl es ( R/ L)

S u pr as pi n at us i ns erti o n ( R/ L)

T e n d er n ess at e a c h sit e is q u a ntifi e d as: 0   =  n o n-te n d er a n d 1   =  t e n d er.

S P A R C C -EI s c or e r a n g e: 0 – 1 6

Ps ori ati c Art hritis I m p a ct 
of Dis e as e 1 2 Q u esti o ns 
( Ps AI D 1 2)3 7

T h e Ps AI D 1 2 c al c ul ati o n is b as e d o n N u m eri c R ati n g S c al e ( N R S) q u esti o ns. 
E a c h N R S is ass ess e d as a n u m b er b et w e e n 0 a n d 1 0. T h e r a n g e of t h e fi n al 
Ps AI D 1 2 v al u e is 0 – 1 0 w h er e hi g h er n u m b ers i n di c at e w ors e st at us.

( Ps AI D 1 2. Q 1 [ p ai n] N R S v al u e × 3)

+( Ps AI D 1 2. Q 2 [f ati g u e] N R S v al u e × 2)

+( Ps AI D 1 2. Q 3 [ s ki n] N R S v al u e × 2)

+( Ps AI D 1 2. Q 4 [ W or k a n d/ or l eis ur e a cti viti es] N R S v al u e × 2)

+( Ps AI D 1 2. Q 5 [f u n cti o n] N R S v al u e × 2)

+( Ps AI D 1 2. Q 6 [ dis c o mf ort] N R S v al u e x 2)

+( Ps AI D 1 2. Q 7 [sl e e p] N R S v al u e × 2)
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T of a citi ni b (C P -6 9 0, 5 5 0)
A 3 9 2 1 3 3 2 N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
V ersi o n 2. 0 , 1 4 F e br u ar y 2 0 2 3

P FI Z E R C O N FI D E N TI A L
C T 2 4- WI -G L 0 2 -R F 0 1 5. 0 N o n -I nt er v e nti o n al St u d y Pr ot o c ol T e m pl at e F or Pri m ar y D at a C oll e cti o n St u d y 0 1-

J u n -2 0 2 2
P a g e 2 7 of 5 9

Dis e as e a cti vit y 
i n di c at o rs

D efi niti o n/ C al c ul ati o n

+( Ps AI D 1 2. Q 8 [ c o pi n g] N R S v al u e × 1)

+( Ps AI D 1 2. Q 9 [ a n xi et y ] N R S v al u e × 1)

+( Ps AI D 1 2. Q 1 0 [ e m b arr ass m e nt] N R S v al u e × 1)

+( Ps AI D 1 2. Q 1 1 [s o ci al lif e] N R S v al u e × 1)

+( Ps AI D 1 2. Q 1 2 [ d e pr essi o n] N R S v al u e × 1)

T h e t ot al is di vi d e d b y 2 0 f or t h e fi n al s c or e.

Ps AI D 1 2 s c or e r a n g e: 0- 1 0

A b br e vi ati o ns: B S A = B o d y  S urf a c e Ar e a , C R P = C-r e a cti v e pr ot ei n, D A P S A = Dis e as e A cti vit y i n Ps ori ati c 
Art hritis, H A Q -DI = H e alt h Ass ess m e nt Q u esti o n n air e - Dis a bilit y I n d e x, L DI = L e e ds D a ct ylitis I n d e x, L EI = 
L e e ds E nt h esitis I n d e x, M D A = mi ni m u m dis e as e a cti vit y, N R S = N u m eri c R ati n g S c al e, P A S D A S = Ps ori ati c 
Art hritis Dis e as e A cti vit y S c or e , P A SI = Ps ori asis Ar e a a n d S e v erit y I n d e x , P R O = p ati e nt r e p ort e d o ut c o m e,
Ps AI D 1 2 = Ps ori ati c Art hritis I m p a ct of Dis e as e 1 2 Q u esti o ns , S P A R C C -EI = 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 E nt h esitis I n d e x, S F -3 6 = S h ort F or m 3 6, SJ C 6 6 = s w oll e n j oi nt c o u nt ( 6 6), TJ C = 
t e n d er j oi nt c o u nt ( 6 8), V A S = Vis u al A n al o g u e S c al e 

9. 4. D at a S o u r c es

N o visits or e x a mi n ati o ns, l a b or at or y t ests, or pr o c e d ur es ar e m a n d at e d as p art of t his st u d y,
d at a will b e c oll e ct e d fr o m p a ti e nt r e c or ds a n d d uri n g r o uti n e cli ni c al c ar e. I n v esti g at ors will
b e r e q u est e d t o p e rf or m c o m m o nl y us e d Ps A dis e as e ass ess m e nts. P ati e nts will b e r e q u est e d
t o c o m pl et e v ali d at e d P R Os at e a c h st u d y visit, w hi c h will b e c o m pl et e d i n p a p er f or m i n
l o c al l a n gu a g e .

T his is a pr os p e cti v e n o n- i nt er v e nti o n al st u d y w h er e p ati e nt d at a will b e e nt er e d i nt o a n
el e ctr o ni c c as e r e p ort f or m ( e C R F) l o c at e d o n a s e c ur e w e b- b as e d el e ctr o ni c d at a e ntr y
( E D C) sys t e m. T h e us e of a st a n d ar di z e d e C R F will e ns ur e t h at d at a is c a pt ur e d c o nsist e ntl y
a cr oss sit es. All sit es will b e tr ai n e d o n us e of t h e e C R F, a n d d at a e ntr y g ui d eli n es will b e
pr o vi d e d. T h e e C R F is t o b e c o m pl et e d b as e d o n d at a t h at h as b e e n c oll e ct e d i n t h e p ati e nt
fil e. T h e P R O c o m pl et e d b y p ati e nts will b e e nt er e d i nt o t h e E D C s y st e m b y I QVI A.

9. 4. 1. P h ysi c al Ass ess m e nts 

P h ysi ci a n Gl o b al Ass ess m e nt

T h e p h y si ci a ns’ gl o b al o pi ni o n of t h e s ki n a n d j oi nts r e c or d e d o n a 0 - 1 0 0 m m s c al e.

P ati e nt Gl o b al Ass ess m e nt

T h e p ati e nts’ gl o b al o pi ni o n of t h e s ki n a n d j oi nts r e c or d e d o n a 0 - 1 0 0 m m s c al e. 3 3

P ati e nt P ai n Ass ess m e nt

P ati e nts will ass ess t h e s e v erit y of t h eir art hriti s p ai n usi n g a 1 0 0 m m V A S b y pl a ci n g a m ar k 
o n t h e s c al e b et w e e n 0 ( n o p ai n) a n d 1 0 0 ( m ost s e v er e p ai n), w hi c h c orr es p o n ds t o t h e
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m a g nit u d e of t h eir p ai n. T h e mi ni m u m cli ni c all y i m p ort a nt diff er e n c e of p ai n V A S is
c o nsi d er e d t o b e 1 0 m m.

S w oll e n J oi nt C o u nt ( S J C 6 6)

T h e j oi nt ass ess or will als o ass ess 6 6 j oi nts f or s w elli n g usi n g t h e f oll o wi n g s c al e:
Pr es e nt/ A bs e nt/ N ot D o n e/ N ot A p pli c a bl e (f or artifi ci al j oi nts). 3 8 Artifi ci al j oi nts will n ot b e
ass ess e d.

T e n d er/ P ai nf ul J oi nt C o u nt ( T J C 6 8)

Si xt y -ei g ht ( 6 8) j oi nts will b e ass ess e d t o d et er mi n e t h e n u m b er of j oi nts t h at ar e c o nsi d er e d
t e n d er or p ai nf ul. T h e r es p o ns e t o pr ess ur e/ m oti o n o n e a c h j oi nt wi ll b e ass ess e d usi n g t h e
f oll o wi n g s c al e: Pr es e nt/ A bs e nt/ N ot D o n e/ N ot A p pli c a bl e (f or artifi ci al j oi nts).3 8 Artifi ci al
j oi nts will n ot b e ass ess e d.

L e e ds E nt h esitis I n d e x ( L EI)

E v al u at e p ai n /t e n d er n ess o n pr ess ur e at 6 sit es: a c hill es t e n d o n i ns erti o ns (ri g ht/l eft), m e di al 
f e m or al c o n d y l es (ri g ht/left), l at er al e pi c o n d y l es of t h e h u m er us (ri g ht/l eft). T e n d er n ess o n
e x a mi n ati o n is r e c or d e d as eit h er 1 = pr es e nt or 0 = a bs e nt f or e a c h of t h e 6 sit es. 3 9

L e e ds D a ct ylitis I n d e x ( L DI)

T h e cli ni ci a n s q u e e z es t h e aff e ct e d fi n g ers wi t h m o d er at e pr ess ur e a n d d o c u m e nts t h e 
p ati e nt’s r es p o ns e: 0 = n o t e n d er n ess, 1 = t e n d er, 2 = t e n d er a n d wi n c es, a n d 3 = t e n d er a n d
wit h dr a ws. 4 0

B o d y S urf a c e Ar e a ( B S A)

T h e n u m b er of a p ati e nt’s h a n d ar e as aff e ct e d, o n t h e ass u m pti o n t h at o n e “ h a n d pri nt ”
r efl e cts a p pr o xi m at el y 1 % of B S A.

9. 4. 2. P R Os

S h ort F or m 3 6 ( S F - 3 6)

T h e S F -3 6 m e as ur es a p ati e nt’s f u n cti o n al h e alt h a n d w ell -b ei n g b as e d o n 3 6 q u esti o ns a b o ut
p h y si c al a n d m e nt al h e alt h c o n c e pts t h at ar e r el e v a nt a cr oss a g e, dis e as e, a n d tr e at m e nt.

T h es e q u esti o ns ar e c o m bi n e d i nt o gr o u pi n gs t o f or m 2 s u m m ar y m e as ur es a n d 8 s c al es: t h e
P h y si c al C o m p o n e nt S u m m ar y a n d its 4 s c al es ( p h ysi c al f u n cti o ni n g, r ol e-p h y si c al, b o dil y
p ai n, a n d g e n er al h e alt h); a n d t h e M e nt al C o m p o n e nt S u m m ar y a n d its 4 s c al es ( vit alit y,
s o ci al f u n ct i o ni n g, r ol e-e m oti o n al, a n d m e nt al h e alt h). T h e r a w s c or es ar e r e c o d e d t o a 1 0 0 -
p oi nt s c al e usi n g a s c ori n g k e y , a n d s u m m ar y m e as ur e s c or es ar e c al c ul at e d. Hi g h er s c or es
i n di c at e a b ett er Q o L.
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H e alt h Ass ess m e nt Q u esti o n n air e - Dis a bilit y I n d e x ( H A Q-DI)

T h e H A Q -DI 4 1 ass ess es t h e d e gr e e of diffi c ult y a p ati e nt h as e x p eri e n c e d d uri n g t h e p ast
w e e k i n 8 d o m ai ns of d ail y li vi n g a cti viti es: dr essi n g a n d gr o o mi n g, arisi n g , e ati n g, w al ki n g,
h y gi e n e, r e a c h, gri p , a n d ot h er a cti viti es. E a c h a cti vit y c at e g or y c o nsists of 2 - 3 it e ms. F or
e a c h q u esti o n i n t h e q u esti o n n air e, t h e l e v el of diffi c ult y is s c or e d fr o m 0 t o 3 wit h 0 
r e pr es e nti n g “ n o diffi c ult y, ” 1 as “s o m e diffi c ult y , ” 2 as “ m u c h diffi c ult y , ” a n d 3 as “ u n a bl e 
t o d o ”. A n y a cti vit y t h at r e q uir es assist a n c e fr o m a n ot h er i n di vi d u al or r e q uir es t h e us e of a n 
assisti v e d e vi c e a dj usts t o a mi ni m u m s c or e of 2 t o r e pr es e nt a m or e li mit e d f u n cti o n al st at us. 
T h e f or m s h o ul d t h e n b e c h e c k e d b y t h e sit e st aff f or c o m pl et e n ess.

Ps ori ati c Art hritis I m p a ct of Dis e as e 1 2 Q u esti o ns ( Ps AI D 1 2)

T h e Ps AI D 1 2 is a Ps A s p e cifi c q u esti o n n air e d esi g n e d t o m e as ur e i m p a ct of t h e dis e as e. It is 
c o m p os e d of 1 2 n u m eri c r ati n g s c al es (r a n gi n g 0-1 0) , e a c h ass essi n g a diff er e nt d o m ai n of 
h e alt h (p ai n, f ati g u e, s ki n pr o bl e ms, w or k a n d/ or l e is ur e a cti viti es, f u n cti o n al c a p a cit y ,
dis c o mf ort, sl e e p dist ur b a n c e, c o pi n g, a n xi et y , e m b arr ass m e nt a n d/ or s h a m e, s o ci al 
p arti ci p ati o n, d e pr essi o n). T h e f or m ul a t o c al c ul at e t h e o v er all s c or e us es w ei g hts o n e a c h 
d o m ai n t o r e b al a n c e t h e c o ntri b uti o n of e a c h d o m ai n t o t h e fi n al s c or e (T a bl e 3 ). T h e w ei g hts 
w er e d eri v e d fr o m a s ur v e y  of 4 7 4 p ati e nts wit h Ps A fr o m 1 3 c o u ntri es .3 7

9. 4. 3. P r o g n osti c F a ct o rs

T h e f oll o wi n g Ps A pr o g n osti c f a ct ors will b e c o nsi d er e d b as e d o n i nf or m ati o n c oll e ct e d at
e nr oll m e nt a n d m a y b e us e d t o str atif y r es ults.

 B MI  at e nr oll m e nt ( < 1 8. 5, 1 8. 5 t o < 2 5, 2 5 t o < 3 0, ≥ 3 0).

 Tr e at m e nt li n e (t of a citi ni b as m o n ot h er a p y or c o m bi n ati o n t h er a p y wit h M T X).

 D ur ati o n of s y m pt o ms of at l e ast 6 w e e ks pri or t o e nr oll m e nt.

 A b n or m al ( a b o v e t h e n or m al r a n g e) C R P or E S R.

 T h e f oll o wi n g will b e d eri v e d b as e d o n c o u nts of j oi nts aff e ct e d b y art hr itis at
e nr oll m e nt, s p e cifi e d b y : s m all j oi nts, m e di u m j oi nts, l ar g e j oi nts, h a n d j oi nts:

 Art hritis ≥ 3 j oi nt ar e as;

 Art hritis of t h e h a n d j oi nts;

 S y m m etri c art hritis;

 Art hritis of o nl y  1 m e di u m -l ar g e j oi nt;

 Art hritis of 2 - 1 0 m e di u m -l ar g e j oi nts a n d/ or 1- 3 s m all j oi nts;
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 Art hritis of 4 - 1 0 s m all j oi nts wit h or wit h o ut i n v ol v e m e nt of l ar g e j oi nts;

 Art hritis of > 1 0 j oi nts ( wit h at l e ast o n e s m all j oi nt).

T h e f oll o wi n g will b e r e q u est e d fr o m r a di ol o gi c al r e p orts at e nr oll m e nt:

 R h e u m at oi d n o d ul es;

 U n e q ui v o c al r a di ol o gi c al er osi o n;

 U n e q ui v o c al b o n y d e c al cifi c ati o n l o c ali z e d t o t h e j oi nts of t h e h a n ds a n d wrists.

9. 5. St u d y S i z e

B as e d o n f e asi bilit y t his n o n -i nt er v e nti o n al st u d y will i n cl u d e a p pr o xi m at el y 2 0 0 p ati e nts .

F or a s a m pl e si z e of 1 5 4 e v al u a bl e p ati e nts ( ass u mi n g a 2 3 % dr o p -o ut r at e), a 2 -si d e d 
9 5 % c o nfi d e n c e i nt er v al ( CI) f or a si n gl e pr o p orti o n usi n g t h e l ar g e s a m pl e n or m al 
a p pr o xi m ati o n will e xt e n d 0. 0 6 3 fr o m t h e o bs er v e d pr o p orti o n f or a n e x p e ct e d pr o p orti o n of 
0. 2.

T h er e ar e n o pl a ns t o c o n d u ct a n y h y p ot h esis t esti n g or c o m p aris o ns b et w e e n gr o u ps
t h er ef or e n o f or m al s a m pl e si z e c al c ul ati o n h as b e e n p erf or m e d.

9. 6. D at a M a n a g e m e nt 

A d at a m a n a g e m e nt pl a n ( D M P) will b e cr e at e d b ef or e t h e st art of d at a c oll e cti o n a n d will
d es cri b e all f u n cti o ns, pr o c ess es, a n d s p e cifi c ati o ns f or d at a c oll e cti o n, cl e a ni n g a n d
v ali d ati o n t o e ns ur e t h at t h e d at a ar e as cl e a n a n d as a c c ur at e as p ossi bl e w h e n pr es e nt e d f or
a n al y sis. D at a c oll e cti o n a n d v ali d ati o n pr o c e d ur es will b e d et ail e d i n a p pr o pri at e o p er ati o n al
d o c u m e nts. T h e e C R Fs will i n cl u d e pr o gr a m m a bl e e dit c h e c ks t o o bt ai n i m m e di at e f e e d b a c k
if d at a ar e missi n g, o ut of r a n g e, ill o gi c al, or p ot e nti all y err o n e o us. C o n c urr e nt m a n u al d at a
r e vi e w will b e p erf or m e d b as e d o n p ar a m et ers di ct at e d b y t h e D M P. Q u eri es will b e
g e n er at e d wit hi n t h e E D C s yst e m a n d f oll o w e d u p f or r es ol uti o n. C o nfir m ati o n of t h e d at a
c oll e ct e d is r e q ui r e d b y t h e p h y si ci a n’s el e ctr o ni c si g n at ur e.

All st u d y d at a will b e r e c or d e d b y t h e st u d y sit es i n t h e E D C s yst e m I nt er n ati o n al B usi n ess
M a c hi n es Cli ni c al D e v el o p m e nt (I B M-C D) w hi c h f ulfills all r e q uir e m e nts of 2 1 C o d e of
F e d er al R e g ul ati o ns P art 1 1 a n d t h e c e ntr al s er v er is b a c k e d u p o n c e a d a y . A c c ess t o t h e
s yst e m t a k es pl a c e vi a a s e c ur e w e bsit e. A c c ess is o nl y gi v e n t o r e gist er e d us ers w h o l o g i n
wit h a u ni q u e us er n a m e a n d p ass w or d. D e p e n di n g o n t h eir f u n cti o n i n t h e st u d y, i n di vi d u al
us ers ar e assi g n e d d efi n e d a c c ess ri g hts. A c c ess ri g hts t o t h e E D C s yst e m ar e m o nit or e d b y
a ut h ori z e d c o ntr a ct r es e ar c h or g a ni z ati o n ( C R O) e m pl o y e es.
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9. 6. 1. C as e R e p o rt F o r ms ( C R Fs)

As us e d i n t his p r ot o c ol, t h e t er m C R F s h o ul d b e u n d erst o o d t o r ef er t o eit h er a p a p er f or m or 
a n el e ctr o ni c d at a r e c or d or b ot h, d e p e n di n g o n t h e d at a c oll e cti o n m et h o d us e d i n t his st u d y .

A C R F is r e q uir e d a n d s h o ul d b e c o m pl et e d f or e a c h i n cl u d e d p ati e nt. T h e c o m pl et e d
ori gi n al C R Fs ar e t h e s ol e pr o p ert y of Pfi z er a n d s h o ul d n ot b e m a d e a v ail a bl e i n a n y  f or m t o 
t hir d p arti es, e x c e pt f or a ut h ori z e d r e pr es e nt ati v es of Pfi z er or a p pr o pri at e r e g ul at or y 
a ut h oriti es, wit h o ut writt e n p er missi o n fr o m Pfi z er. T h e I n v esti g at or s h a ll e ns ur e t h at t h e 
C R Fs ar e s e c ur el y st or e d at t h e st u d y  sit e i n a n e n cr ypt e d el e ctr o ni c f or m a n d will b e 
p ass w or d pr ot e ct e d t o pr e v e nt a c c ess b y u n a ut h ori z e d t hir d p arti es.

T h e I n v esti g at or h as ulti m at e r es p o nsi bilit y  f or t h e c oll e cti o n a n d r e p orti n g of all cli ni c al, 
s af et y, a n d l a b or at or y d at a e nt er e d o n t h e C R Fs a n d a n y ot h er d at a c oll e cti o n f or ms (s o ur c e 
d o c u m e nts) a n d e ns uri n g t h at t h e y ar e a c c ur at e, a ut h e nti c/ ori gi n al, attri b ut a bl e, c o m pl et e, 
c o nsist e nt, l e gi bl e, ti m el y  ( c o nt e m p or a n e o us), e n d uri n g, a nd a v ail a bl e w h e n r e q uir e d. T h e 
C R Fs m ust b e si g n e d b y t h e In v esti g at or or b y  a n aut h ori z e d st aff m e m b er t o att est t h at t h e 
d at a c o nt ai n e d o n t h e C R Fs ar e tr u e. A n y c orr e cti o ns t o e ntri es m a d e i n t h e C R Fs or s o ur c e 
d o c u m e nts m ust b e d at e d, i niti al e d, a n d e x pl ai n e d (if n e c ess ar y ) a n d s h o ul d n ot o bs c ur e t h e 
ori gi n al e ntr y .

I n m ost c as es th e s o ur c e d o c u m e nts ar e t h e h os pit al or t h e p h y si ci a n's c h art. In t h es e c as es, 
d at a c oll e ct e d o n t h e C R Fs m ust m at c h t h os e c h arts.

I n s o m e c as es, t h e C R F m a y als o s er v e as t h e s o ur c e d o c u m e nt. I n t h es e c as es, a d o c u m e nt 
s h o ul d b e a v ail a bl e at t h e In v esti g a t or sit e a n d at Pfi z er t h at cl e arly i d e ntifi es t h os e d at a t h at 
will b e r e c or d e d o n t h e C R F, a n d f or w hi c h t h e C R F will st a n d as t h e s o ur c e d o c u m e nt.

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) sys t e m or g a n cl ass a n d 
pr ef err e d t er m, will b e us e d t o cl assif y ( s yst e m or g a n cl ass a n d pr ef err e d t er m) v er b ati m
t er ms c oll e ct e d f or s af et y e v e nts, m e di c al hist or y , a n d c o -m or bi diti es. T h e m ost u p d at e d
v ersi o n of M e d D R A at t h e ti m e of c o n d u cti n g t h e d at a a n al y sis will b e us e d. All c o n c o mit a nt
m e di c ati o ns will b e c o d e d usi n g W orl d H e alt h Or g a ni z ati o n ( W H O) Dr u g Di cti o n ar y v ersi o n
v ali d at st u d y st art.

9. 6. 2. R e c o r d R et e nti o n

T o e n a bl e e v al u ati o ns a n d/ or i ns p e cti o ns/ a u dits fr o m r e g ul at or y  a ut h oriti es or Pfi z er, t h e 
I n v esti g at or a gr e es t o k e e p r e c or ds, i n cl u di n g t he i d e ntit y  of all p arti ci p ati n g p ati e nts 
(s uffi ci e nt i nf or m ati o n t o li n k r e c or ds, e g, C R Fs a n d h os pit al r e c or ds), all ori gi n al si g n e d 
i nf or m e d c o ns e nt d o c u m e nts, c o pi es of all C R Fs, s af et y r e p orti n g f or ms, s o ur c e d o c u m e nts, 
d et ail e d r e c or ds of tr e at m e nt di s p ositi o n, a n d a d e q u at e d o c u m e nt ati o n of r el e v a nt 
c orr es p o n d e n c e ( e g, l ett ers, m e eti n g mi n ut es, a n d t el e p h o n e c all r e p orts). T h e r e c or ds s h o ul d 
b e r et ai n e d b y t h e I n v esti g a t or a c c or di n g t o l o c al r e g ul ati o ns or as s p e cifi e d i n t h e cli ni c al 
st u d y a gr e e m e nt, w hi c h e v er is l o n g er. T h e I n v esti g at or m ust e ns ur e t h at t h e r e c or ds c o nti n u e 
t o b e st or e d s e c ur ely f or s o l o n g as t h e y ar e r et ai n e d.
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If t h e I n v esti g at or b e c o m es u n a bl e f or an y  r e as o n t o c o nti n u e t o r et ai n st u d y r e c or ds f or t h e 
r e q uir e d p eri o d ( e g, r etir e m e nt, r el o c ati o n), Pfi z er s h o ul d b e pr os p e cti v el y n otifi e d. T h e 
st u d y r e c or ds m ust b e tr a nsf err e d t o a d esi g n e e a c c e pt a bl e t o Pfi z er, s u c h as a n ot h er 
I n v esti g at or, a n ot h er i nstit uti o n, or a n i n d e p e n d e nt t hir d p art y arr a n g e d b y Pfi z er.

I n v esti g at or r e c or ds m ust b e k e pt f or a mi ni m u m of 1 5 ye ars aft er c o m pl eti o n or 
dis c o nti n u ati o n of t h e st u d y or f or l o n g er if r e q uir e d b y  a p pli c a bl e l o c al r e g ul ati o ns. 

T h e I n v esti g at or m ust o bt ai n Pfi z er's writt e n p er missi o n b ef or e dis p osi n g of a n y r e c or ds, 
e v e n if r et e nti o n r e q uir e m e nts h a v e b e e n m et.

9. 7. D at a A n al ysis 

D et ail e d m et h o d ol o g y  f or s u m m ar y a n d st atisti c al a n alys es of d at a c oll e ct e d i n t his st u d y will 
b e d o c u m e n t e d i n a st atisti c al a n alys is pl a n ( S A P), w hi c h will b e d at e d, fil e d a n d m ai nt ai n e d 
b y  t h e s p o ns or. T h e S A P m a y m o dif y  t h e pl a ns o utli n e d i n t h e pr ot o c ol; a n y m aj or 
m o difi c ati o ns of pri m ar y e n d p oi nt d efi niti o ns or t h eir a n al ys es w o ul d b e r efl e ct e d i n a 
pr o t o c ol a m e n d m e nt.

H a n dli n g of missi n g d at a will b e d es cri b e d i n t h e S A P, u nl ess ot h er wis e s p e cifi e d i n t h e S A P
n o i m p ut ati o n will b e p erf or m e d, a n d if c o nsi d er e d n e c ess ar y s e n siti vit y a n al y sis c o ul d b e 
p erf or m e d a n d will b e d es cri b e d i n t h e S A P. V ari a bl es t o b e us e d i n t h e a n al y s es will b e 
d eri v e d as d es cri b e d i n T a bl e 3 .

St a tisti c al A n al y si s S oft w ar e ( S A S® , V ersi o n 9. 1 or a b o v e) will b e us e d f or all st atisti c al
a n al y s es d es cri b e d.

9. 7. 1. A n al ysis P o p ul ati o ns

All e nr oll e d s et ( E N R) will c o nt ai n all s u bj e cts w h o pr o vi d e i nf or m e d c o ns e nt a n d m et all 
eli gi bilit y  crit eri a t o p arti ci p at e i n t his st u d y.

F ull a n al ys is s et ( F A S) will c o nt ai n all e nr oll e d p ati e nts w h o h a v e r e c ei v e d at l e ast o n e d os e 
(i n cl u di n g p arti al d os e) of st u d y m e di c ati o n.

9. 7. 2. Eff e cti v e n ess A n al ys es

D es cri pti v e st atisti cs will b e us e d t o pr es e nt t h e r es ults of t his st u d y f or t h e e n d p oi nts
d e s cri b e d i n S e cti o n 9. 1. 1 . C o nti n u o us v ari a bl es will b e pr es e nt e d as t h e n u m b er of
o bs er v ati o ns, m e a n, m e di a n, st a n d ar d d e vi ati o n, i n t er q u artil e r a n g e, a n d r a n g e. C at e g ori c al
v ari a bl es will b e pr es e nt e d as n u m b er of o bs er v ati o ns, fr e q u e n c y , a n d p er c e nt a g e, 2-si d e d
9 5 % CI s will b e i n cl u d e d as a p pr o pri at e. Gr a p hi c al s u m m ari es m a y als o b e pr es e nt e d.

D et ails of a n y st atisti c al m o d eli n g a n d s uit a bl e s u b -gr o u p a n al ys es, i f a p pli c a bl e, will b e
d efi n e d i n t h e S A P.
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Pr o p orti o ns will b e c al c ul at e d usi n g all p ati e nts wit h t h e r e q uir e d m e as ur e m e nts as t h e
d e n o mi n at or, a n d t h e n u m b er of p ati e nts a c hi e vi n g t h e s p e cifi e d e n d p oi nt as t h e n u m er at or, 
as a p pr o pri at e.

C h a n g es fr o m b as eli n e will us e mi x e d eff e cts m o d els f or r e p e at m e as ur es w h e n a p pr o pri at e, 
wit h ti m e p oi nt as a fi x e d eff e ct, a n d b as eli n e v al u es i n cl u d e d as c o v ari at es. A d diti o n al 
p ot e nti al c o nf o u n di n g v ari a bl es will b e e v al u at e d a n d i n cl u d e d as c o v ari at es w h e n
a p pr o pri at e ( e g, a g e, dis e as e s e v erit y at e nr o ll m e nt, pr o g n osti c f a ct ors i n S e cti o n 9. 4. 1 ).

9. 7. 3. S af et y A n al ys es

S af et y d at a will b e pr es e nt e d i n t a b ul ar a n d/ or listi n g f or m at a n d s u m m ari z e d d es c ri pti v el y,
w h er e a p pr o pri at e . E v e nt c o u nt a n d A E fr e q u e n c y will b e r e p ort e d. N u m b er ( % of s u bj e cts)
wit h A Es, S A Es, a n d dis c o nti n u ati o ns d u e t o a n A E will b e r e p ort e d.

9. 7. 4. I nt e ri m A n al ysis

N o i nt eri m a n al y sis is pl a n n e d as p art of t his st u d y .

9. 8. Q u alit y C o nt r ol

D uri n g t h e sit e i niti ati o n visit, t h e m o nit or wil l pr o vi d e tr ai ni n g o n t h e c o n d u ct of t h e st u d y 
t o t h e I nv esti g at or, c o -I nv esti g at or(s), a n d all sit e st aff i n v ol v e d i n t h e st u d y. I n or d er t o
e ns ur e t h e i nt e grit y of t h e d at a , sit es will b e m o nit or e d. Sit e m onit ori n g will b e p erf or m e d b y
I QVI A t o e x a mi n e co m pli a n c e wit h t h e pr ot o c ol a n d a d h er e n c e t o t h e d at a c oll e cti o n
pr o c e d ur es, t o ass ess t h e a c c u r a c y a n d c o m pl et e n ess of s u b mitt e d cli ni c al d at a, a n d t o v erif y
t h at r e c or ds a n d d o c u m e nts ar e b ei n g pr o p erl y m ai nt ai n e d f or t h e d ur ati o n of t h e st u d y. T h e
m o nit or will p erf or m s o ur c e d at a v erifi c ati o n b y r e vi e w of ori gi n al p ati e nt r e c or ds.

T h e m o nit or will cl os e o ut e a c h sit e aft er t h e l ast p ati e nt’s fi n al f oll o w -u p ass ess m e nt is 
c o m pl et e d, all d at a h a v e b e e n e nt er e d a n d all o utst a n di n g m o nit ori n g iss u es h a v e b e e n 
r es ol v e d or a d dr ess e d. All m o nit ori n g pr oc e d ur es a n d fr e q u e n c y  of m o nit ori n g visits will b e 
d es cri b e d i n a m o nit ori n g pl a n. M o nit or c o nt a ct d et ails f or e a c h p arti ci p ati n g sit e will b e 
m ai nt ai n e d i n t h e I n v e sti g at or Sit e Fil e.

T h e e C R Fs will i n cl u d e pr o gr a m m a bl e e dits t o o bt ai n i m m e di at e f e e d b a c k if d at a ar e 
missi n g, o ut of r a n g e, ill o gi c al or p ot e nti all y  err o n e o us. C o n c urr e nt m a n u al d at a r e vi e w will 
b e p erf or m e d b as e d o n p ar a m et ers di ct at e d b y t h e pl a n. A d h o c q u eri es will b e g e n er at e d 
wit hi n t h e E D C s yst e m a n d f oll o w e d u p f or r es ol uti o n. All c orr e cti o ns of e ntri es o n t h e 
e C R Fs m ust b e e x pl ai n e d (r e as o n f or c h a n g e) a n d si g n e d off ( el e ctr o ni c si g n at ur es).

C orr e cti o ns of e ntri es ar e a ut o m ati c all y  r e c or d e d b y t he s ys t e m (i n cl u di n g d at e of c h a n g e, 
us er c h a n gi n g d at a, ol d a n d n e w v al u e, r e as o n f or c h a n g e).

Hi g h d at a q u alit y  st a n d ar ds will b e m ai nt ai n e d a n d pr o c ess es a n d pr o c e d ur es utili z e d t o 
r e p e at e dl y e ns ur e t h at t h e d at a ar e as cl e a n a n d a c c ur at e as p ossi bl e w h e n pr es e nt e d f or
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a n al y sis. D at a q u alit y will b e e n h a n c e d t hr o u g h a s eri es of pr o gr a m m e d d at a q u alit y  c h e c ks
t h at a ut o m ati c all y d et e ct o ut of r a n g e or a n o m al o us d at a .

9. 9. Li mit ati o ns of t h e R es e a r c h M et h o ds

O bs er v ati o n al st u di es ar e us e d t o e v al u at e t h e eff e cti v e n ess a n d s af et y of p h ar m a c ol o gi c al
tr e at m e nts in a r e al - w orl d s etti n g.

S el e cti o n bi as

P ati e nts w h o e nr oll i n t h e st u d y m a y diff er fr o m p ati e nts w h o c h o os e n ot t o e nr oll, li k e wis e
Ps A p ati e nts w h o ar e tr e at e d wit h t of a citi ni b m a y diff er fr o m Ps A p ati e nts w h o ar e n ot. T h e
eli gi bilit y crit eri a ar e n ot r es tri cti v e i n or d er t o all o w e nr oll m e nt of all Ps A p ati e nts i n di c at e d
f or tr e at m e nt wit h t of a citi ni b. A s cr e e ni n g l o g h as b e e n i n cl u d e d t o c oll e ct d e- i d e ntifi e d
i nf or m ati o n o n p ati e nts w h o c h o os e n ot t o b e e nr o ll e d, i n cl u di n g t h eir r e as o n f or n o n -
e nr oll m e nt; t his will all o w f or a c o mp aris o n t o d et er mi n e if t h e 2 p o p ul ati o ns ar e diff er e nt.

I nf or m ati o n bi as

At t h e I n v esti g at or l e v el, i nf or m ati o n bi as c a n b e miti g at e d b y  c ar ef ul C R F d esi g n, e ns uri n g 
t h at all r e q u est e d d at a is pr o p erly c oll e ct e d. T h e d at a c oll e ct e d fr o m m e di c al r e c or ds r e fl e ct 
r e al-w orl d m e di c al pr a cti c e a n d i n h er e ntl y i n cl u d es missi n g d at a.

At a p ati e nt l e v el, mis cl assifi c ati o n of dr u g e x p os ur e s h o ul d b e c o nsi d er e d. M e di c al r e c or ds 
pr o vi d e d et ail e d i nf or m ati o n o n pr es cri b e d m e di c ati o n b ut m a y n ot c o nt ai n i nf or m ati o n o n 
t h e a ct u al us e of t h e m e di c ati o n b y t h e p ati e nt. It is als o p ossi bl e t h at ot h er c o n c o mit a nt 
m e di c ati o ns will n ot b e r e p ort e d b y t h e p ati e nt a n d will b e missi n g fr o m t h e d at a b as e.

C o nf o u n di n g

Str atifi e d a n al ys is a n d/ or a dj ust e d a nal ys es mi g ht b e us e d t o ass ess t h e i m p a ct of p ot e nti al 
c o nf o u n di n g v ari a bl es. F urt h er d et ails will b e gi v e n i n t h e S A P. T h o u g h eff orts h a v e b e e n 
m a d e t o i d e ntif y  a n d c oll e ct p ot e nti al c o nf o u n di n g f a ct ors, it is p ossi bl e t h at ot h ers e xist.

P ati e nts s el e ct e d f or st u d y i n cl usi o n r e pr es e nt a p o p ul ati o n w h o ar e i niti at e d o n t of a citi ni b as 
p art of r o uti n e cli ni c al c ar e. T h e s a m pl e of p ati e nts will b e o bt ai n e d fr o m p h y si ci a ns w h o ar e 
willi n g t o p arti ci p at e i n t h e st u d y  a n d t h er e is a p ossi bilit y  t h at c ert ai n ty p es of p ati e nts will 
b e s el e ct e d t o b e pr es cri b e d t of a citi ni b (s el e cti o n bi as) a n d j oi n t h e st u d y a n d t his c o ul d
p ot e nti all y h a v e a n i m p a ct o n g e n er ali z a bilit y of r es ults (if t h e ‘ty p e’ is e x p e ct e d t o i m p a ct
t h e eff e cti v e n ess). T h er ef or e, st u d y fi n di n gs m a y n ot b e g e n er ali z a bl e t o all Ps A p ati e nts.

9. 1 0. Ot h e r A s p e cts

N ot a p pli c a bl e.
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1 0. P R O T E C TI O N O F H U M A N S U B J E C T S

1 0. 1. P ati e nt I nf o r m ati o n 

All p arti es will c o m pl y  wit h all a p pli c a bl e l a ws, i n cl u di n g l a ws r e g ar di n g t h e i m pl e m e nt ati o n 
of or g a ni z ati o n al a n d t e c h ni c al m e as ur es t o e ns ur e t h e pr ot e cti o n of p ati e nt p ers o n al d at a.

S u c h m e as ur es will i n cl u d e o mitti n g p ati e nt n a m es or ot h er dir e ctl y  i d e ntifi a bl e d at a i n a ny 
r e p orts, p u bli c ati o ns, or ot h er dis cl os ur es, e x c e pt w h er e r e q uir e d b y  a p pli c a bl e l a ws.

T h e p ers o n al d at a will b e st or e d at t h e st u d y  sit e i n a n e n cr ypt e d el e ctr o ni c f or m a n d will b e 
p ass w or d pr ot e ct e d t o e ns ur e t h at o nl y  a ut h ori z e d st u d y st aff h a v e a c c ess. T h e st u d y sit e will 
i m pl e m e nt a p pr o pri at e t e c h ni c al a n d or g a ni z atio n al m e as ur es t o e ns ur e t h at t h e p er s o n al d at a 
c a n b e r e c o v er e d i n t h e e v e nt of dis ast er. I n t h e e v e nt of a p ot e nti al p ers o n al d at a br e a c h, t h e 
st u d y sit e s h all b e r es p o nsi bl e f or d et er mi ni n g w h et h er a p ers o n al d at a br e a c h h as i n f a ct 
o c c urr e d a n d if s o, p r o vi di n g br e a c h n otifi c ati o ns as r e quir e d b y l a w .

T o pr ot e ct t h e ri g hts a n d fr e e d o ms of n at ur al p ers o ns wit h r e g ar d t o t h e pr o c essi n g of 
p ers o n al d at a, w h e n st u d y  d at a ar e c o m pil e d f or tr a nsf er t o Pfi z er a n d ot h er a ut h ori z e d 
p arti es, p ati e nt n a m es will b e r e m o v e d a n d will b e r e pl a c e d by a si n gl e, s p e cif i c, n u m eri c al 
c o d e, b as e d o n a n u m b eri n g s ys t e m d efi n e d b y Pfi z er. All ot h er i d e ntifi a bl e d at a tr a nsf err e d 
t o Pfi z er or ot h er a ut h ori z e d p arti es will b e i d e ntifi e d b y t his si n gl e, p ati e nt-s p e cifi c c o d e.

T h e I n v esti g at or sit e will m ai nt ai n a c o n fi d e nti al list of p ati e nts w h o p arti ci p at e d i n t h e 
st u d y, li n ki n g e a c h p ati e nt’s n u m eri c al c o d e t o his or h er a ct u al i d e ntit y. I n c as e of d at a 
tr a nsf er, Pfi z er will m ai nt ai n hi g h st a n d ar ds of c o nfi d e nti alit y a n d pr ot e cti o n of p ati e nts’
p ers o n al d at a c o nsis t e nt wit h t he cli ni c al st u d y a gr e e m e nt a n d a p pli c a bl e pri v a c y l a ws.

1 0. 2. P ati e nt C o ns e nt

T h e i nf or m e d c o ns e nt d o c u m e nts a n d a n y p ati e nt r e cr uit m e nt m at eri als m ust b e i n
c o m pli a n c e wit h l o c al r e g ul at or y r e q uir e m e nts a n d l e g al r e q uir e m e nts, i n cl u di n g a p pli c a bl e 
p ri v a c y l a ws.

T h e i nf or m e d c o ns e nt d o c u m e nts us e d d uri n g t h e i nf or m e d c o ns e nt pr o c ess a n d a n y  p ati e nt 
r e cr uit m e nt m at eri als m ust b e r e vi e w e d a n d a p pr o v e d b y Pfi z er, a p pr o v e d b y t h e i nstit uti o n al 
r e vi e w b o ar d (I R B)/i n d e p e n d e nt et hi cs c o m mitt e e (I E C) b ef or e us e, a n d a v ai l a bl e f or 
i ns p e cti o n.

T h e I n v esti g at or m ust e ns ur e t h at e a c h st u d y  p ati e nt or his or h er l e g ally a c c e pt a bl e 
r e pr es e nt ati v e is f ull y i nf or m e d a b o ut t h e n at ur e a n d o bj e cti v es of t h e st u d y, t h e s h ari n g of 
d at a r el ati n g t o t h e st u d y  a n d p ossi bl e ris ks ass o ci ate d wit h p arti ci p ati o n, i n cl u di n g t h e ris ks 
ass o ci at e d wit h t h e pr o c essi n g of t h e p ati e nt’s p ers o n al d at a. T h e I n v esti g at or f urt h er m ust 
e ns ur e t h at e a c h st u d y p ati e nt or his or h er l e g all y a c c e pt a bl e r e pr es e n t ati v e is f ull y i nf or m e d 
a b o ut his o r h er ri g ht t o a c c ess a n d c orr e ct his or h er p ers o n al d at a a n d t o wit h dr a w c o ns e nt 
f or t h e pr o c essi n g of his or h er p ers o n al d at a.

0
9
0
1
7
7
e
1
9
d
3
1c

a
1c

\
A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
4-

M
ay

-
2
0
2
3 

1
3:

5
3 

(
G

M
T)



T of a citi ni b (C P -6 9 0, 5 5 0)
A 3 9 2 1 3 3 2 N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
V ersi o n 2. 0 , 1 4 F e br u ar y 2 0 2 3

P FI Z E R C O N FI D E N TI A L
C T 2 4- WI -G L 0 2 -R F 0 1 5. 0 N o n -I nt er v e nti o n al St u d y Pr ot o c ol T e m pl at e F or Pri m ar y D at a C oll e cti o n St u d y 0 1-

J u n -2 0 2 2
P a g e 3 6 of 5 9

W h e n e v er c o ns e nt is o bt ai n e d fr o m a p ati e nt’s l e g all y  a c c e pt a bl e r e pr es e nt ati v e, t h e p atie nt’s 
ass e nt ( affir m ati v e a gr e e m e nt) m ust s u bs e q u e ntl y b e o bt ai n e d w h e n t h e p ati e nt h as t h e 
c a p a cit y t o pr o vi d e ass e nt, as d et er mi n e d b y t h e I R B/IE C. I f t h e I nv esti g at or d et er mi n es t h at
a p ati e nt’s d e cisi o n al c a p a cit y is s o li mit e d t h at h e or s h e c a n n ot r eas o n a bl y b e c o ns ult e d,
t h e n, as p er mitt e d b y t h e I RB/I E C a n d c o nsist e nt wit h l o c al r e g ul at or y a n d l e g al
r e q uir e m e nts, t h e p ati e nt’s ass e nt m a y b e w ai v e d wit h s o ur c e d o c u m e nt ati o n of t h e r e as o n
ass e nt w as n ot o bt ai n e d. If t h e st u d y p ati e nt d o es n ot pr o vi d e his or h er o w n c o ns e nt, t h e
s o ur c e d o c u m e nts m us t r e c or d w h y t h e p ati e nt di d n ot pr o vi d e c o ns e nt ( e g, mi n or,
d e cisi o n all y i m p air e d a d ult), h o w t h e I nv esti g at or d et er mi n e d t h at t h e p ers o n si g ni n g t h e
c o ns e nt w as t h e p ati e nt’s l e g all y a c c e pt a bl e r e pr es e nt ativ e, t h e c o ns e nt si g n er’ s r el ati o ns hi p
t o t h e st ud y p ati e nt ( e g, p ar e nt, s p o us e), a n d t h at t h e p ati e nt’s ass e nt w as o bt ai n e d or w ai v e d.
If ass e nt is o bt ai n e d v er b all y , it m ust b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nts.

T h e I n v esti g at or, or a p ers o n d esi g n at e d b y t h e I n v esti g at or, will o bt ai n writt e n i nf or m e d
c o ns e nt fr o m e a c h p ati e nt or t h e p ati e nt’s l e g all y a c c e pt a bl e r e pr es e nt ati v e b ef or e a n y st u d y-
s p e cifi c a cti vit y is p erf or m e d. T h e I n v esti g at or will r et ai n t h e ori gi n al of e a c h p ati e nt's
si g n e d c o ns e nt d o c u m e nt.

1 0. 3. P ati e nt W it h d r a w al

P ati e nts m a y wit h dr a w fr o m t h e st u d y at a n y ti m e at t h eir o w n r e q u est, or t h e y m a y b e
wit h dr a w n at a n y  ti m e at t h e dis cr eti o n of t h e I n v esti g at or or s p o ns or f or s af et y, b e h a vi or al, 
or a d mi nistr ati v e r e as o ns. I n a n y  cir c u mst a n c e, e v ery eff ort s h o ul d b e m a d e t o d o c u m e nt 
p ati e nt o ut c o m e, if a p pli c a bl e. T h e I n v esti g at or w o ul d i n q uir e a b o ut t h e r e as o n f or
wit h dr a w al a n d f oll o w- u p wit h t h e p ati e nt r e g ar di n g a n y u nr es ol v e d A Es.

If t h e p ati e nt wit h dr a ws fr o m t h e st u d y a n d als o wit h dr a ws c o ns ent f or dis cl os ur e of f ut ur e 
i nf or m ati o n, n o f urth er e v al u ati o ns s h o ul d b e p erf or m e d, a n d n o a d diti o n al d at a s h o ul d b e 
c oll e ct e d . T h e s p o ns or m a y r et ai n a n d c o nti n u e t o us e a n y d at a c oll e ct e d b ef or e s u c h
wit h dr a w al of c o ns e nt.

1 0. 4. I nstit uti o n al R e vi e w B o a r d (I R B)/ I n d e p e n d e nt Et hi cs C o m mitt e e ( IE C)

It is t h e r es p o nsi bilit y of t h e i n v esti g at or t o h a v e pr os p e cti v e a p pr o v al of t h e st u d y pr ot o c ol, 
pr ot o c ol a m e n d m e nts, a n d i nf or m e d c o ns e nt f or ms, a n d ot h er r el e v a nt d o c u m e nts, ( e g, 
r e cr uit m e nt a d v ertis e m e nts), if a p plic a bl e, fr o m t h e I R B/I E C. All c orr es p o n d e n c e wit h t h e 
I RB/I E C s h o ul d b e r et ai n e d b y  t h e I n v esti g at or. C o pi es of IR B/I E C a p pr o v als s h o ul d b e 
f or w ar d e d t o Pfi z er. D u e t o t h e o bs er v ati o n al n at ur e of t his st u d y, I R B/I E C a p pr o v al is n ot 
r e q uir e d i n D e n m ar k.

C o n sist e nt wit h l o c al r e g ul ati o ns a n d pri or t o e n roll m e nt of p ati e nts at a gi v e n sit e, t h e st u d y  
pr ot o c ol will b e s u b mi tt e d t o g et h er wit h its ass o ci at e d d o c u m e nts ( e g, i nf or m e d c o ns e nt f or m 
[IC F]) t o t h e r es p o nsi bl e I R B/I E C f or its r e vi e w. P ati e nt e nr oll m e nt will n ot st art at a n y sit e 
b ef or e t h e Cli e nt h a s o bt ai n e d writt e n c o nfir m ati o n of a f a v or a bl e o pi ni o n/ a p pr o v al fr o m t h e 
r el e v a nt c e ntr al or l o c al I R B/I E C. T h e I R B/I E C will b e as k e d t o pr o vi d e d o c u m e nt ati o n of 
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t h e d at e of t h e m e eti n g at w hi c h t h e f a v or a bl e o pi ni o n/ a p pr o v al w as gi v e n t h at cl e arl y 
i d e ntifi es t h e st u d y, t h e pr ot o c ol v ersi o n, a n d t h e I C F v ersi o n r e vi e w e d.

B e f or e i m pl e m e nt ati o n of a n y s u bst a nti al c h a n g es t o t h e pr ot o c ol, pr ot o c ol a m e n d m e nts will 
als o b e s u b mitt e d t o t h e r el e v a nt I R B/ I E C i n a m a n ner c o nsist e nt wit h l o c al r e g ul ati o ns.

P erti n e n t s af et y i nf or m ati o n will b e s u b mitt e d t o t h e r el e v a nt I E Cs d uri n g t h e c o urs e of t h e 
st u d y i n a c c or d a n c e wit h l o c al r e g ul ati o ns a n d r e q uir e m e nts. It is t h e r es p o nsi bilit y of t h e
I nv esti g at or t o h a v e pr os p e cti v e a p pr o v al of t h e st u d y pr ot o c ol, pr ot o c ol a m e n d m e nts, a n d
I CF, a n d ot h er r el e v a nt d o c u m e nts, if a p pli c a bl e, fr o m t h eir l o c al I RB/I E C a n d pr o vi d e
d o c u m e nt ati o n of a p pr o v al t o Pfi z er. All c orr es p o n d e n c e wit h t h e I R B/I E C s h o ul d b e
r et ai n e d i n t h e I nv esti g at or fil e.

S h o ul d t h e st u d y b e t er mi n at e d e arl y f or a n y u n a nti ci p a t e d r e as o n, t h e I nv esti g at or will b e
r es p o nsi bl e f or i nf or mi n g t h e I RB/I E C of t h e e arl y t er mi n ati o n.

1 0. 5. Et hi c al C o n d u ct of t h e S t u d y

T h e st u d y  will b e c o n d u ct e d i n a c c or d a n c e wit h l e g al a n d r e g ul ator y  r e q uir e m e nts, as w ell as 
wit h s ci e ntifi c p u r p os e, v al u e a n d ri g or a n d f oll o w g e n er ally a c c e pt e d r es e ar c h pr a cti c es 
d es cri b e d i n t h e g ui d eli n es of g o o d p h ar m a c o e pi d e mi ol o g y  pr a cti c es ( G P P)4 2 iss u e d b y t h e 
I nter n ati o n al S o ci et y f or P h ar m a c o e pi d e mi ol o g y  (IS P E), t h e D e cl ar ati o n of H elsi n ki 4 3 a n d its 
a m e n d m e nts, a n d a n y a p pli c a bl e n ati o n al g ui d eli n es.

Pri or t o t h e e nr oll m e nt of a n y p ati e nts i n t h e st u d y, t h e f oll o wi n g d o c u m e nts m ust b e
pr o vi d e d b y t h e sit e t o t h e Cli e nt ( or t h eir d esi g n e e):

 C o p y of t h e I RB/I E C a p pr o v al l ett er f or t h e pr ot o c ol a n d i nf or m e d c o ns e nt ( all
writt e n i nf or m ati o n pr o vi d e d t o t h e p ati e nt m ust b e a p pr o v e d b y t h e IR B/I E C);

 C o p y of t h e I RB/I E C -a p pr o v e d i nf or m e d c o ns e nt d o c u m e nt t o b e us e d;

 C o p y o f t h e pr ot o c ol si g n-off p a g e si g n e d b y t h e I nv esti g at or;

 F ull y e x e c ut e d sit e a gr e e m e nt.
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1 1. M A N A G E M E N T A N D R E P O R TI N G O F A D V E R S E E V E N T S/ A D V E R S E 
R E A C TI O N S 

SI N G L E R E F E R E N C E S A F E T Y D O C U M E N T

T h e X elj a n z (t of a citi ni b) pr es cri bi n g i nf or m ati o n will s er v e as t h e si n gle r ef er e n c e s af et y
d o c u m e nt d uri n g t h e c o urs e of t h e st u d y, w hi c h will b e us e d b y Pfi z er S af et y t o ass ess a n y 
s af et y e v e nts r e p ort e d t o Pfi z er S af et y b y t h e I n v esti g at or d uri n g t h e c o urs e of t his st u d y.

T h e si n gl e r ef er e n c e s af et y  d o c u m e nt s h o ul d b e us e d b y t h e I n v esti g at or f or pr es cri bi n g 
p ur p os es a n d g ui d a n c e.

P ati e nts e x p eri e n ci n g e v e nts as list e d i n t h e X elj a n z (t of a citi ni b) pr es cri bi n g i nf or m ati o n 
[ wit h p arti c ul ar att e nti o n p ai d t o S e cti o ns 4 ( C o ntr ai n di c ati o ns), 5 ( S p e ci al W arni n gs) a n d 
6 ( Pr e c a uti o ns )] s h o ul d b e m o nit or e d a n d if i n di c at e d, tr e at m e nt s h o ul d b e wit h dr a w n
a c c or di n g t o t h e pr o visi o n of t h e r es p e cti v e pr es cri bi n g i nf or m ati o n.

R E Q UI R E M E N T S

T h e t a bl e b el o w s u m m ari z es t h e r e q uir e m e nts f or r e c or din g s af et y e v e nts o n t h e C R F a n d f or 
r e p orti n g saf et y  e v e nts o n t h e n o n-i nt er v e nti o n al st u d y ( NIS) a d v ers e e v e nt m o nit ori n g 
( A E M) R e p ort F or m t o Pfi z er S af ety. T h es e r e q uir e m e nts ar e d eli n e at e d f or t hr e e t y p es of 
e v e nts: ( 1) s eri o us a d v ers e e v e nts ( S A Es); ( 2) n o n -s eri o us A Es ( as a p pli c a bl e); a n d ( 3) 
s ce n ari os i n v ol vi n g dr u g e x p os ur e, i n cl u di n g e x p os ur e d uri n g pr e g n a n c y , e x p os ur e d uri n g 
br e ast f e e di n g, m e di c ati o n err or, o v er d os e, mis us e, e xtr a v as ati o n, l a c k of effi c a c y , a nd 
o c c u p ati o n al e x p os ur e .  T h es e e v e nts ar e d efi n e d i n t h e s e cti o n “ D efi niti o ns of s af et y 
e v e nts . ”

F or e a c h A E, t h e i n v esti g at or m ust p urs u e a n d o bt ai n i nf or m ati o n a d e q u at e b ot h t o d et er mi n e 
t h e o ut c o m e of t h e A E a n d t o ass ess w h et h er it m e ets t h e crit eri a f or cl assifi c ati o n as a S A E 
(r ef er t o s e cti o n "S eri o us A d v ers e E v e nts ” b el o w ).

S af et y e v e nt R e c o r d e d o n t h e C R F
R e p o rt e d o n t h e NI S A E M R e p o rt F o r m t o 
Pfi z e r S af et y wit hi n 2 4 h o u rs of a w a r e n ess

S A E All All

N o n -s eri o us A E All 
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S af et y e v e nts list e d i n t h e t a bl e a b o v e m ust b e r e p ort e d t o Pfi z er wit hi n 2 4 h o urs of 
a w ar e n ess of t h e e v e nt b y t h e i n v esti g at or r e g a r dl ess of w h et h e r t h e e v e nt is d et e r mi n e d 
b y t h e i n v esti g at o r t o b e r el a t e d t o X elj a n z ® (t of a citi ni b). I n p arti c ul ar, if t h e S A E is f at al 
or lif e -t hr e at e ni n g, n otifi c ati o n t o Pfi z er m ust b e m a d e i m m e di at el y, irr es p e cti v e of t h e e xt e nt 
of a v ail a bl e e v e nt i nf or m ati o n. T his ti m efr a m e als o a p pli es t o a d diti o n al n e w (f oll o w- u p) 
i nfor m ati o n o n pr e vi o usl y f or w ar d e d s af et y e v e nt r e p orts. I n t h e r ar e sit u ati o n t h at t h e 
i n v esti g at or d o es n ot b e c o m e i m m e di at el y a w ar e of t h e o c c urr e n c e of a s af et y e v e nt, t h e 
i n v esti g at or m ust r e p ort t h e e v e nt wit hi n 2 4 h o urs aft er l e ar ni n g of it a n d d o c u m e nt t h e ti m e 
of his/ h er first a w ar e n ess of t h e e v e nts.

F or s af et y e v e nts t h at ar e c o nsi d er e d s eri o us or t h at ar e i d e ntifi e d i n t h e f ar-ri g ht c ol u m n of 
t h e t a bl e a b o v e t h at ar e r e p ort a bl e t o Pfi z er wit hi n 2 4 h o urs of a w ar e n ess, t h e i n v esti g at or is
o bli g at e d t o p urs u e a n d t o pr o vi d e a n y a d diti o n al i nf or m ati o n t o Pfi z er i n a c c or d a n c e wit h 
t his 2 4-h o ur ti m efr a m e. I n a d diti o n, a n i n v esti g at or m a y b e r e q u est e d b y Pfi z er t o o bt ai n 
s p e cifi c f oll o w -u p i nf or m ati o n i n a n e x p e dit e d f as hi o n. T his i nf or m ati o n is m or e d et a il e d 
t h a n t h at r e c or d e d o n t h e C R F . I n g e n er al, t his will i n cl u d e a d es cri pti o n of t h e A E i n 
s uffi ci e nt d et ail t o all o w f or a c o m pl et e m e di c al ass ess m e nt of t h e c as e a n d i n d e p e n d e nt 
d et er mi n ati o n of p ossi bl e c a us alit y . A n y i nf or m ati o n r el e v a nt t o t h e e v e nt, s u c h as 
c o n c o mit a nt m e di c ati o ns a n d ill n ess es, m ust b e pr o vi d e d.  I n t h e c as e of a p ati e nt d e at h, a 
s u m m ar y of a v ail a bl e a ut o ps y  fi n di n gs m ust b e s u b mitt e d as s o o n as p ossi bl e t o Pfi z er or its 
d esi g n at e d r e p r es e nt ati v e.

R e p o rti n g p e ri o d 

F or e a c h p ati e n t, t h e s af et y e v e nt r e p orti n g p eri o d b e gi ns at t h e ti m e of  t h e p ati e nt’s first 
d os e of X elj a n z ® (t of a citi ni b) or t h e ti m e of t h e p ati e nt’s i nf or m e d c o ns e nt if s/ h e is b ei n g 
tr e at e d wit h X elj a n z ® (t of a citi ni b) at st u d y st art , a n d l asts t hr o u g h t h e e n d of t h e o bs er v ati o n
p eri o d of t h e st u d y, w hi c h m ust i n cl u d e at l e ast 2 8 c al e n d ar d a ys f oll o wi n g t h e l ast 
a d mi nistr ati o n of a dr u g u n d er st u d y ; a r e p ort m ust b e s u b mitt e d t o Pfi z er S af ety ( or its 
d esi g n at e d r e pr es e n t ati v e) f or a n y of t h e ty p es of s af et y e v e nts list e d i n t h e t a bl e a bo v e 
o c c urri n g d uri n g t his p eri o d. If a p ati e nt w as a d mi nist er e d a dr u g u n d er st u d y o n t h e l ast d a y 
of t h e o bs er v ati o n p eri o d, t h e n t h e r e p orti n g p eri o d s h o ul d b e e xt e n d e d f or 2 8 c al e n d ar d a y s 

S c e n ari os i n v ol vi n g 
e x p os ur e t o a dr u g u n d er 

st u d y, i n cl u di n g 
e x p os u r e d uri n g 

pr e g n a n c y, e x p os ur e 
d uri n g br e ast f e e di n g, 

m e di c ati o n err or, 
o v er d os e, mis us e, 

e xtr a v as ati o n, l a c k of 
effi c a c y, a n d 

o c c u p ati o n al e x p os ur e

All (r e g ar dl ess of w h et h er 
ass o ci at e d wi t h a n A E), 
e x c e pt o c c u p ati o n al 

e x p os u r e

All (r e g ar dl ess of w h et h er ass o ci at e d wit h a n 
A E)

N ot e: A n y ass o ci at e d A E is r e p ort e d t o g et h er 
wit h t h e e x p os ur e s c e n ari o.
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f oll o wi n g t h e e n d of o bs er v ati o n. M ost oft e n, t h e d at e of i nf or m e d c o ns e nt is t h e s a m e as t h e 
d at e of e nr oll m e nt. I n s o m e sit u ati o ns, t h er e m a y  b e a l a g b et w e e n t h e d at es of i nf or m e d 
c o ns e nt a n d e nr oll m e nt. I n t h es e i nst a n c es, if a p ati e nt pr o vi d es i nf or m e d c o ns e nt b ut is n e v er 
e nr oll e d i n t h e st u d y ( e. g., p ati e nt c h a n g es his/ h er mi n d a b o ut p arti ci p ati o n), t h e r e p orti n g 
p eri o d e n ds o n t h e d at e of t h e d e cisi o n t o n ot e nr oll t h e p ati e nt.

If t h e i n v esti g at or b e c o m es a w ar e of a S A E o c c urri n g at a n y ti m e aft er c o m pl eti o n of t h e 
st u d y a n d s/ h e c o nsi d ers th e S A E t o b e r el at e d t o X elj a n z ® (t of a citi ni b), t h e S A E als o m ust 
b e r e p ort e d t o Pfi z er S af et y .

C a us alit y ass ess m e nt

T h e i n v esti g at or is r e q uir e d t o ass ess a n d r e c or d t h e c a us al r el ati o ns hi p . F or all A Es , 
s uffi ci e nt i nf or m ati o n s h o ul d b e o bt ai n e d b y t h e in v esti g at or t o d et er mi n e t h e c a us alit y of 
e a c h A E . F or A Es wit h a c a us al r el ati o ns hi p t o X elj a n z ® (t of a citi ni b), f oll o w-u p b y  t h e 
i n v esti g at or is r e q uir e d u ntil t h e e v e nt a n d/ or its s e q u el a e r es ol v e or st a bili z e at a l e v el 
a c c e pt a bl e t o t h e i n v esti g at or, a n d Pfi z er c o n c urs wit h t h at ass ess m e nt.   A n i n v esti g at or’s 
c a us alit y  ass ess m e nt is t h e d et er mi n ati o n of w h et h er t h er e e xists a r e as o n a bl e p ossi bilit y  t h at 
X elj a n z ® (t of a citi ni b) c a us e d or c o ntri b ut e d t o a n A E. If t h e i n v esti g at or’s fi n al 
d et er mi n ati o n of c a us alit y is “ u n k n o w n ” a n d s/ h e c a n n ot d et er mi n e w h et h er X elj a n z ® 
(t of a citi ni b) c a us e d t h e e v e nt, t h e s af et y e v e nt m ust b e r e p ort e d wit hi n 2 4 h o urs.   

If t h e i n v esti g at or c a n n ot d et er mi n e t h e eti ol o g y  of th e e v e nt b ut s/ h e d et er mi n es t h at 
X elj a n z ® (t of a citi ni b) di d n ot c a u s e t h e e v e nt, t hi s s h o ul d b e cl e arl y  d o c u m e nt e d o n t h e C R F
a n d t h e NI S A E M R e p ort F or m . 

D E FI NI TI O N S O F S A F E T Y E V E N T S

A d v e rs e e v e nts

A n A E is a n y u nt o w ar d m e di c al o c c urr e n c e i n a p ati e nt a d mi ni st er e d a m e di ci n al pr o d u ct . 
T h e e v e nt n e e d n ot n e c ess aril y  h a v e a c a us al r el ati o ns hi p wit h t h e pr o d u ct tr e at m e nt or 
us a g e . E x a m pl es of A Es i n cl u d e b ut ar e n ot li mit e d t o: 

 A b n or m al t est fi n di n gs (s e e b el o w f or cir c u mst a n c es i n w hi c h a n a b n or m al t est 
fi n di ng c o nstit ut es a n A E);

 Cli ni c all y  si g nifi c a nt sig ns a n d s ym pt o ms ;

 C h a n g es i n p h ys i c al e x a mi n ati o n fi n di n gs;

 H y p ers e nsiti vit y ;

 Pr o gr essi o n/ w ors e ni n g of u n d erl yi n g dis e as e ;

 L a c k of effi c a c y ; 

 Dr u g a b us e; 

 Dr u g d e p e n d e n c y .
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A d diti o n all y , f or m e di ci n al pr o d u cts , t h e y m a y i n cl u d e t h e si g ns or sy m pt o ms r es ult in g fr o m:

 Dr u g o v er d os e ;

 Dr u g wit h dr a w al ;

 Dr u g mis us e;

 Off -l a b el us e; 

 Dr u g i nt er a cti o ns;

 E xtr a v as ati o n ;

 E x p os ur e d uri n g p r e g n a n c y;

 E x p os ur e d uri n g br e ast f e e di n g ;

 M e di c ati o n e rr or;

 O c c u p ati o n al e x p os ur e.
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A b n o r m al t est fi n di n gs

T h e crit eri a f or d et er mi ni n g w h et h er a n a b n or m al o bj e cti v e t est fi n di n g s h o ul d b e r e p ort e d as 
a n A E ar e as f oll o ws: 

 T est r es ult is ass o ci at e d wit h a c c o m p a n yi n g s y m pt o ms, a n d/ or

 T est r es ult r e q uir es a d diti o n al di a g n ost i c t esti n g or m e di c al/s ur gi c al i nt er v e nti o n, 
a n d/ or

 T est r es ult l e a ds t o a c h a n g e i n st u d y d osi n g or dis c o nti n u ati o n fr o m t h e st u d y, 
si g nifi c a nt a d diti o n al c o n c o mit a nt dr u g tr e at m e nt, or ot h er t h er a p y, a n d/ or

 T est r es ult is c o nsi d er e d t o b e a n A E b y  t h e i nv esti g at or or s p o ns or.

M er el y r e p e ati n g a n a b n or m al t est, i n t h e a bs e n c e of a n y  of t h e a b o v e c o n diti o ns, d o es n ot 
c o nstit ut e a n A E . A ny a b n or m al t est r es ult t h at is d et er mi n e d t o b e a n err or d o es n ot r e q uir e 
r e p orti n g as a n A E .

S e ri o us a d v e rs e e v e nts

A S A E is a n y u nt o w ar d me di c al o c c urr e n c e i n a p ati e nt a d mi nist er e d a me di ci n al or 
n utriti o n al pr o d u ct (i n cl u di n g p e di atri c f or m ul as) at a n y d os e t h at:

 R es ults i n d e at h;

 Is lif e-t hr e at e ni n g;

 R e q uir es i n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of h os pit ali z ati o n (s e e b el o w f or 
cir c u mst a n c es t h at d o n ot c o nstit ut e A Es);

 R es ults i n p ersist e nt or si g nifi c a nt dis a bilit y /i n c a p a cit y (s u bst a nti al disr u pti o n of t h e 
a bilit y  t o c o n d u ct n or m al lif e f u n cti o ns);

 R es ults i n c o n g e nit al a n o m al y / birt h d ef e ct.

M e di c al a n d s ci e ntifi c j u d g m e nt is e x er c is e d i n d et er mi ni n g w h et h er a n e v e nt is a n i m po rt a nt 
m e di c al e v e nt. A n i m p ort a nt m e di c al e v e nt m a y  n ot b e i m m e di at el y lif e-t hr e at e ni n g a n d/ or 
r es ult i n d e at h or h os pit ali z ati o n. H o w e v er, if it is d et er mi n e d t h at t h e e v e nt m a y  j e o p ar di z e 
t h e p ati e nt or m a y  r e q uir e i nt er v e nti o n t o pr e v e nt o n e of t h e ot h er o ut c o m es list e d i n t h e 
d efi niti o n a b o v e , t h e i m p ort a nt m e di c al e v e nt s h o ul d b e r e p ort e d as s eri o us.

E x a m pl es of s u c h e v e nts ar e i nt e nsi v e tr e at m e nt i n a n e m er g e n c y  r o om or at h o m e f or 
all er gi c br o n c h os p as m; bl o o d d y s cr asi as or c o n v ulsi o ns t h at d o n ot r e sult i n h os pit ali z ati o n; 
or d e v el o p m e nt of dr u g d e p e n d e n c y  or dr u g a b us e.

A d diti o n all y , a ny s us p e ct e d tr a ns missi o n vi a a Pfi z er pr o d u ct of a n i nf e cti o us a g e nt, 
p at h o g e ni c or n o n -p at h o g e ni c, is c o nsi d er e d s eri o us. T h e e v e nt m a y  b e s us p e ct e d fr o m 
cli ni c al s y m pt o ms or l a b or at or y  fi n di n gs i n di c ati n g a n i nf e cti o n i n a p ati e nt e x p os e d t o a 
Pfi z er pr o d u ct. T h e t er ms “s us p e ct e d tr a ns missi o n ” a n d “tr a ns missi o n ” ar e c o nsi d er e d 
s yn o n y m o us. T h es e c as es ar e c o nsi d er e d u n e x p e ct e d a n d h a n dl e d as s eri o us e x p e dit e d c as es 
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b y p h ar m a c o vi gil a n c e ( P V ) p ers o n n el. S u c h c as es ar e als o c o nsi d er e d f or r e p orti n g as 
pr o d u ct d ef e cts, if a p pr o pri at e.

H os pit ali z ati o n

H os pit ali z ati o n is d efi n e d as a n y  i niti al a d missi o n ( e v e n if l ess t h a n 2 4 h o urs) t o a h os pit al or 
e q ui v al e nt h e alt h c ar e f a ci lit y or a n y  pr ol o n g ati o n t o a n e xisti n g a d missi o n. A d missi o n als o 
i n cl u d es tr a nsf er wit hi n t h e h os pit al t o a n a c ut e/i nt e nsi v e c ar e u nit ( e. g., fr o m t h e ps yc hi atri c 
wi n g t o a m e di c al fl o or, m e di c al fl o or t o a c o r o n ar y c ar e u nit, n e ur ol o gi c al fl o or t o a 
t u b erc ul osis u nit).   A n e m er g e n c y  r o o m visit d o es n ot n e c ess aril y c o nstit ut e a h os pit ali z ati o n; 
h o w e v er, a n e v e nt l e a di n g t o a n e m er g e n c y r o o m visit s h o ul d b e ass ess e d f or m e di c al 
i m p ort a n c e. 

H os pit ali z ati o n i n t h e a bs e n c e of a m e di c al A E is n ot i n its elf a n A E a n d is n ot r e p ort a bl e. 
F or e x a m pl e, t h e f oll o wi n g r e p orts of h os pit ali z ati o n wit h o ut a m e di c al A E ar e n ot t o b e 
r e p ort e d. 

 S o ci al a d missi o n ( e. g., p ati e nt h as n o pl a c e t o sl e e p).

 A d mi nistr ati v e a d missi o n ( e. g., f or y e arl y e x a m) .

 O pti o n al a d missi o n n ot as s o ci at e d wit h a pr e ci pit ati n g m e di c al A E ( e. g., f or el e cti v e 
c os m eti c s ur g er y ).

 H os pit ali z ati o n f or o bs er v ati o n wit h o ut a m e di c al A E .

 A d missi o n f or tr e at m e nt of a pr e - e xisti n g c o n diti o n n ot ass o ci at e d wit h t h e
d e v el o p m e nt of a n e w A E or wit h a w ors e ni n g o f t h e pr e-e xisti n g c o n diti o n 
( e. g., f or w or k-u p of p ersist e nt pr e -tr e at m e nt l a b a b n or m alit y).

S c e n a ri os n e c essit ati n g r e p o rti n g t o Pfi z e r S af et y wit hi n 2 4 h o u rs

S c e n ari os i n v ol vi n g e x p os ur e d uri n g pr e g n a n c y , ex p os ur e d uri n g br e astf e e di n g, m e di c ati o n 
err or , o v er d os e, mis us e, e xtr a v as ati o n , l a c k of effi c a c y, a n d o c c u p ati o n al e x p os ur e ar e 
d es cri b e d b el o w.

E x p os ur e d uri n g pr e g n a n c y

A n e x p os ur e d uri n g pr e g n a n c y  (E D P ) o c curs if:

1. A f e m al e b e c o m es, or is f o u n d t o b e, pr e g n a nt eit h er w hil e r e c ei vi n g or h a vi n g b e e n 
e x p os e d t o ( e.g. , e n vir o n m e nt al) X elj a n z ® (t of a citi ni b) or t h e f e m al e b e c o m es, or is 
f o u n d t o b e, pr e g n a nt aft er dis c o nti n ui n g a n d/ or b ei n g e x p os e d t o X elj a n z ®
(t of a citi ni b) ( m at er n al e x p os ur e).

A n e x a m pl e of e n vir o n m e nt al e x p os ur e w o ul d b e a c as e i n v ol vi n g dir e ct c o nt a ct wit h a 
Pfi z er pr o d u ct i n a pr e g n a nt w o m a n ( e. g., a n urs e r e p orts t h at s h e is pr e g n a nt a n d h as b e e n 
e x p os e d t o c h e m ot h er a p e uti c pr o d u ct s).

2. A m al e h as b e e n e x p os e d , eit h er d u e t o tr e at m e nt or e n v ir o n m e nt al e x p os ur e t o 
X elj a n z ® (t of a citi ni b) p ri or t o or ar o u n d t h e ti m e of c o n c e pti o n a n d/ or is e x p os e d 
d uri n g t h e p art n er pr e g n a n c y  ( p at er n al e x p os ur e).
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F or e x p os ur e d uri n g pr e g n a n c y  i n st u di es of pr e g n a nt w o m e n, d at a o n t h e e x p os ur e t o 
dr u g/ v a c ci n e of i nt er est d uri n g pr e g n a n c y , ar e n ot r e p ort a bl e u nl ess ass o ci at e d wit h s eri o us 
or n o n -s eri o us a d v ers e e v e nts . 

As a g e n er al r ul e, pr os p e cti v e a n d r etr os p e cti v e e x p os ur e d uri n g pr e g n a n c y  r e p orts fr o m a n y 
s o ur c e ar e r e p ort a bl e irr es p e cti v e of t h e pr es e n c e of a n ass o ci at e d A E a n d t h e pr o c e d ur es f or 
S A E r e po rti n g s h o ul d b e f oll o w e d, wit h t h e e x c e pti o n of t h os e st u di es c o n d u ct e d i n pr e g n a nt 
w o m e n ( as d es cri b e d i n a b o v e), f or w hi c h d at a o n t h e e x p os ur e ar e n ot r e p ort a bl e u nl ess
ass o ci at e d wit h s eri o us or n o n -s eri o u s a d v ers e e v e nts .

If a st u dy p arti ci p a nt or s tu d y  p arti ci p a nt ’s p art n er b e c o m es, or is f o u n d t o b e, pr e g n a nt 
d uri n g t h e st u d y p arti ci p a nt ’s tr e at m e nt wit h X elj a n z ® (t of a citi ni b) t his i nf or m ati o n m ust b e 
s u b mit t e d t o Pfi z er, irr es p e cti v e of w h et h er a n A E h as o c c urr e d usi n g t h e NI S A E M R e p ort 
F or m a n d t h e E D P S u p pl e m e nt al F or m. 

I n a d diti o n, t h e i nf or m ati o n r e g ar di n g e n vir o n m e nt al e x p os ur e t o X elj a n z ® (t of a citi ni b) i n a 
pr e g n a nt w o m a n ( e . g., a p ati e nt r e p orts t h at s h e is pr e g n a nt a n d h as b e e n e x p os e d t o a 
c y t ot o xi c pr o d u ct b y i n h al ati o n or s pill a g e) m us t b e s u b mitt e d usi n g t h e NI S A E M R e p ort 
F or m a n d t h e E D P S u p pl e m e nt al F or m . T his m ust b e d o n e irr es p e cti v e of w h et h er a n A E 
h as o c c urr e d.  

Inf or m ati o n s u b mitt e d s h o ul d i n cl u d e t h e a nti ci p at e d d at e of d eli v er y (s e e b el o w f or 
i nf or m ati o n r el at e d t o t er mi n ati o n of pr e g n a n c y).

F oll o w- u p is c o n d u ct e d t o o bt ai n g e n er al i nf or m ati o n o n t h e pr e g n a n c y ; i n a d diti o n, f oll o w-
u p is c o n d u ct e d t o o bt ai n i nf or m ati o n o n E D P o ut c o m e f or all E D P r e p orts wit h pr e g n a n c y
o ut c o m e u n k n o w n . A pr e g n a n c y  is f oll o w e d u ntil c o m pl eti o n or u ntil pr e g n a n c y  t er mi n ati o n 
( e. g., i n d u c e d a b orti o n) a n d Pfi z er is n otifi e d of t h e o ut c o m e. T his i nf or m ati o n is pr o vi d e d as 
a f oll o w u p t o t h e i niti al E D P r e p ort. I n t h e c as e of a li v e birt h, t h e str u ct ur al i nt e grity of t h e 
n e o n at e c a n b e ass ess e d at t h e ti m e of birt h. I n t h e e v e nt of a t er mi n ati o n, t h e r e as o n(s) f or 
t er mi n ati o n s h o ul d b e s p e cifi e d a n d, if cli ni c ally p ossi bl e, t h e str u ct ur al i nt e grit y of t h e 
t er mi n at e d f et us s h o ul d b e ass ess e d by gr os s vis u al i ns p e cti o n ( u nl ess pr e-pr o c e d ur e t est 
fi n di ng s ar e c o n cl usi v e f or a c o n g e nit al a n o m al y a n d t h e fi n di n gs ar e r e p ort e d) .

If t h e o ut c o m e of t h e pr e g n a n c y m e ets t h e crit eri a f or a n S A E (e. g. , e ct o pi c pr e g n a n c y, 
s p o nt a n e o us a b orti o n, i ntr a ut eri n e f et al d e mis e , n e o n at al d e at h, or c o n g e nit al a n o m aly [i n a 
li v e b or n, a t er mi n at e d f et us, a n i ntr a ut eri n e f et al d e mis e, or a n e o n at al d e at h]), t h e 
pr o c e d ur es f or r e p orti n g S A Es s h o ul d b e f oll o w e d .

A d diti o n al i nf or m ati o n a b o ut pr e g n a n c y  o ut c o m es t h at ar e r e p ort e d as S A Es f oll o ws: 

 S p o nt a n e o us a b orti o n i n cl u d es mis c arri a g e a n d miss e d a b ort i o n;

 N e o n at al d e at hs t h at o c c ur wit hi n 1 m o nt h of birt h s h o ul d b e r e p ort e d, wit h o ut r e g ar d 
t o c a us alit y, as S A Es. I n a d diti o n, i nf a nt d e at hs aft er 1 m o nt h s h o ul d b e r e p ort e d as 
S A Es w h e n t h e i n v esti g at or ass ess es t h e i nf a nt d e at h as r el at e d or p ossi bl y r elat e d t o 
e x p os ur e t o i n v esti g ati o n al pr o d u ct .
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A d diti o n al i nf or m ati o n r e g ar di n g t h e e x p os ur e d uri n g pr e g n a n c y  m a y b e r e q u est e d. F urt h er 
f oll o w- u p of birt h o ut c o m es will b e h a n dl e d o n a c as e-b y -c as e b asis ( e . g., f oll o w- u p o n 
pr et er m i n fa nts t o i d e ntif y  d e v el op m e nt al d el a y s).  

I n t h e c as e of p at er n al e x p os ur e, t h e st u dy p arti ci p a nt will b e pr o vi d e d wit h t h e Pr e g n a nt 
P art n er R el e as e of I nf or m ati o n F or m t o d eli v er t o his p art n er. It m ust b e d o c u m e nt e d t h at t h e 
st u d y p arti ci p a nt w as gi v e n this l ett er t o pr o vi d e t o his p art n er .

E x p os ur e d uri n g br e astf e e di n g

S c e n ari os of e x p os ur e d uri n g br e astf e e di n g m ust b e r e p ort e d, i rr es p e cti v e of t h e pr es e n c e of 
a n ass o ci at e d A E .  A n e x p os ur e d uri n g br e astf e e di n g r e p ort is n ot cr e at e d w h e n a Pfi z er dr u g 
s p e cifi c all y a p pr o v e d f or us e i n br e astf e e di n g w o m e n ( e. g., vit a mi ns) is a d mi nist er e d i n 
a c c or d wit h a ut h ori z e d us e.  H o w e v er, if t h e i nf a nt e x p eri e n c es a n A E ass o ci at e d wit h s u c h a 
dr u g’s a d mi n istr ati o n, t h e A E is r e p ort e d t o g et h er wit h t h e e x p os ur e d uri n g br e astf e e di n g.

M e di c ati o n err or

A m e di c ati o n err or is a n y u ni nt e nti o n al err or i n t h e pr es cri bi n g, dis p e nsi n g, or a d mi nistr ati o n 
of a m e di ci n al pr o d u ct t h at m a y c a us e or l e a d t o i n a p pr o pri at e me di c ati o n us e or p ati e nt h ar m 
w hil e i n t h e c o ntr ol of t h e h e alt h c ar e pr of essi o n al, p ati e nt, or c o ns u m er.  S u c h e v e nts m a y 
b e r el at e d t o pr of essi o n al pr a cti c e, h e alt h c ar e pr o d u cts, pr o c e d ur es, a n d s yst e ms i n cl u di n g: 
pr es cri bi n g; or d er c o m m u ni c ati o n; pr o d u ct l a b eli n g, p a c k a gi n g, a n d n o m e n cl at ur e; 
c o m p o u n di n g; dis p e nsi n g; distri b uti o n; a d mi nistr ati o n; e d u c ati o n; m o nit ori n g; a n d us e.  

M e di c ati o n err ors i n cl u d e:

 N e ar miss es, i n v ol vi n g or n ot i n v ol v i n g a p ati e nt dir e ctl y ( e. g., i n a d v ert e nt/ err on e o us 
a d mi nistr ati o n, w hi c h is t h e a c ci d e nt al us e of a pr o d u ct o utsi d e of l a b eli n g or 
pr es cri pti o n o n t h e p art of t h e h e alt h c ar e pr o vi d er or t h e p ati e nt/ c o ns u m er);

 C o nf usi o n wit h r e g ar d t o i n v e nt e d n a m e ( e. g., tr a d e n a m e, br a n d n a m e).

T h e i n v esti g at or m ust s u b mit t h e f oll o wi n g m e di c ati o n err ors t o Pfi z er, i rr es p e cti v e of t h e 
pr es e n c e of a n ass o ci at e d A E/ S A E :

 M e di c ati o n err ors i n v ol vi n g p ati e nt e x p os ur e t o t h e pr o d u ct, w h et h er or n ot t h e 
m e di c ati o n err or is a c c o m p a ni e d b y  a n A E.

 M e di c ati o n er r ors t h at d o n ot i n v ol v e a p ati e nt dir e ctl y ( e. g., p ot e nti al m e di c ati o n 
err ors or n e ar miss es ). W h e n a m e di c ati o n err or d o es n ot i n v ol v e p ati e nt e x p os ur e t o 
t h e pr o d u ct t h e f oll o wi n g mi ni m u m crit eri a c o nstit ut e a m e di c ati o n err or r e p ort:

 A n i d e ntifi a bl e r e p ort er ;

 A s us p e c t pr o d u ct ;

 T h e e v e nt m e di c ati o n err or.

O v er d os e, Mis us e, E xtr a v as ati o n

R e p orts of o v er d os e, mis us e, a n d e xtr a v as ati o n ass o ci at e d wit h t h e us e of a Pfi z er pr o d u ct ar e 
r e p ort e d t o Pfi z er by t h e i n v esti g at or , irr es p e cti v e of t h e pr es e n c e of a n ass o ci at e d A E/ S A E.
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L a c k of Effi c a c y

R e p orts of l a c k of effi c a c y t o a Pfi z er pr o d u ct ar e r e p ort e d t o Pfi z er b y  t h e i n v esti g at or, 
irr es p e cti v e of t h e pr es e n c e of a n ass o ci at e d A E/ S A E or t h e i n di c ati o n f or us e of t h e Pfi z er 
pr o d u ct.

O c c u p ati o n al E x p os ur e

R e p orts of o c c u p at io n al e x p os ur e t o a Pfi z er pr o d u ct ar e r e p ort e d t o Pfi z er b y  t h e 
i n v esti g at or, irr es p e cti v e of t h e pr es e n c e of a n ass o ci at e d A E/ S A E .

1 2. P L A N S F O R DI S S E MI N A TI N G A N D C O M M U NI C A TI N G S T U D Y R E S U L T S

I n t h e e v e nt of a ny p r o hi biti o n or r estri cti o n i m p os e d ( e. g., cli ni cal h ol d) b y a n a p pli c a bl e 
c o m p et e nt a ut h orit y i n a n y ar e a of t h e w orl d, or if t h e i n v esti g at or is a w ar e of a ny n e w 
i nf or m ati o n w hi c h mi g ht i nfl u e n c e t h e e v al u ati o n of t h e b e n efits a n d ris ks of a Pfi z er 
pr o d u c t, Pfi z er s h o ul d b e i nf or m e d i m m e di at el y.  

I n a d diti o n, t h e i n v esti g at or will i nf or m Pfi z er i m m e di at el y  of a n y ur g e nt s af ety m e as ur es 
t a k e n by t h e i n v esti g at or t o pr ot e ct t h e st u d y p ati e nt s a g ai nst a n y i m m e di at e h a z ar d, a n d of 
a n y  s eri o us br e a c h es of t his NI  st u d y pr oto c ol t h at t h e i n v esti g at or b e c o m e s a w ar e of.
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1 3. R E F E R E N C E S

1.  Gl o b al r e p ort o n ps ori asis: W orl d H e alt h Or g a ni z ati o n; 2 0 1 6 [ A v ail a bl e fr o m: 
htt p:// a p ps. w h o.i nt/iris/ bitstr e a m/ 1 0 6 6 5/ 2 0 4 4 1 7/ 1/ 9 7 8 9 2 4 1 5 6 5 1 8 9 _ e n g. p df.

2. Al et a h a D. T h e m a n y f a c es of ps ori ati c art hritis– a c h all e n g e t o tr e at m e nt t o t ar g et ?
R e u m at ol o gi a. 2 0 1 6; 5 4( 1): 1.

3. Li u J- T, Y e h H -M, Li u S- Y, C h e n K -T. Ps ori ati c art hritis: e pi d e mi ol o g y , di a g n osis, a n d
tr e at m e nt. W orl d j o ur n al of ort h o p e di cs. 2 0 1 4; 5( 4): 5 3 7.

4. C at a n os o M, Pi pit o n e N, S al v ar a ni C. E pi d e mi ol o g y of ps ori ati c art hritis. R e u m atis m o.
2 0 1 2: 6 6 - 7 0.

5. Gl a d m a n D, A nt o ni C, M e as e P, Cl e g g D, N as h P. Ps ori ati c art hritis: e pi d e mi ol o g y ,
cli ni c al f e at ur es, c o urs e, a n d o ut c o m e. A n n als of t h e r h e u m ati c dis e as es. 2 0 0 5; 6 4(s u p pl
2):ii 1 4 -ii 7.

6. M c H U G H NJ. Tr a diti o n al s c h e m es f or tr e at m e nt of ps ori ati c art hritis. T h e J o ur n al of
R h e u m at ol o g y S u p pl e m e nt. 2 0 0 9; 8 3: 4 9 -5 1.

7. K ai n e J, S o n g X, Ki m G, H ur P, P al m er J B. Hi g h er i n ci d e n c e r at es of c o m or bi diti es i n
p ati e nts wit h ps ori ati c art hritis c o m p ar e d wit h t h e g e n er a l p o p ul ati o n usi n g U S
a d mi nistr ati v e cl ai ms d at a. J o ur n al of m a n a g e d c ar e & s p e ci alt y p h ar m a c y.
2 0 1 9; 2 5( 1): 1 2 2 -3 2.

8. M a kr e d es M, R o b i ns o n Jr D, B al a M, Ki m b all A B. T h e b ur d e n of a ut oi m m u n e dis e as e:
a c o m p aris o n of pr e v al e n c e r ati os i n p ati e nts wit h ps ori ati c art hritis a n d ps ori asis.
J o ur n al of t h e A m eri c a n A c a d e m y of D er m at ol o g y. 2 0 0 9; 6 1( 3): 4 0 5 - 1 0.

9. L a biti g a n M, B a h č e‐ Alt u nt as A, Kr e m er J M, R e e d G, Gr e e n b er g J D, J or d a n N, et al. 
Hi g h er r at es a n d cl ust eri n g of a b n or m al li pi ds, o b esit y , a n d di a b et es m ellit us i n
ps ori ati c art hritis c o m p ar e d wit h r h e u m at oi d ar t hritis. Art hritis c ar e & r es e ar c h. 
2 0 1 4; 6 6( 4): 6 0 0 -7.

1 0. C ot o ‐ S e g ur a P, Eiris ‐ S al v a d o N, G o n z ál e z ‐ Lar a L, Q u eir o ‐ Sil v a R, M arti n e z ‐ C a m bl or 
P, M al d o n a d o ‐ S er al C, et al. Ps ori asis, ps ori ati c art hritis a n d t yp e 2 di a b et es m ellit us: a
s yst e m ati c r e vi e w a n d m et a ‐ an al y sis. Britis h J o ur n al of D er m at ol o g y . 2 0 1 3; 1 6 9( 4): 7 8 3 -
9 3.

1 1. Dr e g a n A, C h o wi e n c z y k P, M ol o k hi a M. C ar di o v as c ul ar a n d t yp e 2 di a b et es m or bi dit y
a n d all -c a us e m ort alit y a m o n g di v ers e c hr o ni c i nfl a m m at or y dis or d ers. H e art.
2 0 1 7; 1 0 3( 2 3): 1 8 6 7 -7 3.
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1 2. V a n d e K er k h of P, R ei c h K, K a v a n a u g h A, B a c h el e z H, B ar k er J, Gir ol o m o ni G, et al.
P h y si ci a n p ers p e cti v es i n t h e m a n a g e m e nt of ps ori asis a n d ps ori ati c art hritis: r es ults
fr o m t h e p o p ul ati o n ‐ b as e d M ulti n ati o n al Ass ess m e nt o f Ps ori asis a n d Ps ori ati c Art hritis
s ur v e y. J ou r n al of t h e E ur o p e a n A c a d e m y of D er m at ol o g y a n d V e n er e ol o g y.
2 0 1 5; 2 9( 1 0): 2 0 0 2 -1 0.

1 3. Si n g h J A, G u y att G, O g di e A, Gl a d m a n D D, D e al C, D e o d h ar A, et al. 2 0 1 8 A m eri c a n
C oll e g e of R h e u m at ol o g y / N ati o n al Ps ori asis F o u n d ati o n g ui d eli n e f or t h e tr e at m e nt of 
ps ori at i c art hritis. Art hritis & R h e u m at ol o g y . 2 0 1 9; 7 1( 1 ): 5-3 2.

1 4. C e p o nis A, K a v a n a u g h A. Tr e at m e nt of ps ori ati c art hritis wit h bi ol o gi c al a g e nts. , 2 9, 1. 
2 0 1 0; 2 9( 1): 5 6 -6 2.

1 5. C ost a L, P erri c o n e C, C hi m e nti M S, D el P u e nt e A, C as o P, P el us o R, et al. S wit c hi n g
b et w e e n bi ol o gi c al tr e at m e nts i n ps ori ati c art hritis: a r e vi e w of t h e e vi d e n c e. Dr u gs i n
R & D. 2 0 1 7; 1 7( 4): 5 0 9 -2 2.

1 6. S ori a n o E R, M ari n J, A c ost a -F el q u er M L . Ps ori ati c art hritis: n e w e vi d e n c e f or ol d
c o n c e pts. C urr e nt o pi n i o n i n r h e u m at ol o g y. 2 0 1 8; 3 0( 1): 8 7 -9 3.

1 7. Ett or e S , Al ess a n dr a B, Gi o v a n ni C, M ar c ell o G. Bi ol o gi c al a n d s y nt h eti c t ar g et
D M A R Ds i n ps ori ati c art hritis. P h ar m a c ol o gi c al r es e ar c h. 2 0 1 9: 1 0 4 4 7 3.

1 8. H a d d a d A, Zis m a n D. C o m or bi diti es i n P ati e nts wit h Ps ori ati c Art hri tis. R a m b a m
M ai m o ni d es M e d J. 2 0 1 7; 8( 1): e 0 0 0 4.

1 9. K ar a m a n M W, H err g ar d S, Tr ei b er D K, G all a nt P, Att eri d g e C E, C a m p b ell B T, et al. A
q u a ntit ati v e a n al y sis of ki n as e i n hi bit or s el e cti vit y. N at ur e bi ot e c h n ol o g y .
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T a bl e 1 . S c h e d ul e of A cti viti es

T a bl e 2 . Ass ess m e nts R e q uir e d f or D eri v a ti o n of St u d y E n d p oi nts

T a bl e 3 . C al c ul ati o n of Dis e as e A cti vit y  I n di c at ors

1 5. LI S T O F FI G U R E S

Fi g ur e 1 . St u d y  D esi g n

A N N E X 1. LI S T O F S T A N D A L O N E D O C U M E N T S

C o nt a ct d et ails a n d t h e list of all I nv esti g at ors a v ail a bl e u p o n r e q u est.

A N N E X 2 . A D DI TI O N A L I N F O R M ATI O N

N ot a p pli c a bl e.
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