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1. P r ot o c ol S u m m a r y

1. 1. S y n o psis

P r ot o c ol Titl e: A Bi o e q ui v al e n c e St u d y  of I nj e cti o ns of Miri ki z u m a b S ol uti on Usi n g 
I n v esti g ati on al 1 -m L a n d 2 -m L Pr e -Fill e d S yr i n g es a n d I n v esti g ati on al 1 -m L a n d 2- m L 
A ut oi nj e ct ors i n H e alt h y P arti ci p a nts

S h o rt Titl e: A bi o e q ui v al e n c e st u d y  of inj e ct i ons of  miri ki z u m a b s ol uti on usi n g i n v est i g ati on al 
1- m L a n d 2 -m L pr e -fill e d s yri n g es a n d i n v esti g ati o n al 1-m L a n d 2 -m L a ut oi nj e ct ors i n h e alt h y 
p arti ci p a nt s

R ati o n al e :

St u d y  I 6 T-M C -A M B X ( A M B X) will ass ess t h e p h ar m a c o ki n et i cs ( P K), s af et y,  a n d t oler a bili t y 
of  a 3 0 0-m g s u b c ut a n e o us ( S C) d os e of miri ki z u m a b ( L Y 3 0 7 4 8 2 8 ; t h e pr o p os ed m a i nte n a n c e 
d os e f or Cr o h n’s dis e as e p ati e nt s ) s ol uti on f or mul ati o n a d mi nist er e d usi n g i n v es tig at i on al 
m a n u al pr e -fill e d s yri n g es ( P F S; 1- a n d 2 -m L) or i n v esti g ati o n al a ut oi nj e ct or s ( AI; 1- a n d 2 -m L ). 
B ot h d e vi c es will b e e v al u at e d at 3 diff er e nt i nj e ct i o n sit es ( ar m, t hi g h, a n d a b d o m e n) i n or d er t o 
e x p a n d t h e o pti o ns f or a d mi nistr ati o n i n p at i en t u s e.  

 

O bj e cti v es a n d E n d p oi nt s

O bj e ct i v es E n d p oi nts

Pri m ar y

 T o e v al u at e t he P K of S C i nj e cti ons of 

3 0 0 m g mir i ki z u m a b s o l uti on 
a d mi nist er e d usi n g 1- m L a n d 2 -m L 

P F S a n d 1- m L a n d 2 -m L A I s i n 
h e alt h y p arti ci p a nt s

 C m a x , A U C( 0-∞), a n d A U C( 0 -tl ast)

S e c o n d ar y

 T o d es cri b e t h e s af et y a n d t ol er a bili t y 

of  miri ki z u m a b i n h e alth y p art i ci p a nts

 T E A Es a n d S A Es

A b br e vi ati o ns: AI = a ut oi nj e ct or; A U C( 0 -∞) = ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e z er o t o 
i nfi nit y; A U C( 0-tl ast) = ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e z er o t o ti m e t, w h er e t is t h e l ast 

ti m e p oi nt wit h a m e as ur a bl e c o n c e ntr ati o n; C m a x = m a xi m u m o bs er v e d dr u g c o n c e ntr ati o n; P F S = pr e -fill e d 

s yri n g e; P K = p h ar m a c o ki n eti cs; S A E = s eri o us a d v ers e e v e nt; S C = s u b c ut a n e o us; T E A E = tr e at m e nt -e m er g e nt

a d v ers e e v e nt.

O v e r all D esi g n

St u d y  A M B X is a P h as e 1, o p e n-l ab el, 2 -ar m , r a n d o mi z e d, p ar all el-d esi g n, si n gl e -d o s e, 
m ult i-sit e st u d y in h e al t h y p artici p a nts.

C CI
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S cr e e ni n g

All p arti ci p a nts will b e s cr e e n e d wit hi n 2 8 d a ys pri or t o e nr oll m e nt. At s cr e e ni n g, p arti ci p a nts 
will b e str atifi e d i nt o 1 of 3 w ei g ht c at e g ori es (l ess t h a n 7 0 k g, 7 0 t o 8 0 k g, a n d m or e t h a n 
8 0 k g).

Tr e at m e nt a n d Ass ess m e nt P eri o d

Eli gi bl e p arti ci p a nts wil l b e a d mitt e d t o t h e cli ni c al r es e ar c h u nit ( C R U) o n D a y  - 1.

Wit hi n t h e 3 w ei g ht c at e g ori es, p arti ci p a nts will b e r a n d o mi z e d usi n g a c o m p ut er -g e n er at e d 
all o c at i on c o d e:

 1: 1 t o d eli v er y  d e vi c e ( eit her P F S [r ef er e n c e] or AI [t est])
 wi t hi n e a c h d eli v er y d e vi c e gr o u p 1: 1: 1 t o i nj e ct i on- sit e ( ar m, t hig h, or a b d o m e n)

O n D a y  1, p artici p a nts will r e c ei v e a t ot al of 3 m L ( 30 0 m g miri ki z u m a b) as 2 S C i nj e cti o ns of 
1 m L a n d 2 m L d eli v er e d vi a P F S or AI i n t h e l o c ati o n assi g n e d b y t h e r a n d omi z at i on.

P arti ci p a nt s m a y  be all o w e d t o l e a v e t h e C R U aft er c o m pl et i n g t h e 4-h o ur s af et y a s s e s s m e nt s o n
D a y  1, or lat er at t h e i n v est i g at or’s dis cr eti o n, a n d will r et ur n f or P K a n d i m m u n o g e ni city
s a m pli n g a n d s af et y ass ess m e nts at pr e d efi n e d ti m es u p t o 1 2 w e e ks p ost d os e. P arti ci p a nt s will
b e m o nit or e d f or s af et y b et w e e n o ut p ati e nt visits b y  w a y of t el e p h o n e ass ess m e nt.

S af et y a n d t ol er a bilit y will  be ass ess e d t hr o u g h cli ni c al l a b or at or y  t e st s, vit al si g ns
m e as ur e m e nts, E C Gs, r e c or di n g of a d v ers e e v e nts, r e c or di n g of i nj e ct i on -sit e r ea cti o n s, p h ysi c al 
e x a mi n at i on, a n d i m m u n o g e ni cit y.

Dis cl os u r e St at e m e nt : T hi s is a n o p e n-l ab el , p ar all el-gr o u p bi o e q ui v al e n c e st u d y  wit h 2 ar ms.

N u m b e r of P a rti ci p a nt s:

U p t o a p pr o xi m at el y  2 4 0 p arti cip a nt s m a y  be e nr oll e d s o t h at a p pr o xi m at el y  2 1 6 p arti ci p a nt s 
( 1 0 8 i n t h e P F S gr o u p a n d 1 0 8 i n t h e AI gr o u p) c o m pl et e t h e st u d y.

I nt e r v e nti o n G r o u ps a n d D u r ati o n :

All p arti ci p a nts will b e s cr e e n e d wit hi n 2 8 d a ys pri or t o e nr oll m e nt. A si n gl e d os e of 
mir i ki z u m a b will b e a d mi nist er e d S C b y eit her P F S or AI i nt o t h e ar m, t hi g h, or a b d o m e n o n 
D a y  1 a n d p arti ci p a nts will b e f oll ow e d t hr o u g h D a y  8 5.

D at a M o nit o ri n g C o m mitt e e: N o

1. 2. S c h e m a

N ot a p pli c a bl e .
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1. 3. S c h e d ul e of A cti viti e s ( S o A)
St u d y S c h e d ul e P r ot o c ol I 6 T -M C -A M B X

S c r e e ni n g St u d y D a y C o m m e nts

P r o c e d u r e

-2 8 t o - 2 

d a y s pri or 

t o D a y 1

- 1 1 3
5

± 1 d

8

± 1 d

1 1

± 1 d

1 5

± 2 d

2 2

± 2 d

2 9

± 2 d

3 6

± 2 d

4 3

± 2 d

5 0

± 2 d

5 7

± 3 d

6 4

± 2 d

7 1

± 3 d

8 5

± 3 d or 

E D

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

M e di c al hist or y  a n d 

d e m o gr a p hi cs
X

R e vi e w a n d c o nfir m 

i n cl usi o n a n d 

e x cl usi o n crit eri a

X  X

A d missi o n t o C R U X

Dis c h ar g e fr o m C R U

X

P arti ci p a nts m a y b e dis c h ar g e d 

aft er c o m pl eti n g t h e 4 -h o ur s af et y 

ass ess m e nts o n D a y 1, or l at er at 

t h e i n v esti g at or’s dis cr eti o n.

O ut p ati e nt visit X X  X  X  X  X  X  X  X  X  X  X

S af et y ass ess m e nt 

(t el e p h on e c all) X  X  X

T o c h e c k o n t h e pr es e n c e of a n y 

A Es a n d c o n c o mit a nt 

m e di c ati o ns.

R a n d o mi z ati o n X

P arti ci p a nts will b e r a n d o mi z e d 

1: 1 t o 1 of 2 d eli v er y d e vi c es a n d 

1: 1: 1 t o 1 of 3 i nj e cti o n l o c ati o ns 

p er d eli v er y d e vi c e. 

H ei g ht, w ei g ht, a n d 

B MI
X X

O nl y w ei g ht will b e m e as ur e d o n 

D a y 8 5 or E D.

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

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

X  X X

C o m pl et e p h ysi c al e x a mi n ati o n at 

S cr e e ni n g . S y m pt o m-dir e ct e d 

e x a mi n ati o ns a n d ass ess m e nts at 

ot h er ti m es, a n d as d e e m e d 

n e c ess ar y b y t h e i n v esti g at or.
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S c r e e ni n g St u d y D a y C o m m e nts

P r o c e d u r e

-2 8 t o - 2 

d a y s pri or 

t o D a y 1

- 1 1 3
5

± 1 d

8

± 1 d

1 1

± 1 d

1 5

± 2 d

2 2

± 2 d

2 9

± 2 d

3 6

± 2 d

4 3

± 2 d

5 0

± 2 d

5 7

± 3 d

6 4

± 2 d

7 1

± 3 d

8 5

± 3 d or 

E D

Vit al si g ns ( p uls e r at e 

a n d bl o o d pr ess ur e) 

(sitti n g) ( h o urs)

X

P,

2 t o 

4 h

X X X

D a y  1: 2- t o 4-h o ur ass ess m e nt t o 

b e c o n d u ct e d at l e ast 2 h o urs aft er 

s e c o n d i nj e cti o n a n d pri or t o 

dis c h ar g e at a p pr o xi m at el y 

4 h o urs p ost d os e. Ti m e p oi nts 

m a y  b e a d d e d if w arr a nt e d a n d 

a gr e e d u p o n b et w e e n Lill y a n d t h e 

i n v esti g at or.

Cli ni c al l a b or at or y 

t ests
X  X  X X  X X

S e e S e cti o n 1 0. 2 , Cli ni c al 

L a b or at o r y T ests, f or d et ails.

S er ol o g y
X

S e e S e cti o n 1 0. 2 , Cli ni c al 

L a b or at o r y T ests, f or d et ails.

Q u a nti F E R O N ® -T B 

G ol d t est
X

Et h a n ol t est a n d dr u g 

s cr e e n

X  X

Ur i n e dr u g t est will b e c o n d u ct e d 

at s cr e e ni n g a n d c h e c k -i n 

( D a y - 1). A uri n e et h a n ol t est will 

b e c o n d u ct e d at s cr e e ni n g a n d a 

br e at h -t est at c h e c k -i n on D a y  - 1.

T ests m a y b e r e p e at e d l o c all y at 

a d diti o n al ti m e p oi nts at t h e 

dis cr eti o n of t h e i n v esti g at or.

F S H X F e m al es o nl y. S e e S e cti o n 1 0. 4 . 

Pr e g n a n c y t est 

(f e m al es o nl y)

X  X X

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

p erf or m e d at s cr e e ni n g a n d 

D a y  -1. Uri n e pr e g n a n c y t est will

b e p erf or m e d l o c all y at D a y 8 5 or 

E D. S e e S e cti o n 1 0. 4 . 

Si n gl e 1 2 -l e a d E C G 

(s u pi n e) X  X X

M a y  be o bt ai n e d at a d diti o n al 

ti m es, w h e n  d e e m e d cli ni c all y 

n e c ess ar y.
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S c r e e ni n g St u d y D a y C o m m e nts

P r o c e d u r e

-2 8 t o - 2 

d a y s pri or 

t o D a y 1

- 1 1 3
5

± 1 d

8

± 1 d

1 1

± 1 d

1 5

± 2 d

2 2

± 2 d

2 9

± 2 d

3 6

± 2 d

4 3

± 2 d

5 0

± 2 d

5 7

± 3 d

6 4

± 2 d

7 1

± 3 d

8 5

± 3 d or 

E D

Miri ki z u m a b 

a d mi nistr ati o n 

( 2 i nj e cti o ns p er 

d os e)

X

S e e S e cti o n 6. 1 . 

Miri ki z u m a b P K 

s a m pl e
P  X  X  X  X  X  X  X  X  X  X  X

I m m u n o g e ni cit y 

s a m pl e
P X  X X

P h ar m a c o g e n eti c 

s a m pl e
P

A E a n d c o n c o mit a nt 

m e di c ati o n
X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

If a n A E of I S R is r e p ort e d, t h e 

i n v esti g at or or d esi g n e e will 

c o m pl et e a s u p pl e m e nt al I S R A E 

f or m. 

A b br e vi ati o ns: A E = a d v ers e e v e nt; B MI = b o d y m ass i n d e x; C R U = cli ni c al r es e ar c h u nit; d = d a y ; E C G = el e ctr o c ar di o gr a m; E D = e arl y dis c o nti n u ati o n; 

F S H = f olli cl e -sti m ul ati n g h or m o n e; h = h o ur(s); I S R = i nj e cti o n-sit e r e a cti o n; P = pr e d os e; P K = p h ar m a c o ki n eti c; T B = t u b er c ul osis.
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2. I nt r o d u cti o n

2. 1. St u d y R ati o n al e

St u d y  I 6 T-M C -A M B X ( A M B X) will ass ess t h e p h ar m a c o ki n et i cs ( P K ), s af ety,  a n d t oler a bili t y 
of  a 3 0 0-m g s u b c ut a n e o us ( S C ) d os e of miri ki z u m a b ( L Y 3 0 7 4 8 2 8 ;  

 s oluti o n f or m ul ati o n a d mi nist er e d usi n g i n v est i g ati on al 
m a n u al pr e -fill e d s yri n g e (P F S ) ( 1- a n d 2 -m L) or i n v esti g ati o n al a ut oi nj e ct or ( AI ) ( 1- a n d 2 -m L). 
B ot h d e vi c es will b e e v al u at e d at 3 diff er e nt i nj e ct i o n sit es ( ar m, t hi g h, a n d a b d om e n) i n or d er t o 
e x p a n d t h e o pti o ns f or a d mi nistr ati o n i n p at i ent  us e.  

 

2. 2. B a c k g r o u n d

Mi riki z u m a b is a h u m a ni z e d i m m u n o gl o b uli n G 4 ‒ v ari a nt m o n o cl o n al a nt i b o d y t h at is dir e ct e d 
a g ai nst t h e p 1 9 s u b u n it of i nterl e u ki n (I L)-2 3 a n d d o es n ot bi n d I L -1 2. Mi riki z u m a b is b ei n g 
d e v el o p e d f or t h e tr e at m e nt of a ut oi m m u n e dis e as es, i n cl u di n g ps ori asis, C D, a n d u l c er ati v e 
c olit is (U C ), i n w hi c h t h e I L-2 3 p at h w a y  is t h o u g ht t o h a v e a si g nifi c a nt p at h o g e ni c r ol e. 

Cli ni c al p h ar m a c o l og y  st u di es h a v e d e m onstr at e d a n a c c e pt a bl e s af et y pr ofil e i n h e alt h y 
p arti ci p a nts f oll owi n g si n gl e -d os e i ntr a v e n o us (I V) a d mi nistr ati o n u p t o 2 4 0 0 m g (s e e 
S e cti o n 2. 2. 1 ). 

T h e r el at i v e b i oa v ail a bilit y o f 1 2 5 m g mir i ki z u m a b w h e n a d mi nist er e d as 1- m L S C i nj e cti ons b y 
ei t her P F S or AI at diff er e nt i nj e ct i on sit es w as e v al u at e d i n S t u d y I 6 T-M C -A M B E ( A M B E). 

 
 

2. 2. 1. S af et y

As of t h e I n v esti g at or’s Br o c h ur e (I B) c ut off d at e ( 1 3 S e pt e m b er 2 0 2 0) , t h er e h a v e b e e n 
a p pr o xi m at el y  2 7 4 5 p arti ci p a nt s i n cl u d e d i n P h as e 1 t o 3 st u di es of mir i ki z u m a b. T h es e st u die s 
i n cl u d e 1 7 2 8 p arti ci p a nt s wi t h p s oria si s , 7 p artici p a nt s wi t h g e n er ali z e d p ust ul ar ps ori asis ,
1 1 p arti ci p a nts wit h er y t hr o d er mi c p s oriasis, 2 3 0 p arti ci p a nt s wi t h U C, 1 8 6 p arti ci p a nts wit h 
C D, a n d 5 8 3 h e alt h y p art i ci p a nts w h o w er e e x p os e d t o at l e ast o n e d os e of mir i ki z u m a b wi t h
si n gl e d os es r a n gi n g fr om 5 t o 2 4 0 0 m g a n d m ult i pl e d os es r e a c hi n g a m a xi m u m of 1 0 0 0 m g I V 
or 3 0 0 m g S C. 

I n cli ni c al p h ar m a c o l og y  st u di es, si n gl e I V d os es of u p t o 2 4 0 0 m g h a v e b e e n a d mi nist er e d t o 
h e alt h y C a u c asi a n a n d J a p a n es e p arti ci p a nts ( St u d y I 6 T -M C -A M A D). N o d os e -r el at e d s af ety or 
t oler a bilit y iss u es w er e o bs er v e d i n t his st u d y or i n ot h er o n g oi n g cli ni c al p h ar m a col o g y  st u di es 
wi t h si n gl e S C d os es r a n gi n g fr om 1 2 0 t o 2 4 0 0 m g a n d at m ul tipl e d os es u p t o a m a xi m u m  of 
3 0 0 m g. 

Si x c o m pl et e d st u di e s (I 6 T -M C -A M A L [ A M A L], I 6 T -M C -A M A E [ A M A E], I 6 T -M C -A M A Q 
[ A M A Q], I 6 T-M C -A M A R [ A M A R], I 9 O -M C -A A B C [ A A B C], a n d A M B E) a n d o n g oi n g st u d y  

C CI

C CI

C CI
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I 6 T-M C -A M B W ( A M B W; n o d at a a v ail a bl e c urr e nt l y) c o m p ar e d t h e bi o a v ail a bilit y,  s af ety,  a n d 
t oler a bilit y of v ari o us f or m ul at i ons of miri ki z u m a b d eli v er e d b y eit h er P F S, AI, or S C i nf usi o n. 
Mi riki z u m a b w as w ell t ol er at e d; h o w e v er, as y m pt o m at i c r e d u ctio ns i n n e utr o p hil c o u nts w er e 
s e e n i n a mi n orit y of  p artici p a nts. T h e i n ci d e n c e of i nj e cti o n-sit e r e a ctio ns ( I S Rs) w as hi g hl y 
v ari a bl e a cr oss st u di es d u e t o t h eir diff eri n g d esi g ns a n d tr e at m e nts; h o w e v er, I S Rs c o m pris e d 
m o st l y mil d t o m o d er at e p ai n a n d v e r y sli g ht t o w ell-d efi n e d er y t he m a.

2. 2. 2. D e at hs, S e ri o us A d v e rs e E v e nts, a n d Dis c o nti n u ati o ns d u e t o a n A d v e rs e E v e nt

N o d e at hs h a v e b e e n r e p ort e d in a n y of t h e c o m pl et e d or o n g oi n g cli ni c al p h ar m a c ol o g y  st u di es.
O n e p arti ci p a nt i n P h as e 1 S t u d y A A B C w as dis c o n tin u e d d u e t o 1 s eri o us a d v ers e e v e nt ( S A E )
of  mali g n a nt br ai n n e o pl as m; t h e e v e nt w as n ot c o nsi d er e d t o b e r el at e d t o st u d y  tr e at m e nt b y t h e 
i n v esti g at or.I n P h as e 2 a n d 3 st u di es wit h p arti ci p a nts h a vi n g ps ori asis, U C, or C D, u p t o t h e I B 
c ut off d at e, 1 d e at h o c c urr e d fr o m m y o c ar di al i nf ar cti o n , 1 d e at h o c c urr e d fr o m l u n g c a n c er , 1 
s u d d e n d e at h o c c urr e d fr o m a p ost-o p er ati v e u n k n o w n c a us e , 1 d e at h o c c urr e d fr o m p o st -
pr o c e d ur al  c o mpli c at i on, a n d 2 d e at h s o c c urr e d d u e t o C O VI D - 1 9, n o n e of  w hi c h w er e
c o nsi d er e d r el at e d t o st u d y  dr u g b y t h e i n v esti g at or.

S eri o us a d v ers e e v e nts ( A Es) a n d dis c o nt i n u ati ons d u e t o A Es ar e s u m m ari z e d i n t h e I B.

2. 2. 3. Ot h e r T r e at m e nt -E m e r g e nt A d v e rs e E v e nts

I n P h as e 1 st u di es t h at w er e i nt e gr at e d f or s af ety a n al ys es i n t h e I B, t h e m o st f r e q u e ntl y r e p ort e d 
(≥ 5. 0 %) tr e at me nt -e m er g e nt A Es ( T E A Es ) i n t h e 5 8 3 h e alt h y p art i ci p a nts tr e at e d wit h 
mir i ki z u m a b w er e I S Rs (2 0. 9 % ), n as o p h ar y n gitis ( 8. 4 %), a n d h e a d a c h e ( 5. 7 %). 

A d mi ni str ati o n of  miri ki z u m a b usi n g AI s h as pr e vi o usl y s h o w n t o b e s af e a n d w ell t oler at e d i n 
h e alt h y p arti ci p a nts , b as e d o n T E A Es a n d i nj e ct i on- sit e p ain, f or t h e 1- m L AI i n s t u di es A M B E 
a n d A M A Q a n d f or t h e 2 -m L AI i n st u di es A M A Q a n d A M A R . 

Tr e at m e nt -e m er g e nt A Es i n P h as e 2 a n d 3 st u di es wit h p arti ci p a nts h a vi n g ps ori asis, U C, or C D 
ar e s u m m ari z e d i n t h e I B.

2. 2. 4. P h a r m a c o ki n eti cs

St u di es i n h e alt h y p arti ci p a nts a n d p arti ci p a nts wit h ps ori asis, U C, or C D f o u n d t h at s y st e mi c 
e x p os ur e of  miri ki z u m a b i n cr e as es i n pr o p orti o n t o d os e, a n d t h at miri ki z u m a b h as a h alf -lif e 
of a p pr o xi m at el y  1 0 d a ys a n d S C bi o a v ail a bility of 4 0 %.

St u di es A M A R a n d A M B E c o m p ar e d t h e P K of miri ki z u m a b f o ll owi n g S C d eli v er y  of 
mir i ki z u m a b usi n g P F S v ers us AI. F oll o wi n g a d mi nistr ati o n of 2 5 0 m g mir i ki z u m a b d eli v er e d as 
1 x 2- m L AI, g e o m etri c l e ast s q u ar es (L S ) m e a n A U C fr o m ti m e z er o t o i nfi nit y ( A U C [0- ∞] ) 
a n d m a xi m u m o bs er v e d dr u g c o n c e ntr ati o n ( C m a x ) i n cr e as e d 5 % a n d 1 9 %, r es p e cti v el y, r el ati v e 

t o t he s a m e miri ki z u m a b d os e d eli v er e d as 2 x 1 -m L P F S. F oll o wi n g a d mi nistr ati o n of 1 2 5 m g 
mir i ki z u m a b d eli v er e d as 1 x 1-m L AI, g e o m etri c L S m e a n A U C( 0 -∞) a n d C m a x i n cr e as e d 1 2 % 

r elat i v e t o t h e s a m e miri ki z u m a b d os e d eli v er e d as 1 x 1-m L P F S. I n b ot h st u di es, n o diff er e n c es 
i n m e di a n tim e t o m a xi m u m  obs er v e d dr u g c o n c e ntr ati o n ( tm a x ) of  miri ki z u m a b w er e n ot e d 

b et w e e n tr e at m e nt ar ms. 
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E x p os ur e b y  inj e ct i on l oc ati o n i n st u d y A M B E d e m o nstr at e d st atist i call y si g nifi c a nt diff er e n c es 
(t h at is, t he 9 0 % c o nfi d e n c e i nt er v al [ CI ] f or t h e r ati o of g e o m etri c L S m e a ns e x cl u d e d u nit y)  
w h e n c o m p ar i n g t h e 2 a d mi nistr ati o n m et h o ds:

 P F S a n d AI a d mi nistr ati o n i nt o t h e a b d o m e n

o e x p os ur e i n cr e as e d b y u p t o 6 2 % f oll o wi n g a d mi nistr ati o n usi n g t h e AI c o m p ar e d 
t o P F S.

O v er all, t h e miri ki z u m a b P K is e x p e ct e d t o b e si mil ar f or AI a n d P F S d e vi c es b as e d o n t h e 
r e s ult s of t h es e e x pl or at or y p ar all el-gr o u p st u di e s.

2. 2. 5. I m m u n o g e ni cit y

Tr e at m e nt -e m er g e nt a nt i dr u g a nti b o di es ( T E-A D A) h a v e b e e n o bs er v e d i n p art i ci p a nts i n all 
cli ni c al tri als i n v o l vi n g miri ki z u m a b a d mi nistr ati o n. I n t h e m aj ority of  T E-A D A + p arti ci p a nts, 

tit er s w er e lo w a n d h a d n o cl e ar i m p a ct o n dr u g e x p os ur e a n d, if m e as ur e d, effi c a c y. Wit h a f e w 
p arti ci p a nt s wi t h mo d er at e -t o-s e v er e ps o ri asis, tit ers w er e s uffi ci e ntl y hi g h t o i m p a ct dr u g 

e x p os ur e. T h er e w as n o cl e ar ass o ci at i on wi t h t h e d e v el o p m e nt of i m m u n o g e ni city t o 
mir iki z u m a b a n d p at i ent s r e p orti n g I S Rs/ h yp er s e n si tivit y e v e nts.

2. 3. B e n efit/ Ri s k A s s e s s m e nt
A s wi t h ot h er i m m u n om o d ul at or y  t h er a pie s, mi riki z u m a b m a y  in cr e a s e t h e ri s k of d e v el o pi n g a n 
i nf e cti on or m a y e x a c er b at e a n e xist i n g i nf e cti on. T h es e m a y i n cl u d e o p p ort u nist i c i nf e cti ons 

a n d r e a ct i v ati on of l at e nt i nf e cti o ns, s u c h as tu b er c ul osis ( T B ) a n d h e p at itis B, alt h o u g h s u c h 
i nf e cti ons h a v e n ot b e e n r e p ort e d i n h e alt h y v o l unt e er cli ni c al tri als a d mi nist eri n g miri ki z u m a b 

to d at e. T h er ef or e, p arti ci p a nts t esti n g p ositi v e f or h e p at itis B/ C, h u m a n i m m u n o d efi ci e n c y  vir us 
(HI V ), or T B at s cr e e ni n g will n ot b e p er mitt e d t o p arti ci p at e i n t his st u d y. I m m u n om o d ul at or y  

t her a pi es m a y i n cr e as e t h e ris k of m ali g n a n ci es; h o w e v er, d u e t o t he si n gl e d os e of miri ki z u m a b 
b ei n g a d mi nist er e d i n t his st u d y , it is n ot c o nsi d er e d n e c ess ar y t o mo ni t or for s u c h eff e cts.

I mm e di at e h y p er s e n si tivi t y r e a cti ons ( a n a p h yl a ct i c r e a ctio n a n d i nf usi o n- r elat e d h y p ers e nsit i vity 
r e a ctio n), i n cl u di n g urti c ari a, a n gi o e d e m a, a n d a n a p h yl a xis, h a v e r ar el y  b e e n r e p ort e d wit h t h e 
a d mi nistr ati o n of miri ki z u m a b.

N o ot h er cli ni c all y  si g nifi c a nt s af ety or t ol er a bilit y c o n c er ns h a v e b e e n i d e nt ifi e d t o d at e i n 

p arti ci p a nts e x p os e d t o miri ki z u m a b u p t o t h e hi g h est d os es gi v e n (si n gl e 2 4 0 0-m g I V a n d S C 
d os es). Of n ot e, t h e 2 4 0 0 -m g S C d os e of mir i ki z u m a b w as a d mi nist er e d i n c o nj u n cti on wi t h 
h u m a n r e c o m bi n a nt h y al ur o ni d as e as a n i nt e gr al c o m p o n e nt of t h e f or m ul at i on.

H e al t h y p arti cip a nts ar e n ot e x p e ct e d t o d eri v e a n y b e n efit fr o m p arti ci p at i n g i n st u di es i n w hi c h 
mir i ki z u m a b is a d mi nist er e d.

A s t hi s st u d y will us e P F S a n d AIs, d e vi c e-b as e d ris ks will b e e v al u at e d b as e d o n I S R A Es a n d 

bl e e di n g / br uisi n g ass ess m e nts. P ossi bl e d e vi c e-b as e d ris ks i n cl u d e l o c al eff e cts s u c h as p ai n at 
t he i nj e ct i on sit es fr o m ei t her t h e n e e dl e or t h e s ol uti o n e ntr y  int o t h e S C ti ss u e, s w elli n g, 

er y t he m a, bl e e di n g, a n d br uisi n g. T h es e ris ks ar e mit i g at e d b y tr ai ni n g of i n v esti g ati v e sit e st aff 
o n pr o p er i nj e cti o n t e c h ni q u es. S yst e mi c eff e cts m a y  in cl u d e s w e at i n g, f e eli n g f ai nt, or f e v er, as 
a si g n of  inf e cti o n.
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M or e d et ail e d i nf or m at i on a b o ut t h e k n o w n a n d e x p e ct e d b e n efits a n d ris ks a n d r e as o n a bl y 
e x p e ct e d A Es of  mir i kiz u m a b m a y b e f o u n d i n t h e I B a n d ris ks as w ell as r e as o n a bl y a nti ci p at e d 
a d v ers e d e vi c e eff e cts of t h e AI ar e f o u n d i n t h e d e vi c e I B .
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3. O bj e cti v es a n d E n d p oi nts

O bj e ct i v es E n d p oi nts

Pri m ar y

 T o e v al u at e t h e P K of S C i nj e ct i ons of 

3 0 0 m g mi riki z u m a b s o l uti on 

a d mi nist er e d usi n g 1 -m L a n d 2 -m L 
P F S a n d 1 -m L a n d 2 -m L AIs i n 

h e alt h y p arti ci p a nt s .

 C m a x , A U C( 0-∞), a n d A U C( 0 -tl ast)

S e c o n d ar y

 T o d es cri b e t h e s af et y a n d t ol er a bili t y 

of  miri ki z u m a b i n h e alth y p art i ci p a nts

 T E A Es a n d S A Es

A b br e vi ati o ns: AI = a ut oi nj e ct or; A U C( 0 -∞) = ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e z er o t o 
i nfi nit y; A U C( 0-tl ast) = ar e a u n d er t h e c o n c e ntr at i on v ers us ti m e c ur v e fr o m ti m e z er o t o ti m e t, w h er e t is t h e l ast 

ti m e p oi nt wit h a m e as ur a bl e c o n c e ntr ati o n; C m a x = m a xi m u m o bs er v e d dr u g c o n c e ntr ati o n; P F S = pr e- fill e d 

s yri n g e; P K = p h ar m a c o ki n eti cs; S A E = s eri o us a d v ers e e v e nt; S C = s u b c ut a n e o us; 

T E -A D A = tr e at m e nt-e m er g e nt a nti dr u g a nti b o d y; T E A E = tr e at m e nt-e m er g e nt a d v ers e e v e nt. 

C CI
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4. St u d y D e si g n

4. 1. O v e r all D e si g n
St u d y  A M B X is a P h as e 1, o p e n-l ab el, 2 -ar m , r a n d o mi z e d, p ar all el-d esi g n, si n gl e -d o s e, 
m ult i-sit e st u d y in h e al t h y p artici p a nts. 

S c r e e ni n g

All p arti ci p a nts will b e s cr e e n e d wit hi n 2 8 d a ys pri or t o e nr oll m e nt. At s cr e e ni n g, p arti ci p a nts 
will b e str atifi e d i nt o 1 of 3 w ei g ht c at e g ori es (l ess t h a n 7 0 k g, 7 0 t o 8 0 k g, a n d m or e t h a n 
8 0 k g). 

T r e at m e nt a n d Ass ess m e nt P e ri o d

Eli gi bl e p arti ci p a nts wi ll b e a d mitt e d t o t h e cli ni c al r es e ar c h u nit (C R U ) o n D a y  -1. 

Wit hi n t h e 3 w ei g ht c at e g ori es, p arti ci p a nts will b e r a n d o mi z e d ( T a bl e A M B X. 1 ) usi n g a 
c o m p ut er -g e n er at e d all o c ati o n c o d e ( S e cti o n 6. 3 ):

 1: 1 t o d eli v er y  d e vi c e ( eit her P F S [r ef er e n c e] or AI [t est])

 wi t hi n e a c h d eli v er y-d e vi c e gr o u p 1: 1: 1 t o i nj e cti o n-sit e ( ar m, t hig h, or a b d o m e n)

O n D a y  1, p artici p a nts will r e c ei v e a t ot al of 3 m L ( 3 0 0 mg miri ki z u m a b) as 2 S C i nj e cti o ns of 
1 m L a n d 2 m L d eli v er e d vi a P F S or AI i n t h e l o c ati o n assi g n e d b y t h e r a n d o mi z at i on.

P arti ci p a nt s m a y  be all o w e d t o l e a v e t h e C R U aft er c o m pl et i n g t h e 4-h o ur s af et y ass ess m e nts o n 
D a y  1, or lat er at t h e i n v est i g at or’s dis cr eti o n, a n d will r et ur n f or P K a n d i m m u n o g e ni city 

s a m pli n g a n d s af et y ass ess m e nts at pr e d efi n e d ti m es u p t o 1 2 w e e ks p ost d os e. P arti ci p a nts will 
b e m o n itor e d f or s af et y b et w e e n o ut p ati e nt visits b y  w a y of t el e p h o n e ass ess m e nt.

S af et y a n d t ol er a bilit y will  be ass ess e d t hr o u g h cli ni c al l a b or at or y  t e st s, vit al si g ns 
m e as ur e m e nts, E C Gs, r e c or di n g of a d v ers e e v e nts, r e c or di n g of i nj e ct i on -sit e r e a ctio n s, a n d 
p h ysi c al e x a mi n at i on.
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T a bl e A M B X. 1. St u d y A M B X Str atifi c ati o n a n d R a n d o mi z ati o n Pl a n

W ei g ht C at e g o r y 

( P a rti ci p a nts)a I nj e cti o n D e vi c e
S u b c ut a n e o us I nj e cti o n 

L o c ati o n b

D esi r e d N u m b e r 

of P a rti ci p a nts

L o w

< 7 0 k g

( ~7 2 p arti ci p a nts)

1 x 1- m L + 1 x 2 -m L P F S ( R ef er e n c e)

or Ar m
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1- m L + 1 x 2 -m L P F S ( R ef er e n c e)

or A b d o m e n
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1 -m L + 1 x 2 -m L P F S ( R ef er e n c e)

or T hi g h
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

M e di u m

7 0 – 8 0 k g

( ~ 7 2 p arti ci p a nts)

1 x 1- m L + 1 x 2 -m L P F S ( R ef er e n c e)

or Ar m
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1 -m L + 1 x 2 -m L P F S ( R ef er e n c e)

or A b d o m e n
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1 -m L + 1 x 2 -m L P F S ( R ef er e n c e)

or T hi g h
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

Hi g h

> 8 0 k g

( ~ 7 2 p arti ci p a nts)

1 x 1- m L + 1 x 2 -m L P F S ( R ef er e n c e)

or Ar m
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1 -m L + 1 x 2 -m L P F S ( R ef er e n c e)

or A b d o m e n
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

1 x 1 -m L + 1 x 2 -m L P F S ( R ef er e n c e)

or T hi g h
1 2

1 x 1 -m L + 1 x 2 -m L AI ( T est) 1 2

A b br e vi ati o ns: ~ = a p pr o xi m at el y; AI = a ut oi nj e ct or; P F S = pr e -fill e d s yri n g e. 

a. A p pr o xi m at e l y e q u al n u m b ers of p arti ci p a nts will b e r e cr uit e d t o e a c h w ei g ht c at e g or y.

b. A d os e of st u d y i nt er v e nti o n will c o nsist of 2 s u b c ut a n e o us i nj e cti o ns of miri ki z u m a b i nt o t h e ar m, t hi g h, 

or  a b d o m e n. All d os es will b e a d mi nist er e d b y tr ai n e d sit e st aff. 

4. 2. S ci e ntifi c R ati o n al e f o r St u d y D esi g n

 
 p o p ul atio n of  he al t hy 

p arti ci p a nt s i s fr e q u e ntl y us e d i n t h e ass ess m e nt of t h e P K of b ot h s m all a n d l ar g e m ol e c ul es.

Si n gl e 3 0 0- m g d o s e s of miri ki z u m a b a n d t h e P K s a m pli n g ti m e p o i nts h a v e b e e n s el e ct e d t o 
g e n er at e P K pr ofil es s uffi ci e nt t o f ulfill t h e st u d y  o bj e cti v es.

P arti ci p a nts will b e r a n d o mi z e d t o r e c ei v e i nj e ct i ons i n t h e ar m, t hi g h, or a b d o m e n, as i nj e cti on 
l oc at i on h as b e e n o bs er v e d t o h a v e a n i m p a ct o n bi o a v ail a bilit y i n s om e st u di es wit h
mir i ki z u m a b.

Pr e vi o us p o p ul ati o n P K a n al ys es h a v e s h o w n t h at p ati e nts wit h a l o w er b o d y w ei g ht t e n d e d t o 
h a v e a l o w er cl e ar a n c e a n d/ or c e ntr al v o l um e of distri b ut i on. W hil e t h e eff e cts of b o d y  w eig ht o n 

C CI
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t hes e P K p ar a m et ers w er e st atist i c all y si g nifi c a nt, it w as n ot c o nsi d er e d t o b e cli ni c all y r el e v a nt. 
H o w e v er, t o mit i g at e t h es e p ot e nti all y c o nf o u n di n g eff e cts, a p pr o xi m at el y e q u al n u m b ers of 
p arti ci p a nts i n e a c h w ei g ht c at e g or y  ar e pr o p os e d t o a v oi d a l ar g e diff er e n c e i n m e a n w ei g ht 
b et w e e n t h e t est a n d t h e r ef er e n c e d eli v er y- d e vi c e gr o u ps. A p arti ci p a nt p o p ul at i on of 7 2 p er 
w ei g ht gr o u p i s a n a p pr o xi m at e t ar g et wit h t h e r e c o m m e n d e d w ei g ht c at e g ori es s el e ct e d b as e d 
o n t h e di stri b ut i on of w ei g ht s i n prior st u di es. T h e n u m b er of p arti ci p a nts assi g n e d t o e a c h 
d eli v er y  d e vi c e a n d t h e n u m b er of p arti ci p a nts assi g n e d t o e a c h sit e of i nj e cti on is d esir e d t o b e 
b al a n c e d. 

A p ar all el -gr o u p d e si g n is c h os e n b e c a us e miri ki z u m a b h as a h alf -lif e of a p pr o xi m at el y 1 0 d a ys. 
A d dit i on all y , a cr o s s o v er st u d y c o uld c o nf o u n d P K d at a if p arti ci p a nts d e v el o p n e utr ali zi n g 
a nt i dr u g a nti b o di es (A D As ).

4. 3. J u stifi c ati o n f o r D o s e

T h e 3 0 0 -m g d os e of miri ki z u m a b c h os e n f or t his st u d y is b as e d o n :

 3 0 0 m g b ei n g f o u n d s af e a n d t oler a bl e i n P h as e 2 st u di es,

 3 0 0 m g b ei n g e v al u at e d i n t h e P h as e 3 d e v el o p m e nt pr o gr a m, a n d

 t he v ol u m e o f s o l uti on t h at c a n b e d eli v er e d t hr o u g h 2 P F S/ AI ( a 1 m L a n d a 2 m L
P F S/ AI) a n d t h e s o l ubilit y of miri ki z u m a b ( 1 0 0 m g/ m L).

4. 4. E n d of St u d y D efi niti o n

A p arti ci p a nt is c o nsi d er e d t o h a v e c o m p l et e d t h e st u d y if h e/s h e h as c o m p l et e d all r e q uir e d 
p h as es of t h e st u d y  in cl u di n g t he l a st vi sit s h o w n i n t h e S o A (S e cti o n 1. 3 ).

T h e e n d o f t he st u d y  is d efi n e d as t h e d at e of t he l ast visit of t h e la st p arti ci p a nt i n t h e st u d y .

C CI

C CI
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5. St u d y P o p ul ati o n

Eli gi bilit y of  p artici p a nts f or e nr oll m e nt i n t h e st u d y  will b e b as e d o n t h e r es ults of s cr e e ni n g 
m e di c al hist or y , p h ysi c al e x a mi n at i on, vit al  sig ns, cli ni c al l a b or at or y  t e st s, a n d 
el e ctr o c ar di o gr a m ( E C G). T h e n at ur e of a n y c o n diti o ns pr es e nt at t h e ti m e of t h e p h ysi c al 
e x a mi n at i on a n d a n y pr e e xist i n g c o n di tio n s will b e d o c u m e nt e d.

T h e i n cl usi o n a n d e x cl usi o n cri t eria us e d t o d et er mi n e eli gi bilit y s h o uld b e a p pli e d at s cr e e ni n g 
o nl y , u nl ess s p e cifi e d ot h er wis e , a n d n ot c o nti n u o usl y t hr o u g h o ut t h e st u d y.

P arti ci p a nts will b e s cr e e n e d wi t hi n 2 8 d a y s pri or t o e nr oll m e nt. P arti ci p a nts w h o ar e n ot 
e nr o ll e d wit hi n 2 8 d a ys of  s cr e e ni n g ma y u n d er g o a n a d dit i on al m e di c al ass ess m e nt a n d/ or 
cli ni c al m e a s ur e m e nts t o c o nfir m t h eir eli gi bilit y.  I n s u c h i nst a n c es, r e p e at t h e f oll o wi n g 
s cr e e ni n g t ests a n d pr o c e d ur es: w ei g ht, vit al si g ns, E C G, cli ni c al l a b or at or y t ests, a n d pr e g n a n c y 
t est (f e m al es o nl y).

Pr os p e cti v e a p pr o v al o f pr ot o c ol  d e vi atio n s t o r e cr ui t me nt a n d e nr o ll m e nt crit eri a, als o k n o w n as 
pr ot o c ol  w ai v ers or e x e m pti ons, is n ot p er mitt e d.

5. 1. I n cl u si o n C rit e ri a

P arti ci p a nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y o nl y if all o f t he f ol l owi n g crit er i a a p pl y:

A g e

1. P arti ci p a nt m ust b e 1 8 t o 6 5 y e ars of a g e , i n cl usi v e, at t h e ti m e of si g ni n g t h e i nf or m e d 
c o ns e nt.

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

2. P arti ci p a nts w h o ar e o v ertl y h e alt h y, as d et er mi n e d b y  me di c al e v al u at i on i n cl u di n g:

 m e di c al hi st or y

 p h ysi c al e x a mi n at i on
 cli ni c al l a b or at or y  t e st s

 E C G a n d
 vit al  si g ns.

3. H a v e cli ni c al l a b or at or y  t e st r e s ult s wit hi n n or mal r ef er e n c e r a n g e f or t h e p o p ul at i on or 
i n v esti g ati v e sit e, or r es ults wit h a c c e pt a bl e d e vi ati o ns t h at ar e j u d g e d t o b e n ot cli ni c all y 

sig nifi c a nt b y  t h e i n v esti g at or
4. H a v e v e n o us a c c ess s uffi ci e nt t o all o w f or bl o o d s a m pli n g as p er t h e pr ot o c ol

5. A gr e e n ot t o d o n at e bl o o d or pl as m a u nt il aft er t h e e n d of t h eir p arti ci p ati on i n t h e st u d y
6. A r e r eli a bl e a n d willi n g t o m a k e t h e ms el v es a v ail a bl e f or t h e d ur ati o n of t h e st u d y  a n d 

ar e willi n g t o f o ll ow st u d y  pr o c e d ur e s.

W ei g ht

7. B o d y  mass i n d e x wi t hi n t h e r a n g e 1 8. 0 t o 3 2. 0 k g/ m 2 (in cl usi v e).
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S e x

8. M al e s a n d f e m al es.

C o ntr a c e pti v e us e b y p arti ci p a nt s s h o uld b e c o nsist e nt wit h l o c al r e g ul at i ons r e g ar di n g t h e 
m et h o ds of c o ntr a c e pti o n f or t h os e p arti ci p at i n g i n cli ni c al st u di es.

a. M al e p arti ci p a nts:
i. M al es m a y  p artici p at e i n t hi s st u d y.

b. F e m al e p arti ci p a nts:
i. W o m e n of c hil d b e ari n g p ot e nti al m a y  p artici p at e i n t his st u d y.

ii. W o m e n n ot of c hil d b e ari n g p ot e nti al m a y p arti ci p at e i n t his st u d y.

Pl e as e r ef er t o S e cti o n 1 0. 4 f or d efi niti ons a n d a d dit i on al g ui d a n c e r el at e d t o c o ntr a c e pti o n.

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

9. C a p a bl e of gi vi n g si g n e d i nf or m e d c o ns e nt as d es cri b e d i n S e ct i on 1 0. 1 , w hi c h i n cl u d es 

c o m pli a n c e wi t h t h e r e q uir e me nt s a n d r e stri ct i ons list e d i n t h e i nf or m e d c o ns e nt f or m 
(I C F) a n d i n t his pr ot o c ol .

5. 2. E x cl usi o n C rit e ri a

P arti ci p a nt s ar e e x cl u d e d fr o m  t h e st u d y if a n y of t h e f o ll owi n g cri t eria a p pl y:

M e di c al C o n diti o ns

1. H a v e k n o w n all er gi es t o miri ki z u m a b, r el at e d c o m p o u n ds, or a n y  c o mp o n e nts of 
t he f or m ul at i on, or hi st or y of si g nifi c a nt at o p y

2. H a v e s elf - p er c ei v e d d ull n ess or l oss of s e ns at i on i n eit h er ar m or t hi g h or o n 
ei t her si d e of t h e a b d o m e n

3. H a v e a n a b n or m alit y i n t h e 1 2-l ea d E C G t h at, i n t h e o pi ni o n o f t he i n v est i g at or, 
i n cr e as es t h e ris ks ass o ci at e d wit h p arti ci p ati n g i n t he st u d y

4. H a v e a n a b n or m al bl o o d pr ess ur e, p uls e r at e, or b o d y t e mp er at ur e d et er mi n e d t o
b e cli ni c all y  si g nifi c a nt b y t h e i n v esti g at or

5. H a v e a hist or y  or pr es e n c e of c ar di ov as c ul ar, r es pir at or y, h e p at i c, r e n al, 
g astr oi nt esti n al, e n d o cri n e, h e m at ol o gi c al, n e ur ol o gi c al, or d er m at ol o gi c al 

di s or d ers c a p a bl e o f sig nifi c a nt l y al t eri n g t h e a b s or ptio n , met a b oli s m , or 
eli mi n at i on of dr u gs; of c o nstit uti n g a ris k w h e n t a ki n g t h e st u d y  int er v e nti o n; or 

of  int erf eri n g wit h t h e i nt er pr et ati o n of d at a
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6. I nf e cti o ns:

a. H a v e h a d a s eri o us i nf e ct i on (s u c h as p n e u m o ni a, c ell ulit is, s e psis), or
h a v e b e e n h os pit ali z e d or h a v e r e c ei v e d I V a nt i bi otics f or a n i nf e ct i on 

wi t hi n 1 2 w e e k s pri or t o D a y  1; h a v e h a d a s eri o us b o n e or j oi nt i nf e cti on 
wi t hi n 2 4 w e e k s prior t o D a y  1 or h a v e e v er h a d a n i nf e cti on of a n 

artifi ci al j o i nt; or ar e i m m u n o c o m pr omis e d t o a n e xt e nt t h at p art i ci p ati on 
i n t h e st u d y w o uld p os e a n u n a c c e pt a bl e ris k t o t h e p arti ci p a nt as 

d et er mi n e d b y t h e i n v est i g at or
b. H a v e or h a v e h a d a n i nf e ct i on t y pi c al  of a n i m m u n o c o mpr o mis e d h ost 

a n d/ or t h at o c c urs wit h i n cr e as e d i n ci d e n c e i n a n i m m u n o c o m pr o mis e d 
h ost (i n cl u di n g, b ut n ot li mit e d t o, P n e u m o c ystis jir o v e cii p n e u m o ni a, 

hist o pl a s m o si s, or c o c ci di oi d o m y c osis) or h a v e a k n o w n 
i m m u n o d efi ci e n c y

c. H a v e or h a v e h a d a h er p es z ost er i nf e ct i on or a n y  ot h er cli ni c all y a p p ar e nt 
v ari c ell a -z o st er vi r us i nf e cti on wi t hi n 1 2 w e e ks of D a y 1

d. H a v e h a d a n y ot h er a cti v e or r e c e nt i nf e ct i on wi t hi n 4 w e e ks of D a y 1 
t hat, i n t h e o pi ni o n of t h e i n v est i g at or, w o ul d p os e a n u n a c c e pt a bl e ris k t o 

t he p arti ci p a nt if p arti ci p at i n g i n t h e st u d y; t h es e p arti ci p a nts m a y b e 
r es cr e e n e d ( o n c e) at l e ast 4 w e e ks aft er d o c u m e nt e d r es ol uti o n o f 

s y m pt o ms.
7. H a v e k n o w n or o n g oi n g ps y c hi atri c dis or d ers d e e m e d cli ni c all y sig nifi c a nt b y  t h e 

i n v esti g at or
8. R e g ul arl y us e k n o w n dr u gs of a b us e a n d/ or s h o w p osit i v e fi n di n gs o n 

dr u g s cr e e ni n g
9. S h o w e vi d e n c e of HI V i nf e ct i on a n d/ or p osit i v e HI V a nti b o di es

1 0. S h o w e vi d e n c e of h e p at itis C a n d/ or p ositi v e h e p atitis C a nti b o d y
1 1. S h o w e vi d e n c e of  he p at itis B a n d/ or p ositi v e h e p atitis B s urf a c e a nti g e n or 

h e p at itis B c or e a nti b o d y
1 2. A r e fe m al es w h o ar e pr e g n a nt or l a ct ati n g

1 3. S h o w e vi d e n c e of a ct i v e or l at e nt T B, as d o c u m e nt e d t hr o u g h m e di c al hist or y, 
e x a mi n at i on, a n d T B t esti n g ( p osit i v e [ n ot i n d et er mi n at e] Q u a nti F E R O N® -T B 

G ol d t est; if a r e p e at t est is als o i n d et er mi n at e, t h e p arti ci p a nt will n ot b e eli gi bl e); 
or h a v e h a d h o us e h o l d c o nt a ct wit h a p ers o n wit h a cti v e T B, u nl ess a p pr o pri at e 

a n d d o c u m e nt e d pr o p h yl a xis tr e at m e nt h as b e e n c o m pl et e d . P arti ci p a nt s wi t h a n y 
hi st or y  of a cti v e T B ar e e x cl u d e d fr o m t h e st u d y, r e g ar dl ess of pr e vi o us or c urr e nt 

T B tr e at m e nts
1 4. H a v e si g nifi c a nt all er gi es t o h u m a ni z e d m o n o cl o n al a nt i b o di es

1 5. H a v e cli ni c all y  si g nifi c a nt mul tipl e or s e v er e dr u g all er gi es, or i nt ol er a n c e t o 
t o pic al c orti c o st er oi ds, or s e v er e p osttr e at m e nt h y p ers e nsit i vity 

r e a ctio ns (in cl u di n g, b ut n ot li mit e d t o, er y t he m a m ul tif or me m aj or, 
li n e ar i m m u n o gl o b uli n A d er m at osis, t o xi c e pi d er m al n e cr ol ysis, or e xf oli ati v e 

d er m at itis)
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1 6. H a v e h a d l y m p h o m a, l e u ke mi a, or a n y  mali g n a n c y wit hi n t h e p ast 5 y e ars, e x c e pt 

f or b a s al c ell or s q u a mo u s e pi t heli al c ar ci n o m as o f t h e s ki n t h at h a v e b e e n 
r es e ct e d wit h n o e vi d e n c e of m et ast ati c dis e as e f or 3 ye ars

1 7. H a v e h a d br e ast c a n c er wit hi n t h e p ast 1 0 y e ars

P ri o r/ C o n c o mit a n t T h e r a p y

1 8. I nt e n d or ar e li k el y t o us e o v er -t he- c o u nt er or pr es cri pt i on m e d i c ati on wi t hi n 7 d a y s prior 

t o d os e a d mi nistr ati o n. P arti ci p a nts o n st a bl e d os es of s om e m e di c at i ons (s u c h as st ati ns 
a n d a nt i h y p ert e nsi v es) m a y b e eli gi bl e f or e nr oll m e nt f oll owi n g dis c ussi o n wi t h t h e 

s p o ns or ( S e cti o n 6. 5 )
1 9. H a v e e v er r e c ei v e d a nt i-I L-1 2 p 4 0 a nt i b o di es ( e. g., ust e ki n u m a b [ St el ar a® ]) or 

a nt i-I L-2 3 p 1 9 a nt i b o di es ( e. g., ris a n ki z u m a b [ BI-6 5 5 0 6 6], br a zi k u m a b [ M E DI 2 0 7 0], 
g us el k u m a b [ C N T O 1 9 5 9], or til dr a ki z u m a b [ M K -3 2 2 2]) f or a n y  in di c at i on, i n cl u di n g 

i n v esti g ati on al us e
2 0. H a v e r e c ei v e d li v e v a c ci n e(s), i n cl u di n g att e n u at e d li v e v a c ci n es a n d t h os e a d mi nist er e d 

i ntr a n as all y, wi t hi n 8 w e e ks of s cr e e ni n g, or i nt e n d t o d uri n g t h e st u d y ( n o n-li v e or 
i n a cti v at e d v a c ci n ati ons ar e n ot all o w e d 2 w e e ks pri or t o, or 2 w e e ks aft er miri ki z u m a b 

d osi n g, a n d t h e n t h e y  must b e gi v e n at a n i nj e cti o n -sit e r e mot e f r o m miri ki z u m a b 
a d mi nistr ati o n )

2 1. H a v e b e e n tr e at e d wit h or al st er oi ds wit hi n 1 m o nt h of s cr e e ni n g, or i nt e n d t o d uri n g t h e 
st u d y ( mil d t o pic al  st er oid cr e a ms/ oi nt m e nt s ar e p er mitt e d, wit h t h e e x c e pt i on of 
± 2 4 h o urs fr o m i nj e ct i on of t h e st u d y  int er v e nt i on as s p e cifi e d i n S e ct i on 6. 5 )

P ri o r/ C o n c u r r e nt Cli ni c al St u d y E x p e ri e n c e

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

wi t h t hi s st u d y
2 3. H a v e p art i ci p at e d i n a cli ni c al tri al i n v ol vi n g a n i n v esti g ati o n al pr o d u ct wit hi n 3 0 d a ys or 

5 h alf -li v es ( w hi c h e v er is l on g er) pri or t o s cr e e ni n g. If t h e cli ni c al tri al i n v o l v e d 
tr e at me nt wi t h biol o gi c a g e nts (s u c h as m o n o cl o n al  a nti b o die s, i n cl u di n g m ar k et e d 

dr u gs), at l e ast 3 m o nt hs or 5 h alf -li v es ( w hi c h e v er is l o n g er) s h o ul d h a v e el a ps e d pri or t o 
D a y  1

2 4. H a v e pr e vi o usl y c o m p l et e d or wit h dr a w n fr om t his st u d y or a n y ot h er stu d y i n v esti g ati n g 
mir i ki z u m a b, a n d h a v e pr e vi o usl y r e c ei v e d miri ki z u m a b

Ot h e r E x cl usi o ns

2 5. A r e i n v esti g ati v e sit e p ers o n n el dir e ctl y affili at e d wit h t his st u d y  a n d t h eir i m m e di at e 
f a mili es. I m m e di at e f a mil y is d efi n e d as a s p o us e, bi o l ogi c al  or l e g al g u ar di a n, c hil d, or 

si bli n g
2 6. A r e Lill y or L a b c or p e m p l oy e es

2 7. H a v e d o n at e d bl o o d or pl as m a of m or e t h a n 5 0 0 m L wit hi n 1 m o nt h pri or t o s cr e e ni n g 
2 8. H a v e a n a v er a g e w e e kl y  alc o h o l i nta k e t h at e x c e e ds 2 1 u nits p er w e e k ( m al es) a n d 

1 4 u nits p er w e e k (f e m al es), h a v e a p o si tiv e t est f or et h a n o l, or ar e u n willi n g t o a bi d e b y 
t he al c o h o l r e strict i ons d es cri b e d i n S e ct i on 5. 3. 2 of 3 u ni t s p er d a y ( mal e s) or 2 u nits p er 
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d a y  (fe m al e s) ( 1 u ni t = 1 2 o z  or 3 6 0 m L of b e er; 5 o z or 1 5 0 m L of wi n e; 1. 5 o z or 

4 5 m L of dist ill e d s pirits)
2 9. H a v e a t o b a c c o c o ns u m pt i on of m or e t h a n 1 0 ci g ar ett es p er d a y  ( or e q ui v al e nt), or w h o 

ar e u n willi n g t o a bi d e b y  t h e C R U s mo ki n g g ui d eli n es d es cri b e d i n S e cti o n 5. 3. 2
3 0. H a v e e x c essi v e t att o os, s c ars, m o l es, s ki n h y p er pi g m e nt ati o n, birt h m ar ks, or str et c h 

m ar ks o v er eit h er ar m, eit h er t hi g h, or eit h er si d e of t h e a b d o m e n t h at w o ul d i nt erf er e 
wi t h inj e cti o n -sit e a s s e s s m e nt s

3 1. I n t h e o pi ni o n o f t he i n v est i g at or, ar e u ns uit a bl e f or i n cl usi o n i n t h e st u d y.

5. 3. Lif e st yl e C o nsi d e r ati o ns

5. 3. 1.  M e als a n d Di et a r y R est ri cti o ns

P arti ci p a nts will r e c ei v e a li g ht br e a kf ast o n t h e m or ni n g of D a y  1 prior t o d osi n g. St a n d ar d 
m e als will b e pr o vi d e d at all ot h er ti m es w hil e p arti ci p a nts ar e r e si d e nt at t h e C R U, p er t h e 
C R U’s p oli c y. P arti ci p a nt s m a y  c o n s u m e w at er a d li bit u m .

5. 3. 2.  C aff ei n e, Al c o h ol, a n d T o b a c c o

P arti ci p a nts will f oll ow cli ni c c aff ei n e r e stricti o n s w hil e r esi d e nt at t h e C R U, b ut ot h er wis e 
p arti ci p a nts will b e all o w e d t o m ai nt ai n t heir r e g ul ar c aff ei n e c o ns u m pt i on.

Al c o h o l c o ns u m pt i on is n ot p er mitt e d w hil e p arti ci p a nts ar e r esi d e nt at t h e C R U a n d f or 
2 4 h o urs pri or t o e a c h st u d y  visit. Al c o h ol i nta k e d uri n g o ut p ati e nt p eri o ds s h o ul d n ot e x c e e d 
3 u nits p er d a y  for m al e s or 2 u ni t s p er d a y  for f e m al e s.

P arti ci p a nt s m u st a bi d e b y  t h e C R U s mo ki n g r e stri cti o ns d uri n g st u d y  vi sits a n d w hil e r esi d e nt at 
t he C R U.

5. 3. 3. A cti vit y

P arti ci p a nts will b e a d vis e d t o m ai nt ai n t h eir r e g ul ar l e v els of p h ysi c al a ct i vity/ e x er cis e; 
h o w e v er, t h e y  s h o uld n ot u n d ert a k e vi g or o us or pr ol o n g e d e x er cis e wit hi n 4 8 h o urs pri or t o a n y  
visit i n w hi c h l a b or at or y  s af ety t ests will o c c ur (S cr e e ni n g, D a y  -1, D a y  1, D a y 3, D a y 1 5, 
D a y 2 9, a n d D a y 8 5). W hil e c ert ai n st u d y  pr o c e d ur es ar e i n pr o gr ess at t h e sit e, p arti ci p a nts m a y 
b e r e q uir e d t o r e m ai n r e c u m b e nt or sitti n g.

5. 4. S c r e e n F ail u r e s

S cr e e n f ail ur es ar e d efi n e d as p art i ci p a nts w h o c o ns e nt t o p arti ci p at e i n t h e cli ni c al st u d y b ut ar e 
n ot s u bs e q u e ntl y e nr oll e d i n t h e st u d y. 

I n di vi d u als w h o d o n ot m e et t h e crit eri a f or p artici p ati o n i n t hi s st u d y  (s cr e e n f ail ur e) m a y n ot b e 
r es cr e e n e d. R e p e ati n g o f l ab or at or y  t ests d uri n g t h e s cr e e ni n g p eri o d or r e p e ati n g s cr e e ni n g t ests 
t o c o mpl y wit h t h e pr ot o c ol d esi g n at e d s cr e e ni n g p eri o d d o es n ot c o nstit ut e r es cr e e ni n g.
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6. St u d y I nt e r v e nti o n a n d C o n c o mit a nt T h e r a p y

St u d y  i nter v e nt i on is d efi n e d as a ny i n v esti g ati on al i nter v e nt i on ( s), mar k et e d pr o d u ct(s), 
pl a c e b o , or m e di c al d e vi c e (s) i nte n d e d t o b e a d mi nist er e d t o / us e d b y a st u d y  p artici p a nt 
a c c or di n g t o t h e st u d y  pr ot o c ol .

6. 1. St u d y I nt e r v e nti o n A d mi nist e r e d

T hi s st u d y  in v o l v es a c o m p aris o n of 2 × S C i nj e cti o ns ( 1 m L [ 1 0 0 m g] + 2 m L [ 2 0 0 m g]) of  
mir i ki z u m a b usi n g P F S or AI i nt o t h e ar m, t hi g h, or a b d o m e n f or a t ot al a d mi nist er e d d os e of 
3 0 0 m g.

T a bl e A M B X . 2. St u d y I nt er v e nti o n s A d mi ni st er e d

St u d y I nt e r v e nti o n Miri ki z u m a b P F S Miri ki z u m a b AI

D os a g e F o r m ul ati o n S ol uti o n f or i nj e cti o n S ol uti o n f or i nj e cti o n

U nit D os e 

St r e n gt h(s)/ D os a g e L e v el(s)

1 0 0 m g/ m L i n a 1 -m L P F S 

1 0 0 m g/ m L (t ot al 2 0 0 m g) i n a 2 -m L P F S 

1 0 0 m g/ m L i n a 1 -m L AI

1 0 0 m g/ m L (t ot al 2 0 0 m g) i n a 2 -m L AI 

R o ut e of A d mi nist r ati o n S u b c ut a n e o us S u b c ut a n e o us

D osi n g I nst r u cti o ns 1 × 1 -m L i nj e cti o n a n d 1 × 2- m L i nj e cti o n

at sit e a c c or di n g t o t h e r a n d o mi z ati o n

1 × 1 -m L i nj e cti o n a n d 1 × 2- m L i nj e cti o n

at sit e a c c or di n g t o t h e r a n d o mi z ati o n

A b br e vi ati o ns: AI = a ut oi nj e ct or; P F S = pr e -fill e d s yri n g e. 

6. 1. 1. A d mi nist r ati o n D et ails

P arti ci p a nt s will r e c ei v e mir i ki z u m a b a d mi nist er e d vi a t h e P F S or AI b as e d o n t h e r a n d o mi z at i on 
s c h e d ul e ( T a bl e A M B X. 1 ).

P arti ci p a nts r a n d o mi z e d t o a gr o u p wit h t h e ar m or t hi g h as t h e i nj e cti o n ar e a will h a v e :

1. t he first i nj e cti on ( 2 m L) a d mi nist er e d t o t h e l eft li m b, a n d 

2. t he s e c o n d i nj e ct i on ( 1 m L) a d mi nist er e d t o t h e c orr es p o n di n g ( c o ntr a -l ater al) 
rig ht li m b. 

P arti ci p a nts r a n d o mi z e d t o t h e gr o u p wit h t h e a b d o m e n as t h e i nj e ct i on ar e a will h a v e :

1. t he first i nj e ct i on ( 2 m L) a d mi nist er e d t o t h e lo w er l eft q u a dr a nt, a n d

2. t he s e c o n d i nj e ct i on ( 1 m L) a d mi nist er e d t o t h e l o w er ri g ht q u a dr a nt of t h e 
a b d o m e n. 

6. 1. 2. M e di c al D e vi c es

1. T h e Lill y -m a n uf a ct ur e d m e di c al d e vi c es ( or d e vi c es m a n uf a ct ur e d f or Lill y b y  a 

t hir d p art y) pr o vid e d f or us e i n t his st u d y ar e :
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a. th e f ull y ass e m bl e d miri ki z u m a b 1 -m L P F S

b. th e f ull y ass e m bl e d miri ki z u m a b 1-m L AI.
c. t he f ull y ass e m bl e d miri ki z u m a b 2- m L P F S

d. t he f ull y ass e m bl e d miri ki z u m a b 2- m L AI.
2. I n str u ctio n s f or m e di c al  d e vi c e us e will b e pr o vid e d as p art of t h e St u d y  M at erials 

pr o vi d e d t o i n v est i g at ors a n d sit es.
3. All d e vi c e d efi ci e n ci es (i n cl u di n g m alf u n ct i on, us e err or, a n d i n a d e q u at e l a b el i n g) 

s h all b e d o c u m e nt e d a n d r e p ort e d b y t h e i n v esti g at or t hr o u g h o ut t h e cli ni c al 
i n v esti g ati on (s e e S e ct i on 1 0. 8 ) a nd a p pr o pri at el y m a n a g e d b y  t h e s p o n s or.

4. E a c h d e vi c e will b e l a b el e d a c c or di n g t o t h e c o u ntr y ’ s r e g ulat or y  r e q uir e m e nts.

6. 2. P r e p a r ati o n/ H a n dli n g/ St o r a g e/ A c c o u nt a bilit y

T h e i n v est i g at or or d esi g n e e m ust c o nfir m a p pr o pri at e st or a g e c o n diti o ns h a v e b e e n m ai nt ai n e d 
d uri n g tr a nsit f or all st u d y  int er v e nt i on r e c ei v e d a n d a n y  dis cr e p a n ci es ar e r e p ort e d a n d r es ol v e d 
b ef or e us e of t h e st u d y  int er v e nti o n.

O nl y p arti ci p a nts e nr o ll ed i n t h e st u d y  ma y r e c ei v e st u d y  int er v e nt i on. O nl y a ut h ori z e d st u d y  
p ers o n n el m a y s u p pl y , pr e p ar e, or a d mi nist er st u d y int er v e nt i on. All st u d y  int er v e nt i on m u st b e 
st or e d i n a s e c ur e, e n vir o n m e nt all y c o ntr oll e d, a n d m o nit or e d ( m a n u al or a ut o m at e d) ar e a i n
a c c or d a n c e wit h t h e l a b el e d st or a g e c o n dit i ons wit h a c c ess li mit e d t o t h e i n v est i g at or a n d 
a ut h ori z e d st u d y  p ers o n n el.

T h e i n v est i g at or or a ut h ori z e d st u d y p ers o n n el ar e r es p o nsi bl e f or st u d y i nt er v e nti o n 
a c c o u nt a bilit y, r e c o n cili at i on, a n d r e c or d m ai nt e n a n c e (i . e., r e c eipt, r e c o n cili at i on, a n d fi n al 
di s p o sitio n r e c or d s).

N ot e:  I n s o m e c as es, sit es m a y d estr o y  t h e mat eri al  if, d uri n g t h e i n v esti g ati v e sit e s el e cti on, t h e 
e v al u at or h as v erifi e d a n d d o c u m e nt e d t h at t h e sit e h as a p pr o pri at e f a cilit i es a n d writt e n 
pr o c e d ur es t o dis p os e of cli ni c al m at eri als.

6. 3. M e a s u r e s t o Mi ni mi z e Bi as: R a n d o mi z ati o n a n d Bli n di n g

T his is a n o p e n -l a b el r a n d o mi z e d st u d y; p ot e nti al bi as will b e r e d u c e d b y  c e ntr al r a n d omi z ati o n.

O n D a y  1, p artici p a nts will b e assi g n e d a u ni q u e n u m b e r (r a n d o mi z ati on n u m b er). T h e 
r a n d omi z at i on n u m b er e n c o d es t h e p arti ci p a nt’s assi g n m e nt, wit hi n t h eir w ei g ht str atifi c at i on 
c at e g or y , t o o n e of t h e 2 p ossi bl e d eli v er y d e vi c es ( P F S or AI) a n d 3 p ossi bl e i nj e cti on sit es 
( ar m, t hig h, or a b d o m e n), a c c or di n g t o t h e r a n d o mi z at i on s c h e d ul e g e n er at e d pri or t o t h e st u d y  
b y t h e St atist i cs D e p art me nt at L a b c or p Dr u g D e v el o p m e nt . E a c h p arti ci p a nt will b e dis p e ns e d 
st u d y int er v e nti o n l a b el e d wi t h his/ h er u ni q u e r a n d o mi z ati on n u m b er.

6. 4. St u d y I nt e r v e nti o n C o m pli a n c e

St u d y  i nter v e nt i on will b e a d mi nist er e d u n d er m e di c al s u p er visi o n b y t h e i n v est i g at or or 
d esi g n e e. T h e d os e of st u d y  int er v e nt i on a n d st u d y p arti ci p a nt i d e nt ifi c ati o n will b e c o nfir m e d 
pri or t o t h e ti m e o f d osi n g. T h e d at e a n d ti m e of e a c h d os e a d mi nist er e d will b e r e c or d e d i n t h e 
s o ur c e d o c u m e nts a n d i n t h e c as e r e p ort f or m (C R F ).
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6. 5. C o n c o mit a nt T h e r a p y

P arti ci p a nts o n st a bl e c o n c o mit a nt m e di c at i on at t h e ti m e of st u d y  e ntr y s h o uld c o nti n u e t h eir 
r e g ular, u n c h a n g e d d os e t hr o u g h o ut t h e st u d y . P er mitt e d c o n c o mit a nt m e di c ati ons, at t h e 
di s cr etio n of  t h e i n v esti g at or, i n cl u d e h or m o n al c o ntr a c e pti v es, h or m o n e-r e pl a c e m e nt t h er a p y, 
a n d t h y r oid r e pl a c e m e nt. I n a d diti on, o c c asi o n al  a c et a mi n o p h e n is a c c e pt a bl e at t h e dis cr eti o n of 
t he i n v est i g at or. H o w e v er, a c et a mi n o p h e n s h o ul d n ot b e a d mi nist er e d o n t h e d osi n g d a y withi n 
4 h o urs pri or t o a n d 4 h o urs aft er d osi n g. N o m or e t h a n 3 g of  a c et a mi n o p h e n will b e p er mitt e d 
i n a n y  2 4-h o ur p eri o d. I n cl u si o n  of p artici p a nts o n a n y ot h er c o n c o mit a nt m e di c at i on ( e . g., 
st ati ns a n d a nt ih y p ert e nsi v es ) is c o nt i n g e nt u p o n a p pr o v al f oll owi n g c o ns ult ati o n wit h t h e 
s p o ns or.

P arti ci p a nt s will b e r estri ct e d fr o m a p pl yi n g a n y cr e a ms or l oti o ns o n t h e ar m, t hi g h, or 
a b d o mi n al s ki n wit hi n 2 4 h o urs pri or t o or aft er t h e i nj e ct i ons a n d p arti ci p a nts s h o ul d n ot r e c ei v e 
a n y a d dit i on al S C i nj e ct i ons at t h e sit e of miri ki z u m a b a d mi nistr ati o n f or t h e d ur ati o n of t h e 
st u d y.

A n y m e di c at i on i n cl u di n g o v er-t he -c o u nt er or pr es cri pt i on m e d i ci n es, vit a mi ns, a n d/ or h er b al 
s u p pl e m e nts t hat t h e p arti ci p a nt is r e c ei vi n g at t h e ti m e of e nr oll m e nt or r e c ei v es d uri n g t h e 
st u d y must b e r e c or d e d al o n g wit h:

 r e as o n f or us e

 d at es of a d mi nistr ati o n i n cl u di n g st art a n d e n d d at es

 d os a g e i nf or m ati o n i n cl u di n g d os e a n d fr e q u e n c y f or c o n c o mit a nt t h er a p y  of s p e ci al 
i nter est.

T h e Lill y cli ni c al p h ar m a c ol o gis t (C P) or c li ni c al r es e ar c h p h ysi ci an ( C R P ) s h o uld b e c o nt a ct e d 
if t h er e ar e a n y q u est i ons r e g ar di n g c o n c o mit a nt or pri or t h er a p y .

If t h e n e e d f or a n y a d ditio n al  c o n c o mit a nt me di c ati o n aris es, i n cl usi o n or c o nti n u at i on of t h e 
p arti ci p a nt m a y b e at t h e di s cr et i on of t h e i n v esti g at or aft er c o ns ult at i on wi t h a Lill y C P or C R P.

6. 6. D o s e M o difi c ati o n

N ot a p pli c a bl e f or t his si n gl e -d o s e st u d y .

6. 7. I nt e r v e nti o n aft e r t h e E n d of t h e St u d y

N ot a p pli c a bl e f or t his st u d y .
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7. Di s c o nti n u ati o n of St u d y I nt e r v e nti o n a n d P a rti ci p a nt 
Di s c o nti n u ati o n/ Wit h d r a w al

7. 1. Dis c o nti n u ati o n of St u d y I nt e r v e nti o n

N ot a p pli c a bl e f or t his si n gl e -d o s e st u d y .

7. 2. P a rti ci p a nt Di s c o nti n u ati o n/ Wit h d r a w al f r o m t h e St u d y

A p arti ci p a nt m a y wi t hdr a w fr o m  t h e st u d y:

● at a n y  ti m e at his/ h er o w n r e q u est 

● at t h e r e q u est of his/ h er d esi g n e e (f or e x a m pl e, p ar e nts or l e g al g u ar di a n)

● a t t h e dis cr etio n of  t h e i n v esti g at or f or s af ety,  b e h a vior al , c o mpli a n c e, or a d mi nistr ati v e 
r e as o ns

● if t h e p arti ci p a nt b e c om e s pr e g n a nt d uri n g t h e st u d y

● if e nr oll m e nt i n a n y ot h er cli ni c al st u d y i n v ol vi n g a n i n v esti g ati on al pr o d u ct or 
e nr o ll m e nt i n a n y ot h er t y p e of  me di c al r es e ar c h j u d g e d n ot t o b e s ci e nt ifi c all y or 
m e di c all y c o m p at i bl e wit h t his st u d y

● if t h e p arti ci p a nt , for a n y  r e a s o n, r e q uir e s tr e at me nt wi t h a n ot h er t h er a p e utic a g e nt t h at 
h as b e e n d e m o nstr at e d t o b e eff e ct i v e f or tr e at me nt of t h e st u d y in di c at i on, 
di s c o nti n u at i on fr om t he st u d y  o c c ur s prior t o i ntr o d u cti o n of  t h e n e w a g e nt.

Di s c o nti n u atio n is e x p e ct e d t o b e u n c o m m o n.

At  t h e ti m e of dis c o nti n ui n g fr o m t h e st u d y, if p ossi bl e, a n e arl y dis c o nti n u ati on visit s h o ul d b e 
c o n d u ct e d, as s h o w n i n t h e S o A ( S e ctio n 1. 3 ). S e e t he S o A f or d at a t o b e c oll e ct e d at t h e ti m e of 
st u d y dis c o nti n u ati on a n d f o ll ow- u p a n d f or a n y  furt h er e v al u at i ons t h at n e e d t o b e c o m pl et e d.
T h e p arti ci p a nt will b e p er m a n e ntl y dis c o nt i n u e d b ot h fr om t he st u d y  int er v e nt i on a n d fr o m t h e 
st u d y at t h at ti m e.

If t h e p arti ci p a nt wi t hdr a ws c o ns e nt f or dis cl osur e of  fut ur e i nf or m at i on, t h e s p o n s or m a y  r et ai n 
a n d c o nt i n u e t o us e a n y d ata c oll e ct e d b ef or e s u c h a wit h dr a w al o f c o ns e nt . If a p arti ci p a nt
wi t hdr a ws fr o m t he st u d y , h e/ s h e m a y r e q u e st d e str u ctio n of  a n y s a mpl es t a k e n a n d n ot t est e d ,
a n d t h e i n v est i g at or m ust d o c u m e nt t his i n t h e sit e st u d y r e c or ds.

7. 3. L o st t o F oll o w - u p

A p arti ci p a nt will b e c o nsi d er e d l ost t o f oll o w -u p if  he or s h e r e p e at e dl y f ails t o r et ur n f or 
s c h e d ul e d visits a n d is u n a bl e t o b e c o nt a ct e d b y  t h e st u d y sit e. Si t e p ers o n n el or d e si g n e e ar e 
e x p e ct e d t o m a k e dili g e nt att e m pts t o c o nt a ct p arti ci p a nts w h o f ail t o r et ur n f or a s c h e d ul e d visit 
or w er e ot h er wis e u n a bl e t o b e f o ll ow e d u p b y t h e sit e.

Di s c o nti n u atio n of  s p e cifi c sit es or of t h e st u d y as a w h ol e ar e h a n dl e d as p art of S e cti o n 1 0. 1 .
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8. St u d y A s s e s s m e nt s a n d P r o c e d u r es

St u d y  pr o c e d ur es a n d t h eir ti mi n g ar e s u m m ari z e d i n t h e S o A ( S e ctio n 1. 3 ).

I mm e di at e s af et y c o n c er ns s h o uld b e dis c uss e d wit h t h e s p o ns or i m m e di at el y  u p o n o c c urr e n c e or 
a w ar e n ess t o d et er mi n e if t h e p arti ci p a nt s h o ul d c o nt i n u e or dis c o nti n u e st u d y i nter v e nt i on.

A d h er e n c e t o t h e st u d y  d e si g n r e q uir e m e nts, i n cl u di n g t h os e s p e cifie d i n t h e S o A, is ess e nt i al 
a n d r e q uir e d f or st u d y  c o n d u ct.

All s cr e e ni n g e v al u at i ons m u st b e c o mpl et e d a n d r e vi e w e d t o c o nfir m t h at p ot e nti al  p art i ci p a nts 
m e et all eli gi bilit y cri t eri a. T h e i n v esti g at or will m ai nt ai n a s cr e e ni n g l o g t o r e c or d d et ails of a ll 
p arti ci p a nt s s cr e e n e d a n d t o c o nfir m eli gi bilit y or r e c or d r e as o ns f or s c r e e ni n g f ail ur e, as 
a p pli c a bl e.

T h e s p e cifi c at i ons i n t his pr ot o c ol f or t h e ti mi n gs of s af ety a n d s a m pl e c o ll e cti on ar e gi v e n as 
t ar g ets t o b e a c hi e v e d withi n r e as o n a bl e li mits. M o difi c at i ons m a y b e m a d e t o t h e ti m e p o i nts 
b as e d u p o n e m er gi n g cli ni c al i nf or m at i on. T h e s c h e d ul e d t i m e p oi nt s ma y  b e s u bj e ct t o mi n or 
al t er atio ns; h o w e v er, t h e a ct u al ti m e m ust b e c orr e ctl y  r e c or d e d i n t h e el e ctr o ni c C R F ( e C R F ). 
F ail ur e or b ei n g l at e (t h at is, o utsi d e sti p ul at e d ti m e all o w a n c es) t o p erf or m pr o c e d ur es or o bt ai n 
s a m pl es d u e t o l e git i m at e cli ni c al iss u es (s u c h as e q ui p m e nt t e c h ni c al pr o bl e ms, v e n o us a c c ess 
diffi c ult y, or p arti ci p a nt d ef a ult i n g or t ur ni n g u p l at e o n a n a gr e e d s c h e d ul e d pr o c e d ur e) will n ot 
b e c o nsi d er e d as pr ot o c ol d e vi at i ons b ut t h e C R U will st ill b e r e q uir e d t o n otif y t h e s p o ns or i n 
wri ti n g vi a a fil e n ot e.

A p p e n di x 2 ( S e cti o n 1 0. 2 ) lists t h e l a b or at or y t ests t h at will b e p erf or m e d f or t his st u d y.

A p p e n di x 2 ( S e cti o n 1 0. 2. 1 ) pr o vi d es a s u m m ar y of t h e m a xi m u m n u m b er a n d v o l um e of 
i n v asi v e s a m pl es, f or all s a m pli n g, d uri n g t h e st u d y.

U nl ess ot h er wis e st at e d i n s u bs e ct i ons b el o w , all s a mpl es c oll e ct e d f or s p e cifi e d l a b or at or y  t e st s 
will b e d estr o y e d wi t hi n 6 0 d a ys of r e c ei pt of c o nfir m e d t est r es ults. C ert ai n s a m pl es m a y b e 
r et ai n e d f or a l o n g er p eri o d, if n e c ess ar y, t o c o mpl y  wit h a p pli c a bl e l a ws, r e g ul ati on s, or 
l a b or at or y c ertifi c ati o n st a n d ar ds.

8. 1. Effi c a c y A s s e s s m e nt s

Effi c a c y is n ot e v al u at e d i n t his st u d y .

8. 2. S af et y Ass ess m e nts

Pl a n n e d ti m e p o i nts f or all s af et y ass ess m e nts ar e pr o vi d e d i n t h e S o A ( S e cti o n 1. 3 ).

8. 2. 1. P h ysi c al E x a mi n ati o ns

C o m pl et e p h ysi c al  e x a mi n ati ons or s y m pt o m -di r e ct e d p h ysi c al e x a mi n at i ons will b e c o n d u ct e d 
at t h e ti m e p oi nts s p e cifi e d i n S e ct i on 1. 3 . S y m pt o m-di r e ct e d p h ysi c al e x a mi n ati on s m a y b e 
c o n d u ct e d, as d et er mi n e d b y t h e i n v esti g at or, if a p arti ci p a nt pr es e nts wit h c o m pl ai nts. A 
c o m pl et e p h ysi c al e x a mi n at i on will i n cl u d e, at a mi ni m u m, ass ess m e nts of t h e:

 g e n er al a p p e ar a n c e
 h e a d

 e y e s
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 e ars/ n os e/ m o ut h/t hr o at 

 n e c k
 h e m at ol o gi c/l y m p h at i c

 c ar di o v as c ul ar
 r e s pir at or y

 g astr oi nt esti n al
 e xtr e mit i es

 i nte g u m e nt ar y , a n d
 n e ur o l ogi c al  s yst e ms.

H ei g ht a n d w ei g ht will  als o b e m e as ur e d a n d r e c or d e d at t h e ti m e p oi nts s p e cifi e d i n S e cti on 1. 3 .

8. 2. 2. Vit al Si g ns

F or e a c h p arti ci p a nt , vit al sig n s m e as ur e m e nts s h o ul d b e c o n d u ct e d a c c or di n g t o t h e S o A
( S e ctio n 1. 3 ).

Bl o o d pr ess ur e a n d p uls e r at e s h o ul d b e m e as ur e d aft er at l e ast 5 mi n ut es sitti n g.

U ns c h e d ul e d ort h ost ati c vit al si g ns s h o ul d b e ass ess e d, if p ossi bl e, d uri n g a n y A E of di z zi n ess or 
p o st ur e -i n d u c e d s y m pt o ms. A d diti on al vit al si g ns m a y b e m e as ur e d d uri n g t h e st u d y , if 
w arr a nt e d.

If ort h ost ati c m e as ur e m e nts ar e r e q uir e d, p arti ci p a nts sh o ul d b e s u pi n e f or at l e ast 5 mi n ut es a n d 
st a n d f or at l e ast 3 mi n ut es.

If t h e p arti ci p a nt f e els u n a bl e t o st a n d, s u pi n e vit al si g ns o nl y will b e r e c or d e d.

8. 2. 3. El e ct r o c a r di o g r a ms

All E C Gs s h o ul d b e t a k e n aft er a n a p pr o xi m at e 5- t o 1 0-mi n ut e r est i n t h e s u pi n e p o si tio n.

Si n gl e 1 2 -l e a d E C Gs will b e o bt ai n e d as o utli n e d i n t h e S o A (s e e S e cti o n 1. 3 ) usi n g a n E C G 
m a c hi n e t h at a ut o m at i call y c al c ul at es t h e h e art r at e a n d m e as ur es P R, Q R S, a n d Q T i nt er v als.

F or e a c h p arti ci p a nt, a si n gl e 1 2- l e a d di git al E C G will b e c oll e ct e d a c c or di n g t o t he S o A . 
El e ctr o c ar di o gr a ms m ust b e r e c or d e d b ef or e c oll e cti n g a n y bl o o d s a m pl es. P arti ci p a nts m ust b e 

s u pi n e f or a p pr o xi m at el y 5 t o 1 0 mi n ut es b ef or e E C G c oll e cti on a n d r e m ai n s u pi n e b ut a w a k e 
d uri n g E C G c oll e ct i on. El e ctr o c ar di o gr a m s m a y b e o bt ai n e d at a d diti on al t i m es, w h e n d e e m e d 

cli ni c all y n e c ess ar y . All E C G s r e c or d e d s h o uld b e st or e d at t h e i n v est i g ati on al sit e.
El e ctr o c ar di o gr a ms will b e i nt er pr et e d b y  a q u alifi e d i n v esti g at or (t h e i n v esti g at or or q u alifi e d 

d esi g n e e) as s o o n aft er t h e ti m e of E C G c oll e ct i on as p ossi bl e, a n d i d e all y w hil e t h e p arti ci p a nt 
is still pr es e nt, t o d et er mi n e w h et h er t h e p arti ci p a nt m e ets e ntr y crit eri a at t h e r el e v a nt visit(s) 

a n d f or i m m e di at e p arti ci p a nt m a n a g e m e nt, s h o ul d a n y  cli ni c all y r el e v a nt fi n di n gs b e i d e ntifi e d.

If a cli ni c all y si g nifi c a nt fi n di n g is i d e nt ifi e d (i n cl u di n g, b ut n ot li mit e d t o, c h a n g es i n Q T/ Q T c 

i nter v al  fr o m bas eli n e) aft er e nr oll m e nt, t h e i n v esti g at or will d et er mi n e if t h e p arti ci p a nt c a n 
c o nti n u e i n t h e st u d y . T h e i n v esti g at or, or q u alifi e d d esi g n e e, is r es p o nsi bl e f or d et er mi ni n g if 

a n y c h a n g e i n p art i ci p a nt m a n a g e m e nt is n e e d e d, a n d m ust d o c u m e nt his/ h er r e vi e w of t he E C G 
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pri nt e d at t h e ti m e of c o ll e cti on. A n y n e w cli ni c all y r el e v a nt fi n di n g s h o ul d b e r e p ort e d as a n 

A E .

8. 2. 4. Cli ni c al S af et y L a b o r at o r y Ass ess m e nts

S e e A p p e n di x 2 ( S e ctio n 1 0. 2 ) f or t h e list of cli ni c al l a b or at or y t ests t o b e p erf or m e d a n d t h e 
S o A (S e cti o n 1. 3 ) f or t h e ti mi n g a n d fr e q u e n c y.

P arti ci p a nts will b e f ast e d o v er ni g ht ( at l e ast 8 h o urs) b ef or e c oll e ct i on of bl o o d s a m pl es f or 
cli ni c al s af et y l a b or at or y t e st s.

T h e i n v est i g at or m ust r e vi e w th e l a b or at or y r e s ult s, d o c u me nt t his r e vi e w, a n d r e p ort a n y 
cli ni c all y r el e v a nt c h a n g es o c c urri n g d uri n g t h e st u d y  as a n A E . T h e l a b or at or y  r e s ult s must b e 
r et ai n e d wit h s o ur c e d o c u m e nts u nl ess a S o ur c e D o c u m e nt A gr e e m e nt or c o mp ar a bl e d o c u m e nt 
ci t e s a n ele ctr o ni c l o c ati o n t h at a c c o m m o d at es t h e e x p e ct e d r et e nti o n d ur ati o n. Cli ni c all y 
sig nifi c a nt a b n or m al l a b or at or y  fi n di n gs ar e t h os e w hi c h ar e n ot ass o ci at e d wit h t h e u n d erl yi n g 
di s e as e, u nl ess j u d g e d b y t h e i n v est i g at or t o b e m or e s e v er e t h a n e x p e ct e d f or th e p arti ci p a nt's 
c o n di tio n.

All l a b or at or y t e st s wit h v al u es c o nsi d er e d cli ni c all y si g nifi c a ntl y a b n or mal  d uri n g p artici p at i on 
i n t h e st u d y s h o uld b e r e p e at e d u ntil t h e v al u es r et ur n t o n or m al or b as eli n e or ar e n o l o n g er 
c o nsi d er e d cli ni c all y si g nifi c a nt b y t h e i n v esti g at or or m e di c al m o nit or.

 If s u c h v al u es d o n ot r et ur n t o n or m al/ b as eli n e wit hi n a p eri o d of  ti m e j u d g e d r e as o n a bl e 

b y t h e i n v esti g at or, t h e eti o l og y s h o ul d b e i d e ntifi e d a n d t h e s p o ns or n otifi e d.
 All pr ot o c ol -r e q uir e d l a b or at or y ass ess m e nts, as d efi n e d i n A p p e n di x 2 ( S e cti on 1 0. 2 ), 

m ust b e c o n d u ct e d i n a c c or d a n c e wit h t he S o A , st a n d ar d c oll e cti o n r e q uir e m e nts, a n d 
l a b or at or y ma n u al .

If l a b or at or y val u es fr o m n o n- pr ot o c ol  s p e cifi e d la b or at or y  ass ess m e nts p erf or me d at a n
i n v esti g at or-d esi g n at e d l o c al l a b or at or y r e q uir e a c h a n g e i n p arti ci p a nt m a n a g e m e nt or ar e 
c o nsi d er e d cli ni c all y si g nifi c a nt b y  t h e i n v e stig at or ( e. g., S A E or A E or d os e m o difi c ati o n), t h e n
r e p ort t h e i nf or m ati o n as a n A E.

8. 2. 4. 1. T u b e r c ul osis T esti n g

P arti ci p a n ts will b e t est e d as i n di c at e d i n t h e S o A ( S e cti o n 1. 3 ) for e vi d e n c e of a cti v e or l at e nt 
T B usi n g t h e Q u a nt i F E R O N T B G ol d t est. If t h e t est is i n d eter mi n at e, 1 r et est is all o w e d. If t h e 
r et e st is i n d et er mi n at e, t h e p arti ci p a nt will b e e x cl u d e d fr o m t he st u d y .

P arti ci p a nts w h o h a v e h a d h o us e h ol d c o nt a ct wit h a p ers o n wit h a ct i v e T B m ust b e e x cl u d e d, 
u nl ess a p pr o pri at e a n d d o c u m e nt e d pr o p h yl a xis tr e at m e nt  for T B h a s b e e n c o m pl et e d.

P arti ci p a nt s wi t h a n y hist or y of a cti v e T B ar e e x cl u d e d fr om t he st u d y , r e g ar dless of pr e vi o us or 
c urr e nt T B tr e at m e nts.
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8. 2. 5. Ot h e r T ests

8. 2. 5. 1. I nj e cti o n -Sit e R e a cti o ns

Alt h o u g h t h er e will b e n o pr os p e cti v e c oll e ct i on of I S R i nf or m at i on, s p o nt a n e o usl y r e p ort e d 
I S Rs b y t h e p arti ci p a nt will b e r e c or d e d as A Es, with t h e I S R e C R F us e d t o c oll e ct s u p pl e m e nt al 
d at a o n t h e f o ll owi n g s p e cifi c fi n di n gs: 

 i n d ur ati o n
 p ai n

 e d e m a
 pr uri t us, a n d 
 er y t he m a.

T h e fi n di n gs of I S R f or a s p e cifi c i nj e cti o n wi ll b e c a pt ur e d as a si n gl e A E of I S R, if 1 or mor e 
t ha n 1 of t h e fi n di n gs is p osit i v e, a n d t h e s e v erity t hat is r e c or d e d o n t h e I S R A E f or m will b e t h e 
hi g h est s e v erit y a cr oss t h e fi n di n gs at e a c h a p pli c a bl e visit.

If i nj e cti on- sit e p ai n is r e p ort e d at a n y tim e d uri n g t h e st u d y , t h e i nt e nsity of  p ai n will be 
q u a nt ifi e d usi n g t h e 1 0 0-m m v ali d at e d p ai n vi s u al a n al o g s c al e (V A S ). T h e V A S is a w ell 
v ali d at e d t o ol ( Willi a ms o n a n d H o g g art 2 0 0 5) t o ass ess i nj e cti o n -sit e p ai n; it is pr es e nt e d as a 
1 0 0- m m li n e a n c h or e d b y  ver b al  d e s cript ors, us u all y  “ n o p ai n ” a n d “ w orst i m a gi n a bl e p ai n. ” T h e 
p arti ci p a nt will b e as k e d t o r at e a n y  p ai n at t h e i nj e ctio n -sit e o n a s c al e of 0 t o 1 0 0 o n t h e li n e as 
s o o n as is pr a ct i c al f oll o wi n g r e p orti n g of t h e e v e nt.

I nj e cti on -sit e ass ess m e nts s h o ul d b e c o n d u ct e d at t h e n e xt pl a n n e d visit f o ll owi n g t h e r e p orti n g 
of  a n i nj e cti on- r elat e d A E.

8. 2. 5. 2. Bl e e di n g/ B r uisi n g Ass ess m e nt

T h er e will b e n o pr os p e cti v e c o ll e cti on of I S R i nf o r mat i on; t h e pr es e n c e of visi bl e 
bl e e di n g/ br uisi n g at t h e i nj e cti o n- sit e will be r e c or d e d o n t h e e C R F as a p pli c a bl e a n d will b e 
r e c or d e d as a n A E if j u d g e d t o b e m or e s e v er e t h a n e x p e ct e d wit h a t ypi c al  S C a d mi ni str atio n. 

A b a n d a g e m a y b e pl a c e d o n t h e i nj e ct i on- sit e aft er ass ess m e nt.

8. 2. 6. S af et y M o nit o ri n g

T h e Lill y C P or C R P / s cie nt ist will m onit or s af et y d at a t hr o u g h o ut t h e c o urs e of t h e st u d y .

Lill y will r e vi e w S A Es wit hi n t i m e fr a m es m a n d at e d b y c om p a n y pr o c e d ur es. T h e Lill y C P or 
C R P will p eri o di c all y r e vi e w :

 tr e n ds i n s af et y d at a

 l a b or at or y a n al yt e s, a n d 
 A Es.

W h e n a p p r o priat e, t h e Lill y C P or C R P will c o ns ult wit h t h e f u n ct i on all y  in d e p e n d e nt Gl o b al 
P ati e nt S af et y m e di c al p h ysi ci a n or cli ni c al r es e ar c h s ci e nt ist.
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8. 2. 6. 1. H e p ati c S af et y

Cl os e h e p at i c m o nit ori n g

L a b or at or y  t e st s ( S e ctio n 1 0. 2 ), i n cl u di n g a l a ni n e a mi n otr a nsf er as e (A L T ), as p art at e 
a mi n otr a nsf er a s e ( A S T ), al k ali n e p h os p h at as e (A L P ), tot al  bilir u bi n l e v el (T B L ), di r e ct bilir u bi n, 
g a m m a- gl u t a m yl tr a nsf er as e, a n d cr e ati n e k i n as e, s h o uld b e r e p e at e d wi t hi n 4 8 t o 7 2 h o urs t o 
c o nfir m t h e a b n or m alit y a n d t o d et er mi n e if it is i n cr e asi n g or d e cr e asi n g, if o n e or m or e of t h es e 
c o n di tio ns o c c ur:

If a p arti ci p a nt wit h b as eli n e r es ults of ... d e v el o ps t h e f oll o wi n g el e v ati o ns:

A L T or A S T < 1. 5 x u p p er li mit of n or m al ( U L N ) A L T or A S T ≥ 3 x U L N
A L P < 1. 5 x U L N A L P ≥ 2 x U L N
T B L < 1. 5 x U L N T B L ≥ 2 x U L N ( e x c e pt f or p ati e nts wit h Gil b ert’s s y n dr o m e)

A L T or A S T ≥ 1. 5 x U L N A L T or A S T ≥ 2 x b as eli n e
A L P ≥ 1. 5 x U L N A L P ≥ 2 x b as eli n e

T B L ≥ 1. 5 x U L N
T B L ≥ 1. 5 x b as eli n e ( e x c e pt f or p ati e nts wit h Gil b ert’s 
s yn dr o m e)

If t h e a b n or m alit y p ersists or w ors e ns, cli ni c al a n d l a b or at or y  mo ni t ori n g, a n d e v al u ati on f or 
p ossi bl e c a us es of a b n or m al li v er t ests s h o ul d b e i nit i at e d b y t h e i n v esti g at or i n c o ns ult ati on wi t h 
t he Lill y -d e si g n at e d m e di c al m o nit or. At a mi ni m u m, t his e v a l u ati on s h o ul d i n cl u d e p h ysi c al 
e x a mi n at i on a n d a t h or o u g h m e di c al hist or y , i n cl u di n g s y m pt o ms, r e c e nt ill n ess es (f or e x a m pl e, 
h e art f ail ur e, s yst e mi c i nf e ct i on, h y p ot e nsi o n, or s ei z ur es), r e c e nt tr a v el, hist or y  of c o n c o mit a nt 
m e di c at i ons (i n cl u di n g o v er -th e -c o u nt er), h er b al a n d di et ar y  s u p pl e m e nt s, hi st or y of alc o h o l 
dri n ki n g a n d ot h er s u bst a n c e a b us e. 

I nitiall y, m o ni t ori n g of s y m pt o ms a n d h e p ati c bi o c h e mi c al t ests s h o ul d b e d o n e at a fr e q u e n c y o f 
1 t o 3 ti m es w e e kl y , b a s e d o n t h e p artici p a nt’s cli ni c al c o n di tio n a n d h e p at i c bi o c h e mi c al t ests. 
S u bs e q u e ntl y, t h e fr e q u e n c y  of mo ni t orin g m a y b e l o w er e d t o o n c e e v er y  1 t o 2 w e e ks, if t h e 
p arti ci p a nt’s cli ni c al c o n dit i on a n d l a b or at or y r es ults st a bili z e. M o nit ori n g of A L T, A S T, A L P, 
a n d T B L s h o ul d c o nti n u e u nt il l e v els n or mali z e or r et ur n t o a p pr o xi m at e b as eli n e l e v els.

C o m pr e h e nsi v e h e p ati c e v al u ati o n

A c o m pr e h e nsi v e e v al u at i on s h o ul d b e p erf or m e d t o s e ar c h f or p ossi bl e c a us es of li v er i nj ur y  if 
o n e or m or e of t h es e c o n dit i ons o c c ur:

If a p arti ci p a nt wit h b as eli n e r es ults of... d e v el o ps t h e f oll o wi n g el e v ati o ns:

A L T or A S T < 1. 5 x U L N A L T or A S T ≥ 3 x U L N wit h h e p ati c si g ns/s y m pt o ms *, or 
A L T or A S T ≥ 5 x U L N

A L P < 1. 5 x U L N A L P ≥ 3 x U L N
T B L < 1. 5 x U L N T B L ≥ 2 x U L N ( e x c e pt f or p ati e nts wit h Gil b ert’s s y n dr o m e)

A L T or  A S T ≥ 1. 5 x U L N A L T or A S T ≥ 2 x b as eli n e wit h h e p ati c si g ns/s y m pt o ms *, or
A L T or A S T ≥ 3 x b as eli n e

A L P ≥ 1. 5 x U L N A L P ≥ 2 x b as eli n e
T B L ≥ 1. 5 x U L N T B L ≥ 2 x b as eli n e ( e x c e pt f or p ati e nts wit h Gil b ert’s s y n dr o m e) 
* H e p ati c si g ns/s y m pt o ms ar e s e v er e f ati g u e, n a us e a, v o miti n g, ri g ht u p p er q u a dr a nt a b d o mi n al p ai n, f e v er, r as h, 

a n d/ o r e osi n o p hili a > 5 %.
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At  a mi ni m u m, t his e v al u ati on s h o ul d i n cl u d e p h ysi c al e x a mi n at i on a n d a t h or o u g h m e di c al 
hi st or y , as o utli n e d a b o v e, as w ell as t ests f or p r ot hr o m bi n ti m e-i nter n at i on al n or m ali z e d r at i o; 
t ests f or vir al h e p atitis A, B, C, or E; t ests f or a ut oi m m u n e h e p atitis; a n d a n a b d omi n al i m a gi n g 
st u d y (for e x a m pl e, ul tr a s o u n d or c o m p ut e d t o m o gr a p h y s c a n). 

B as e d o n t h e p ati e nt’s his t or y a n d i nitial r e s ul t s, furt h er t esti n g s h o ul d b e c o nsi d er e d i n 
c o ns ult ati o n wit h t h e Lill y -d e si g n at e d m e di c al m o ni t or, i n cl u di n g t ests f or h e p atitis D vir us, 
c y t o me g al o vir u s, E p st ei n -B arr vir us, a c et a mi n o p h e n l e v els, a c et a mi n o p h e n pr ot ei n a d d u cts, 
uri n e t o xic o l og y  s cr e e n, Wils on’s dis e as e, bl o o d al c o h ol l e v els, uri n ar y et h yl gl u c ur o ni d e, a n d 
bl o o d p h os p h at i dyl et h a n o l. B as e d o n t h e cir c u mst a n c es a n d t h e i n v esti g at or’s ass ess m e nt of t h e 
p arti ci p a nt’s cli ni c al c o n dit i on, t h e i n v est i g at or s h o ul d c o nsi d er r eferri n g t h e p arti ci p a nt f or a 
h e p at ol o gi st or g astr o e nt er ol o gist c o ns ult ati o n, m a g n et i c r es o n a n c e c h ol an gi o p a n cr e at o gr a p h y , 
e n d o s c o pi c r etr o gr a d e c h ol a n gi o p a n cr e at o gr a p h y , c ar dia c e c h o c ar di o gr a m , or a li v er bi o ps y.

A d diti o n al h e p ati c d at a c oll e cti o n ( h e p atic s af et y e C R F) i n st u d y p a rti ci p a nts w h o h a v e 
a b n o r m al li v e r t ests d u ri n g t h e st u d y 

A d dit i on al h e p ati c s af et y d at a c oll e ct i on ( h e p at i c s af ety e C R F) s h o ul d b e p erf or m e d i n st u d y  
p arti ci p a nts w h o m e et 1 or m or e of t h e f o ll owi n g 5 c o n di tio n s:

1. El e v at i on of s e r u m A L T t o ≥ 5 x U L N o n 2 or m or e c o ns e c uti v e bl o o d t ests (if b as eli n e 

A L T < 1. 5 x U L N)
 I n p artici p a nt s wi t h b as eli n e A L T ≥ 1. 5 x U L N, t h e t hr es h o l d is A L T ≥ 3 x b as eli n e 

o n 2 or m or e c o ns e c uti v e t ests
2. El e v at e d T B L t o ≥ 2 x U L N (if b as eli n e T B L < 1. 5 x U L N) ( e x c e pt f or c as es of k n o w n 

Gil b ert’s s y n dr o m e)
 I n p artici p a nt s wi t h b as eli n e T B L ≥ 1. 5 x U L N, t h e t hr es h o l d s h o ul d b e T B L ≥ 2 x 

b as eli n e
3. El e v at i on of s er u m A L P t o ≥ 2 x U L N o n 2 or m or e c o ns e c uti v e bl o o d t ests (if b as eli n e 

A L P < 1. 5 x U L N)
 I n p artici p a nt s wi t h b as eli n e A LP ≥ 1. 5 x U L N, t h e t hr es h o l d is A L P ≥ 2 x b as eli n e 

o n 2 or m or e c o ns e c uti v e bl o o d t ests
4. H e p ati c e v e nt c o n si d er e d t o b e a n S A E
5. Di s c o nti n u atio n of  st u d y dr u g d u e t o a h e p atic e v e nt .

N ot e: t h e i nt er v al b et w e e n t h e 2 c o ns e c uti v e bl o o d t ests s h o ul d b e at l e ast 2 d a ys .

8. 3. A d v e rs e E v e nts , S e ri o us A d v e rs e E v e nts , a n d P r o d u ct C o m pl ai nts

T h e d efi nit i ons of t h e f o ll owi n g e v e nts c a n b e f o u n d i n A p p e n di x 3 ( S e ctio n 1 0. 3 ):

 A Es

 S A Es
 Pr o d u ct c o m pl ai nts ( P Cs) .

T h es e e v e nts will b e r e p ort e d b y  t h e p artici p a nt ( or, w h e n a p pr o pri at e, b y  a c ar e gi v er, s urr o g at e, 
or t h e p arti ci p a nt's l e g all y a ut h ori z e d r e pr es e nt ati v e).
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T h e i n v est i g at or a n d a n y q u alifi e d d esi g n e es ar e r es p o nsi bl e for d et e cti n g, d o c u m e nti n g, a n d 
r e c or di n g e v e nts t h at m e et t h es e d efi niti ons a n d r e m ai n r es p o nsi bl e f or f o ll owi n g u p e v e nts t h at 
ar e s eri o us, c o nsi d er e d r el at e d t o t h e st u d y  int er v e nt i on or st u d y  pr o c e d ur es, or t h at c a us e d t h e 
p arti ci p a nt t o di s c o nt i n u e t h e st u d y (s e e S e cti o n 7 ).

C ar e will b e t a k e n n ot t o i ntr o d u c e bi as w h e n d et e cti n g e v e nts. O p e n -e n d e d a n d n o n -l ea di n g 
v er b al q u est i oni n g of t h e p arti c i p a nt is t h e pr ef err e d m et h o d t o i n q uir e a b o ut e v e nt o c c urr e n c es.

Aft er t h e i nit i al r e p ort, t h e i n v esti g at or is r e q uir e d t o pr o a cti v el y f oll ow e a c h p arti ci p a nt at 
s u bs e q u e nt visits/ c o nt a cts. All S A Es will b e f o ll ow e d u nt il r es ol uti on, st a bili z at i on, t h e e v e nt is 
ot h er wi s e e x pl ai n e d, or t h e p arti ci p a nt is l ost t o f oll o w - up ( as d efi n e d i n S e ct i on 7. 3 ). F or P Cs , 
t he i n v est i g at or is r es p o nsi bl e f or e ns uri n g t h at f oll o w-u p i n cl u d es a n y s u p pl e m e nt al 
i n v esti g ati ons as i n di c at e d t o el u ci d at e t h e n at ur e a n d/ or c a us alit y.  Furt h er i nf or m ati o n o n 
f oll ow -u p pr o c e d ur es is pr o vi d e d i n S e ct i on 1 0. 3 .

8. 3. 1. Ti mi n g a n d M e c h a nis m f o r C oll e cti n g E v e nts

T h is t a bl e d es cri b es t h e ti mi n g, d e a dli n es, a n d m e c h a nis m f or c oll e ct i n g e v e nts.

E v e nt C oll e cti o n 

St a rt

C oll e cti o n 

St o p

Ti mi n g f o r R e p o rti n g 

t o t h e S p o ns o r o r 

D esi g n e e

M e c h a nis m f o r 

R e p o rti n g

B a c k -u p 

M et h o d of 

R e p o rti n g

A d v e rs e E v e nt

A E S i g ni n g of 

t h e I C F

P arti ci p ati o n 

i n st u d y h as 

e n d e d

As s o o n as p ossi bl e 

u p o n sit e a w ar e n ess

A E e C R F N/ A

S e ri o us A d v e rs e E v e nt

S A E a n d S A E 

u p d at es – pri or 

t o st art of st u d y 

i nt er v e nti on a n d

d e e m e d 

r e as o n a bl y 

p ossi bl y r el at e d 

wit h st u d y 

pr o c e d ur es

S i g ni n g of 

t h e I C F

S t art of 

i nt er v e nti on

Wit hi n 2 4 h o urs of 

a w ar e n ess

S A E p a p er f or m S A E p a p er 

f or m

S A E a n d S A E 

u p d at es – aft er 

st art of st u d y 

i nt er v e nti on

S t art of 

i nt er v e nti on

P arti ci p ati o n 

i n st u d y h as 

e n d e d

Wit hi n 2 4 h o urs of 

a w ar e n ess

S A E p a p er f or m S A E p a p er 

f or m
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E v e nt C oll e cti o n 

St a rt

C oll e cti o n 

St o p

Ti mi n g f o r R e p o rti n g 

t o t h e S p o ns o r o r 

D esi g n e e

M e c h a nis m f o r 

R e p o rti n g

B a c k -u p 

M et h o d of 

R e p o rti n g

S A E – aft er 

p arti ci p a nt’s 

st u d y 

p arti ci p ati o n h as 

e n d e d a n d t h e 

i n v esti g at or 

b e c o m es a w ar e

Aft er 

p arti ci p a nt’s 

st u d y 

p arti ci p ati o n 

h as e n d e d

N/ A Pr o m ptl y S A E p a p er f or m N/ A

P r e g n a n c y

Pr e g n a n c y i n 

f e m al e 

p arti ci p a nts a n d 

f e m al e p art n ers 

of m al e 

p arti ci p a nts

Aft er t h e 

st art of st u d y 

i nt er v e nti on

8 4 d a ys 

p ost d os e 

( D a y 8 5)

Wit hi n 2 4 h o urs of 

l e ar ni n g of t h e 

pr e g n a n c y

Pr e g n a n c y p a p er 

f or m

S A E p a p er 

f or m

P r o d u ct C o m pl ai nts

P C ass o ci at e d 

wit h a n S A E or 

mi g ht h a v e l e d 

t o a n S A E

St art of st u d y 

i nt er v e nti on

E n d of st u d y 

i nt er v e nti on

Wit hi n 2 4 h o urs of 

a w ar e n ess

Pr o d u ct C o m pl ai nt 

f or m

N/ A

P C n ot 

ass o ci at e d wit h 

a n S A E

St art of st u d y 

i nt er v e nti on

E n d of st u d y 

i nt er v e nti on

Wit hi n 1 b usi n ess d a y 

of a w ar e n ess

Pr o d u ct C o m pl ai nt 

f or m

N/ A

U p d at e d P C 

i nf orm ati o n

— — As s o o n as p ossi bl e 

u p o n sit e a w ar e n ess

Ori gi n all y 

c o m pl et e d Pr o d u ct 

C o m pl ai nt f orm 

wit h all c h a n g es 

si g n e d a n d d at e d b y 

t h e i n v esti g at or

N/ A

P C (if 

i n v esti g at or 

b e c o m es a w ar e)

P arti ci p ati o n 

i n st u d y h as 

e n d e d

N/ A Pr o m ptl y Pr o d u ct C o m pl ai nt 

f or m

A b br e vi ati o ns: A E = a d v ers e e v e nt; e C R F = el e ctr o ni c c as e r e p ort f or m; I C F = i nf or m e d c o ns e nt f or m; P C = 

pr o d u ct c o m pl ai nt; S A E = s eri o us a d v ers e e v e nt
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8. 3. 2. A d v e rs e E v e nts of S p e ci al I nt e r est 

T h e f o ll owi n g A Es of s p e ci al i nt er est will b e us e d t o d et er mi n e t h e s af et y a n d t ol er a bilit y of 
mir i ki z u m a b a d mi nist er e d t hr o u g h P F S or AI i n t his cli ni c al st u d y:

 i nf e cti on
 s yst e mi c all er gi c/ h y p ers e nsit i vity r e a cti ons.

If i nf e cti o ns or all er gi c/ h y p ers e nsiti vity r e a cti ons ar e r e p ort e d, sit e st aff will pr o vi d e d et ails o n 
t hes e e v e nts as i nstr u ct e d o n t h e e C R F. A P K, i m m u n o g e ni cit y,  a n d h y p er s e n sitivit y c y t o ki n e 
p a n el ( A p p e n di x 7, S e cti o n 1 0. 7 ) will b e c oll e ct e d w h e n p ossi bl e f or a n y p arti ci p a nt w h o 
e x p eri e n c es a n A E of s yst e mi c all er gi c/ h y p ers e nsiti vit y r e a cti on d uri n g t h e st u d y .

8. 4. T r e at m e nt of O v e r d o s e

F or t hi s st u d y, a n y d os e of  mir i ki z u m a b gr e at er t h a n t he i nt e n d e d d os e of 3 0 0 m g will  be 
c o nsi d er e d a n o v er d os e.

T h e s p o ns or d o es n ot r e c o m m e n d s p e cifi c tr e at m e nt f or a n o v er d os e.

I n t h e e v e nt of a n o v er d os e, t h e i n v esti g at or s h o ul d:

1. C o nt a ct t h e m e di c al m o ni t or i m m e di at el y.
2. Cl o s el y  mo ni t or t h e p artici p a nt f or a n y  A E/ S A E a n d l a b or at or y a b n or mali ties u nt il n o 

l on g er h as a cli ni c al eff e ct or c a n n o l o n g er b e d et e ct e d s yst e mi c all y at l e ast 8 4 d a y s
p ost d os e ( D a y  8 5). R ef er t o S e cti o n 8. 3 f or r e p orti n g d et ails.

3. D o c u m e nt t h e q u a nti t y of t h e e x c ess d os e as w ell as t h e d ur ati o n of t h e o v er d os e i n t h e 
e C R F.

D e cisi o ns r e g ar di n g d os e i nt err u pti o ns or m o difi c ati o ns will b e m a d e b y t h e i n v esti g at or i n 
c o ns ult ati o n wit h t he m e di c al m o ni t or b as e d o n t h e cli ni c al e v al u ati o n of t h e p arti ci p a nt.

8. 5. P h a r m a c o ki n eti c s

Bl o o d s a m pl es of a p pr o xi m at el y 3 m L will b e c oll e ct e d f or m e as ur e m e nt of s er u m
c o n c e ntr ati o ns of mir i ki z u m a b as s p e cifi e d i n t h e S o A ( S e cti o n 1. 3 ).

A m a xi m u m of 3 s a m pl e s ma y b e c oll e ct e d at a d diti o n al t i m e p oi nts d uri n g t h e st u d y if 
w arr a nt e d a n d a gr e e d u p o n b et w e e n t h e i n v es tig at or a n d t h e s p o ns or. T h e ti mi n g of s a m pli n g
m a y b e alt er e d d uri n g t h e c o urs e of t h e st u d y  bas e d o n n e wl y a v ail a bl e d at a ( e. g., t o o b t ai n d at a 
cl os er t o t h e ti m e of p e a k s er u m c o n c e ntr ati o ns) t o e ns ur e a p pr o pri at e m o nit ori n g. 

I n str u ctio ns f or t h e c oll e ct i on a n d h a n dli n g of bi o l o gic al s a m pl es will b e pr o vi d e d b y t h e 
s p o ns or. T h e a ct u al d at e a n d ti m e ( 2 4- h o ur cl o c k ti m e) of e a c h s a m pl e will b e r e c or d e d.

8. 5. 1. Bi o a n al ysis

S a m pl e s will  be a n al y z e d at a l a b or at or y  a p pr o v e d b y t h e s p o ns or a n d st or e d at a f a cility 
d esi g n at e d b y  t h e s p o ns or.

C o n c e ntr ati o ns of miri ki z u m a b will b e ass a y e d usi n g a v ali d at e d e n z y m e -li n k e d i m m u n os or b e nt 
ass a y m et h o d. 
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Bi o a n al y tic al  s a m pl es c oll e ct e d t o me as ur e mi riki z u m a b c o n c e ntr ati o ns will b e r et ai n e d f or a 
m a xi m u m o f 1 y e ar f oll owi n g t h e l ast p arti ci p a nt vi si t for t h e st u d y . D uri n g t his ti m e, s a m pl es 
r e mai ni n g aft er t h e bi o a n al ys es m a y  be u s e d f or e x pl or at or y  a n al ys es s u c h as m et a b olis m w or k, 
pr ot ei n bi n di n g, a n d/ or bi o a n al yt i c al m et h o d cr oss-v ali d at i on.

8. 6. P h a r m a c o d y n a mi c s

P h ar m a c o d y n a mi c p ar a m et ers a r e n ot e v al u at e d i n t his st u d y.

8. 7. G e n eti cs

A bl o o d s a mpl e f or D N A i s o l ati on will b e c oll e ct e d fr o m p arti ci p a nt s as s p e cifi e d i n t h e S o A
(S e cti o n 1. 3 ).

S e e A p p e n di x 5 ( S e cti o n 1 0. 5 ) for i nf or m ati o n r e g ar di n g g e n eti c r es e ar c h . 

8. 8. Bi o m a r k e rs

Bi o m ar k ers ar e n ot e v al u at e d i n t hi s st u d y.

8. 9. I m m u n o g e ni cit y A s s e ss m e nts
At  t h e visits a n d t i m es s p e cifi e d i n t h e S o A (S e cti o n 1. 3 ), v e n o us bl o o d s a m pl es of 

a p pr o xi m at el y  1 0 m L e a c h will b e c oll e ct e d t o d et er mi n e a nti b o d y pr o d u ctio n a g ai nst 
mir i ki z u m a b. T o i nt er pr et t h e r esul t s of im m u n o g e ni cit y,  v e n o us bl o o d s a m pl es will b e c o ll e ct e d 

at t h e s a m e ti m e p o i nts t o d et er mi n e t h e s er u m c o n c e ntr ati o ns of miri ki z u m a b. I n str u ctio ns f or 
t he c oll e ct i on a n d h a n dli n g of bl o o d s a m pl es will b e pr o vi d e d b y t h e s p o ns or. T h e a ct u al d at e 
a n d ti m e ( 2 4-h o ur cl o c k ti m e) of e a c h s a m pli n g will b e r e c or d e d.

Tr e at m e nt -e m er g e nt A D As ar e d efi n e d i n S e ct i on 2. 2. 3 .

I mm u n o g e ni cit y will  be ass ess e d usi n g a v ali d at e d ass a y d esi g n e d t o d et e ct A D As i n t h e 
pr es e n c e of miri ki z u m a b at a l a b or at or y  a p pr o v e d b y t h e s p o ns or. A nti b o di es will b e e v al u at e d 
f or t h eir a bilit y t o n e utr ali z e t h e a cti vity of  miri ki z u ma b.

S a m pl e s will  be r et ai n e d f or a m a xi m u m  of 1 5 ye ars aft er t h e l as t p artici p a nt visit, or f or a 
s h ort er p eri o d if l o c al r e g ul at i ons a n d inst itut i on al re vi e w b o ar d s ( I R Bs)/i n d e p e n d e nt et hi cs 
c o m mitt e es (I E Cs) all o w, at a f a cilit y s el e ct e d b y t h e s p o ns or. T h e d ur ati o n all o ws t h e s p o ns or t o 
r es p o n d t o f ut ur e r e g ul at or y r e q ue st s r el at e d t o mir i ki z u m a b. A n y s a m pl es r e mai ni n g aft er 
1 5 y e ars will b e d estr o y e d .

8. 1 0. H e alt h E c o n o mi c s

T his s e ct i on is n ot a p pli c a bl e f or t his st u d y. 
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9. St atisti c al C o n si d e r ati o ns

T h e st ati st i c al a n al ysis pl a n ( S A P) will b e fi n ali z e d pri or t o first p arti ci p a nt first visit a n d it will 
i n cl u d e a m or e t e c h ni c al a n d d et ail e d d es cri pti on of t h e st atist i cal  a n al ys es d es cri b e d i n t his 
s e ct i on. T his s e ct i on is a s u m m ar y of t he pl a n n e d st ati st i c al a n al ys es of t h e m ost i m p ort a nt 
e n d p o i nts i n cl u di n g pri m ar y a n d k e y  s e c o n d ar y e n d p oi nt s.

9. 1. St ati sti c al H y p ot h e s e s

T h e pri m ar y  o bj e cti v e of t his st u d y is t o e v alu at e P K f o ll owi n g a d mi nistr ati o n usi n g P F S a n d AI.

9. 2. A n al y s e s S ets

F or t h e p ur p os es of a n al ysis, t h e f o ll owi n g p o p ul ati o n s ar e d efi n e d:

P o p ul ati o n D es c ri pti o n

E nr oll e d All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y  int er v e nt i on.

S af et y All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y  i nter v e nt i on a n d w h o 
r e c ei v e st u d y i nter v e nt i on . P artici p a nts will b e a n al y z e d 
a c c or di n g t o t h e i nter v e nt i on t he y  a ct u all y r e c ei v e d.

P h a r ma c o ki n et i c A n al ysis All e nr oll e d p arti ci p a nts w h o r e c ei v e a f ull d o s e of st u d y  
i nter v e nt i on a n d h a v e e v al u a bl e P K d at a .

9. 3. St ati sti c al A n al y s e s

St ati st i c al a n al ysis of t his st u d y will be t h e r es p o nsi bilit y of  t h e sp o ns or or i t s d e sig n e e.

P h ar m a c o ki n et i c a n al ys es will b e c o n d u ct e d o n d at a fr om all p arti ci p a nts w h o r e c ei v e at l e ast a 
f ull d os e of t h e i n v est i g ati on al pr o d u ct a n d h a v e e v al u a bl e P K d at a .

S af et y a n al ys es will b e c o n d u ct e d f or all e nr o ll e d p arti ci p a nts w h o r e c ei v e d st u d y i nt er v e ntio n, 
w h et h er or n ot t h e y  c o mpl et e d all pr ot o c ol r e q uir e m e nts.

A d dit i on al e x pl or at or y  a n al ys es of t h e d at a will b e c o n d u ct e d as d e e m e d a p pr o pri at e. St u d y 
r e s ult s ma y b e p o ol e d wi t h t h e r e s ult s of ot h er st u di es f or s af ety a n d p o p ul at i on P K a n al ysis 
p ur p os es t o a v oid i s s u e s wi t h p o st-h o c a n al ys es a n d i n c o m pl et e dis cl os ur es of a n al ys es.

9. 3. 1. G e n e r al C o nsi d e r ati o ns

D at a list i n gs will b e pr o vi d e d f or all d at a t h at ar e d at a b as e d. D at a listi n gs will b e pr o vi d e d f or all 
p arti ci p a nts u p t o t h e p oi nt of wit h dr a w al, wit h a n y p arti ci p a nts e x cl u d e d fr o m t h e r el e v a nt 
p o p ul at i on hi g hli g ht e d.

S u m m ar y  st ati sti c s a n d st atist i c al a n al ysis will o nl y b e pr es e nt e d f or d at a w h er e d et ail e d i n t h e 
S A P. S u m m ar y st atist i cs a n d st atist i c al a n al ys es will g e n er all y o nl y b e p erf or m e d f or 
p arti ci p a nts i n cl u d e d i n t h e r el e v a nt a n al ysis p o p ul ati o n. F or t h e c al c ul at i on of s u m m ar y  
st atist i cs a n d st atisti c al a n al ysis, u nr o u n d e d d at a will b e us e d.
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9. 3. 2. P h a r m a c o ki n eti c A n al ys es

9. 3. 2. 1. P h a r m a c o ki n eti c P a r a m et e r Esti m ati o n

P h ar m a c o ki n et i c p ar a m et er esti m at es f or miri ki z u m a b will b e c al c ul at e d usi n g st a n d ar d 

n o n c o m p art m e nt al  met h o ds of a n al ysis.

T h e pri m ar y p ar a m et ers f or a n al ysis will b e t h e C m a x , A U C( 0-∞), a n d A U C fr o m ti m e z er o t o 

ti m e t, w h er e t is t h e l ast ti m e p oi nt wi t h a me as ur a bl e c o n c e ntr ati o n ( A U C[ 0-tl ast]) of  

mir i ki z u m a b. T h e s e c o n d ar y p ar a m et er f or a n al ysis will b e t h e tm a x of  miri ki z u m a b. Ot h er 

n o n c o m p art m e nt al  p ar a met ers, s u c h as h alf -lif e a s s o ciat e d wi t h t h e t er mi n al r at e c o nst a nt (t1/ 2 ), 

a p p ar e nt t ot al b o d y  cl e ar a n c e of dr u g c al c ul at e d aft er e xtr a-v as c ul ar a d mi nistr ati o n ( C L/ F), a n d 
a p p ar e nt v ol u m e o f distri b ut i on d uri n g t h e t er mi n al p h as e aft er e xtr a -v as c ul ar a d mi nistr ati o n 
( V z/ F), m a y b e r e p ort e d. W ei g ht -n or m ali z e d P K p ar a m et er esti m at e s m a y b e e x pl or e d if d e e m e d 
a p pr o pri at e .

9. 3. 2. 2. P h a r m a c o ki n eti c St atisti c al I nf e r e n c e

T h e C m a x , A U C( 0-∞), a n d A U C( 0 -tl a st) will b e l og- tr a nsf or m e d a n d a n al y z e d usi n g a li n e ar 

fi x e d-eff e ct s m o d el . T h e mo d el  will i n cl u d e d eli v er y d e vi c e, i nj e cti on l oc ati o n, a n d w ei g ht 
str atifi c at i on as fi x e d -eff e cts. T h e d osi n g r e gi m e n d iff er e n c es b et w e e n AI a n d P F S 
a d mi nistr ati o ns will b e b a c k -tr a n sf or me d t o pr e s e nt t h e r ati o s of  g e o metri c L S m e a ns a n d t h e 
c orr es p o n di n g 9 0 % CI. C o m p aris o ns will b e m a d e b et w e e n t h e 2 d eli v er y d e vi c es a n d t h e n 
b et w e e n t h e 3 i nj e ct i on l oc at i ons.

T h e 2 d eli v er y  d e vi c es will b e c o nsi d er e d bi o e q ui v al e nt if t h e 9 0 % CIs of t h e r ati o of g e o m etri c 
L S m e a ns f all wit hi n 0. 8 t o 1. 2 5. 

T h e t m a x of  miri ki z u m a b b et w e e n AI a n d P F S a d mi nistr ati o ns will b e a n al y z e d usi n g a Wil c o x o n 

r a n k s u m t est. Esti m at es of t h e m e di a n diff er e n c e, 9 0 % CIs, a n d p-v al u es fr o m t h e Wil c o x o n 
r a n k s u m t est will b e c al c ul at e d.

A d dit i on al P K a n al ys es m a y b e c o n d u ct e d if d e e m e d a p pr o pri at e.

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

9. 3. 3. 1. Cli ni c al E v al u ati o n of S af et y

All st u d y int er v e nt i on a n d pr ot o c ol pr o c e d ur e A Es a n d P Cs will b e list e d, a n d, if t h e fr e q u e n c y 
of  e v e nts all o ws, s af ety d at a will b e s u m m ari z e d usi n g d es cri pt i v e m et h o d ol o g y .

T h e i n ci d e n c e of s y m pt o ms f or e a c h tr e at m e nt will b e pr es e nt e d b y  s e v erit y a n d b y a s s o ciat i on 
wi t h st u d y int er v e nt i on as p er c ei v e d b y t h e i n v est i g at or. S y m pt o ms r e p ort e d t o o c c ur pri or t o 
st u d y e ntr y will b e dist i n g uis h e d fr o m t h os e r e p ort e d as n e w or i n cr e as e d i n s e v erity d uri n g t h e 
st u d y. E a c h s y m pt o m will b e cl assifi e d b y t h e mo st s ui t a bl e t er m fr o m t h e me di c al r e g ul at or y  
di ct i on ar y .

T h e n u m b er of  st u d y int er v e nt i on- a n d d e vi c e -r el at e d S A Es a n d a n y r el at e d P Cs will b e r e p ort e d.
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9. 3. 3. 2. St atisti c al E v al u ati o n of S af et y

S af et y p ar a m et ers t h at will b e ass ess e d i n cl u d e cli ni c al l a b or at or y  p ar a m et ers a n d vit al si g ns. 
T h e p ar a m et ers a n d c h a n g es fr o m b as eli n e ( pr e d os e), w h er e a p pr o pri at e, will b e list e d a n d 
s u m m ari z e d usi n g st a n d ar d d es cri pt i v e st atisti cs. A d dit i on al a n al ys es will b e p erf or m e d if 
w arr a nt e d u p o n r e vi e w of t h e d at a.

9. 3. 4. Ot h e r A n al ys es

9. 3. 4. 1. I nj e cti o n -sit e Ass ess m e nts

If a v ail a bl e, a n y in ci d e n c e o f er y t he m a, i n d ur at i on, p ai n, pr urit us, e d e m a, bl e e di n g, a n d br uisi n g 
will b e list e d.

9. 3. 4. 2. E v al u ati o n of I m m u n o g e ni cit y

R es ults fr o m i m m u n o g e ni city t esti n g will b e list e d. T h e fr e q u e n c y a n d p er c e nt a g e of p arti ci p a nts 

wi t h pr ee xist i n g A D As a n d wit h T E -A D As t h at ar e p o si tiv e ( T E -A D A +) t o miri ki z u m a b will b e 

t a b ulat e d. Tr e at m e nt - e m er g e nt A D As ar e d efi n e d as t h os e wit h a tit er 2-f ol d ( 1 dil uti on) or 
gr e at er t h a n t h e mi ni m u m r e q uir e d dil ut i on if n o A D As w er e d et e ct e d at b as eli n e 

(tr e at m e nt-i n d u c e d A D A) or t h os e wit h a 4- f ol d or gr e at er ( 2 dil uti o ns) i n cr e as e i n tit er 
c o m p ar e d t o b as eli n e if A D As w er e d et e ct e d at b as eli n e (tr e at m e nt -b o ost e d A D A). F or t h e 

T E -A D A + p arti ci p a nts, t h e distri b ut i on of m a xi m u m t iters will b e d es cri b e d. T h e fr e q u e n c y o f 
n e utr ali zi n g a nt i b o di es will als o b e t a b ul at e d i n T E-A D A + p arti ci p a nts.

T h e r el at i ons hi p b et w e e n t h e pr es e n c e of a nt i b o di es a n d P K a n d s af ety p ar a m et ers of 
mir i ki z u m a b m a y b e ass ess e d.

9. 4. I nt e ri m A n al ys is 

N o i nteri m a n al ysis is pl a n n e d.

9. 5. S a m pl e Si z e D et e r mi n ati o n

U p t o a p pr o xi m at el y  2 4 0 p arti cip a nt s m a y  be e nr oll e d s o t h at a p pr o xi m at el y  2 1 6 p arti cip a nt s 
( 1 0 8 i n t h e P F S [r ef er e n c e] gr o u p a n d 1 0 8 i n t h e AI [t est] gr o u p) c o m pl et e t h e st u d y. 

A s a m pl e si z e o f 1 0 8 p arti ci p a nts p er tr e at m e nt gr o u p will pr o vi d e a p pr o xi m at el y 9 0 % p o w er 
t hat t h e 9 0 % CI of t h e g e o m etri c m e a n r ati o of C m a x a n d A U C b et w e e n gr o u ps will f all wit hi n 

e q ui v al e n c e r a n g e of 0. 8 t o 1. 2 5. T his s a m pl e si z e c al c ul at i on w as b as e d o n t h e ass u m pt i on s t h at 
t he P K p ar a m et ers h a v e l o g -n or m al  distri b uti on, t h e p er c e nt c o effi ci e nt of v ari ati o n ( C V ) of  
C m a x a n d A U C ar e a p pr o xi m at el y 4 0 % ( b as e d o n pr e vi o us tri als), t h e e x p e ct e d r ati o of 

g e o m etri c m e a ns is 1. 0 7, a n d t h e p er c e nt C V ar e t h e s a m e f or p arti ci p a nts fr o m e a c h tr e at m e nt 
gr o u p.

P arti ci p a nts w h o ar e r a n d o mi z e d b ut n ot a d mi nist er e d tr e at m e nt a n d p arti ci p a nts w h o d o n ot 
c o m pl et e P K s a m pli n g t hr o u g h D a y  8 5 ma y b e r e pl a c e d t o e ns ur e t h at a p pr o xi m at el y  
2 1 6 p arti ci p a nts ( 1 0 8 i n e a c h gr o u p) c o m pl et e t h e st u d y.
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1 0. S u p p o rti n g D o c u m e nt ati o n a n d O p e r ati o n al C o nsi d e r ati o ns

1 0. 1. A p p e n di x 1: R e g ul at o r y, Et hi c al, a n d St u d y O v e rsi g ht 
C o nsi d e r ati o ns

1 0. 1. 1. R e g ul at o r y a n d Et hi c al C o nsi d e r ati o ns

T hi s st u d y  will b e c o n d u ct e d i n a c c or d a n c e with t h e pr ot o c ol a n d wit h t h e f o ll owi n g:

 C o ns e ns us et hi c al pri n ci pl es d eri v e d fr o m i nt er n ati o n al g ui d eli n es i n cl u di n g t h e 
D e cl ar ati o n of H elsi n ki a n d C o u n cil f or I nt er n ati o n al Or g a ni z at i ons of M e di c al S ci e n c es 

I nt er n ati o n al Et hi c al G ui d eli n es
 A p pli c a bl e Int er n at i on al C o u n cil f or H ar m o nis ati o n (I C H) go o d c li ni c al p r a ctic e ( G C P)

G ui d eli n e s
 A p pli c a bl e l a ws a n d r e g ul ati o n s .

T h e pr ot o c ol, pr ot o c ol a m e n d m e nts, I C F, I B, a n d ot h er r el e v a nt d o c u m e nts (f or e x a m pl e, 
a d v ert is e m e nts) m ust b e s u b mitt e d t o a n I R B/I E C b y t h e i n v esti g at or a n d r e vi e w e d a n d a p pr o v e d 
b y t h e I R B/I E C b ef or e t h e st u d y is i nit i ate d.

A n y a m e n d m e nts t o t he pr ot o c ol will r e q uir e I R B/I E C a p pr o v al b ef or e i m pl e m e nt ati o n of 
c h a n g es m a d e t o t h e st u d y  d esi g n, e x c e pt f or c h a n g es n e c ess ar y t o eli mi n at e a n i m m e di at e 
h a z ar d t o st u d y  p artici p a nts.

Pr ot o c ol s a n d a n y s u bst a nti al a m e n d m e nts t o t h e pr ot o c ol will r e q uir e h e al t h a ut h orit y a p pr o v al 
pri or t o i nit i ati on e x c e pt f or c h a n g es n e c ess ar y t o eli mi n at e a n i m m e di at e h a z ar d t o st u d y  
p arti ci p a nt s .

T h e i n v est i g at or will b e r es p o nsi bl e f or t h e f oll owi n g:

 Pr o vi di n g wri tt e n s u m m ari es of t h e st at us of t h e st u d y t o t h e I R B/I EC a n n u all y or m or e 

fr e q u e ntl y i n a c c or d a n c e wit h t h e r e q uir e m e nts, p oli ci es, a n d pr o c e d ur es est a blis h e d b y 
t he I R B/I E C

 N otif yi n g t h e I R B/I E C of S A Es or ot h er si g nifi c a nt s af et y fi n di n gs as r e q uir e d b y 
I R B/I E C pr o c e d ur es

 Pr o vi di n g o v ersi g ht of st u d y c o n d u ct f or p artici p a nt s u n d er t h ei r r es p o nsi bility a n d 
a d h er e n c e t o 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 ( C F R), I C H g uid eli n es, t h e 

I R B/I E C, E ur o p e a n r e g ul ati o n 5 3 6/ 2 0 1 4 f or cli ni c al st u di es (if a p pli c a bl e), a n d all ot h er 
a p pli c a bl e l o c al r e g ul at i ons .

I n v esti g at or sit es ar e c o m p e ns at e d f or p arti ci p ati on i n t h e st u d y as d et ail e d i n t h e C li ni c al T rial
A gr e e m e nt .

1 0. 1. 2. Fi n a n ci al Dis cl os u r e

I n v esti g at ors a n d s u b-i n v esti g at ors will pr o vi d e t h e s p o ns or wit h s uffi ci e nt, a c c ur at e fi n a n ci al 
i nf or mat i on as r e q u est e d t o all o w t h e s p o ns or t o s u b mit c o m pl et e a n d a c c ur at e fi n a n ci al 
c ertifi c ati o n or dis cl os ur e st at e m e nts t o t h e a p pr o pri at e r e g ul at or y  a ut h orities. I n v esti g at or s ar e 
r es p o nsi bl e f or pr o vi di n g i nf or m at i on o n fi n a n ci al i nt er ests d uri n g t h e c o urs e of t h e st u d y  a n d f or 
1 y e ar aft er c o m pl et i on of t h e st u d y .
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1 0. 1. 3. I nf o r m e d C o ns e nt P r o c ess

T h e i n v est i g at or or his/ h er r e pr es e nt ati v e will e x pl ai n t h e n at ur e of t h e st u d y, i n cl u di n g t h e ris ks 
a n d b e n efits, t o t h e p artici p a nt or his/ h er l e g all y  a ut h oriz e d r e pr es e nt ati v e a n d a ns w e r all
q u esti o ns r e g ar di n g t h e st u d y .

P arti ci p a nt s m u st b e i nf or m e d t h at t h ei r p artici p at i o n is v ol unt ar y . P arti cip a nt s or t h ei r le g all y  
a ut h ori z e d r e pr es e nt ati v e will b e r e q uir e d t o si g n a st at e m e nt of i nf or m e d c o ns e nt t h at m e ets t h e 
r e q uir e m e nts of 2 1 C F R 5 0, l o c al  r e g ul atio n s, I C H g ui d eli n e s, H e al t h I ns ur a n c e P ort a bility a n d 
A c c o u nt a bilit y A ct r e q uir e m e nts, w h er e a p pli c a bl e, a n d t h e I R B/I E C or st u d y c e nt er.

T h e m e di c al  r e c or d must i n cl u d e a st at e m e nt t h at wri tt e n i nf or me d c o ns e nt w as o bt ai n e d b ef or e 
t he p arti ci p a nt w as e nt er e d i n t h e st u d y  a n d t h e d at e t h e writt e n c o ns e nt w as o bt ai n e d. T h e 
a ut h ori z e d p ers o n o bt ai ni n g t h e i nf or m e d c o ns e nt m ust als o si g n t h e I C F.

P arti ci p a nt s m u st b e r e -c o ns e nt e d t o t h e m ost c urr e nt v ersi o n of t h e I C F(s) d uri n g t h ei r 
p arti ci p at i on i n t h e st u d y.

A c o p y  of t h e I C F( s) mu st b e pr o vi d e d t o t h e p arti ci p a nt or t h e p arti ci p a nt’s l e g all y  a ut h oriz e d 
r e pr es e nt ativ e a n d is k e pt o n fil e.

1 0. 1. 4. D at a P r ot e cti o n

P arti ci p a nts will b e assi g n e d a u ni q u e i d e nt ifi er b y t h e s p o ns or. A n y p arti ci p a nt r e c or d s, d at as ets ,
or ti ss u e s a m pl es t hat ar e tr a nsf err e d t o t h e s p o ns or will c o nt ai n t h e i d e ntifi er o nl y; p arti ci p a nt 
n a m es or a n y  inf or m at i on w hi c h w o ul d m a k e t h e p arti ci p a nt i d e nt ifi a bl e will n ot b e tr a nsf err e d.

T h e p arti ci p a nt m u st b e i nf or m e d t h at hi s/ h er p ers o n al st u d y -r elat e d d at a will  be u s e d b y  t h e 
s p o ns or i n a c c or d a n c e wit h l oc al  d at a pr ot e ctio n l a w. T h e l e v el  of dis clo s ur e m u st al s o b e 
e x pl ai n e d t o t h e p arti ci p a nt w h o will b e r e q uir e d t o gi v e c o ns e nt f or his/ h er d at a t o b e us e d as 
d es cri b e d i n t h e i n f or me d c o ns e nt .

T h e p arti ci p a nt m u st b e i nf or m e d t h at hi s/ h er me di c al  r e c or d s ma y b e e x a mi n e d b y Cli ni c al 
Q u alit y Ass ur a n c e a u dit ors or ot h er a ut h ori z e d p ers o n n el a p p o i nte d b y  t h e s p o n s or, b y 
a p pr o pri at e I R B/I E C m e m b ers, a n d b y i ns p e ct ors fr o m r e g ul at or y  a ut h ori ti es.

T h e sp o ns or h as pr o c ess es i n pl a c e t o e ns ur e d at a pr ot e cti o n, i nf or m at i on s e c urit y, a n d d at a 
i nte gri t y. T h es e pr o c ess es i n cl u d e a p pr o pri at e c o nti n g e n c y pl a n(s) f or a p pr o pri at e a n d ti m el y 
r es p o ns e i n t h e e v e nt of a d at a s e c urit y br e a c h.

1 0. 1. 5. Diss e mi n ati o n of Cli ni c al St u d y D at a

C o m m u ni c ati o n of S us p e n d e d o r T e r mi n at e d D osi n g

If a d e cisi on is t a k e n t o s us p e n d or t er mi n at e d osi n g i n t h e st u d y d u e t o s af et y fi n di n gs, t his 
d e cisi o n will b e c o m m u ni c at e d b y Lill y t o all i n v esti g at ors (f or e x a m pl e, b y p h o n e a n d/ or e m ail) 

as s o o n as p ossi bl e. It will b e a r e q uir e m e nt t h at i n v esti g at ors r es p o n d u p o n r e c ei pt t o c o nfir m 
t hat t h e y  u n d erst a n d t h e c o m m u ni c ati o n a n d h a v e t a k e n t h e a p pr o pri at e a cti o n pri or t o f urt h er 

d osi n g a n y p arti ci p a nts wit h st u d y  int er v e nt i on. A n y i n v esti g at or n ot r es p o n di n g will b e 
f oll ow e d u p b y  Lill y p ers o n n el prior t o a n y  furt h er pl a n n e d d osi n g. If a d os e is pl a n n e d 

i m mi n e ntl y, Lill y p ers o n n el will i m m e di at el y, a n d c o nti n u all y, us e all eff orts t o r e a c h 

i n v esti g at ors u ntil c o nt a ct is m a d e a n d i nstr u cti o ns v erifi e d.
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R e p o rts

T h e s p o ns or will dis cl os e a s u m m ar y o f st u d y inf o r mat i on, i n cl u di n g t a b ul ar st u d y r es ults, o n 
p u bli cl y  a vail a bl e w e bsit es w h er e r e q uir e d b y  lo c al  la w or r e g ul at i on. 

D at a 

T h e s p o ns or d o es n ot pr o a cti v el y  s har e d at a fr o m  P h ase 1 cli ni c al tri als. R e q u ests f or a c c ess t o 
P h as e 1 cli ni c al tri al d at a ar e e v al u at e d o n a c as e b y c as e b asis t a ki n g i nt o c o nsi d er at i on t h e 
a bilit y t o a n o n y mi z e t h e d at a a n d t h e n at ur e of t h e d at a c oll e ct e d.

1 0. 1. 6. D at a Q u alit y Ass u r a n c e

All p arti ci p a nt d at a r el a tin g t o t h e st u d y  will b e r e c or d e d o n pri nt e d or C R Fs u nl ess tr a ns mitt e d 
t o t h e s p o ns or or d esi g n e e el e ctr o ni c all y (f or e x a m ple , la b or at or y  d at a). T h e i n v esti g at or is 
r es p o nsi bl e f or v erif yi n g t h at d at a e ntri es ar e a c c ur at e a n d c orr e ct b y p h ysi c all y or el e ctr o ni c all y 
sig ni n g t h e C R F.

T h e i n v est i g at or m ust m ai nt ai n a c c ur at e d o c u m e nt ati o n (s o ur c e d at a) t h at s u p p orts t h e 
i nf or mat i on e nt er e d i n t he e C R F. S o ur c e d at a m a y i n cl u d e l a b or at or y  t ests, m e di c al r e c or ds, a n d 
cli ni c al n ot es.

T h e i n v est i g at or m ust p er mit st u d y-r elat e d m o ni t ori n g, a u dits, I R B/I E C r e vi e w, a n d r e g ul at or y 
a g e n c y  ins p e ct i ons a n d pr o vi d e dir e ct a c c ess t o s o ur c e d at a d o c u m e nts.

Q u alit y t oler a n c e li mi ts will b e pr ed efi n e d t o id e ntif y  s yst e m ati c iss u es t h at c a n i m p a ct 
p arti ci p a nt s af et y a n d/ or r eli a bilit y of  st u d y r e s ults. T h es e pr ed efi n e d p ar a m et ers will b e 
m o nit or e d d uri n g t h e st u d y  a n d i m p ort a nt e x c ursi o ns fr o m t h e q u alit y t ol er a n c e li mits a n d 
r e me di al  a ctio ns t a k e n will b e s u m m ari z e d i n t h e cli ni c al st u d y  r e p ort.

M o ni t ori n g d et ails d es cri bi n g str at e g y (f or e x a m pl e, ris k-b as e d i nit i ati v es i n o p er ati o ns a n d 
q u alit y s u c h as ris k ma n a g e m e nt a n d mit i g ati on str at e gi es a n d a n al y tic al ris k -b as e d m o nit ori n g), 
m et h o ds, r es p o nsi bilit i es, a n d r e q uir e m e nts, i n cl u di n g h a n dli n g of n o n c o m p li a n c e iss u es a n d 
m o nit ori n g t e c h ni q u es ar e pr o vi d e d i n t h e M o nit ori n g Pl a n.

T h e s p o ns or or d esi g n e e is r es p o nsi bl e f or t h e d at a m a n a g e m e nt of t his st u d y  in cl u di n g q u alit y 
c h e c ki n g o f t he d at a.

T h e s p o ns or ass u m es a c c o u nt a bilit y f or a ctio ns d el e g at e d t o ot h er i n di vi d u als ( e . g., c o nt r a ct 
r es e ar c h or g a ni z ati ons ).

St u d y  mo ni t or s will p erf or m o n g oi n g s o ur c e d at a v erifi c ati o n t o c o nfir m t h at d at a e nt er e d i nt o 
t he e C R F b y a ut h ori z e d sit e p ers o n n el ar e a c c ur at e, c o m pl et e, a n d v erifi a bl e fr o m s o ur c e 
d o c u m e nts; t h at t h e s af et y a n d ri g h t s of p artici p a nts ar e b ei n g pr ot e ct e d; a n d t h at t h e st u d y  is 
b ei n g c o n d u ct e d i n a c c or d a n c e wit h t h e c urr e nt l y a p pr o v e d pr ot o c ol a n d a n y ot h er st u d y 
a gr e e m e nts, I C H G C P, a n d all a p pli c a bl e r e g u l ator y  r e q uir e m e nts.

R e c or ds a n d d o c u m e nts, i n cl u di n g si g n e d I C Fs, p ert ai ni n g t o t h e c o n d u ct of t his st u d y  mu st b e 
r et ai n e d b y t h e i n v esti g at or f or t he ti m e p eri o d o utli n e d i n t h e Cli ni c al Tri al A gr e e m e nt u nl ess 
l oc al r e g ul ati o ns or i nst itut i on al p o li ci es r e q uir e a l o n g er r et e nti o n p eri o d. N o r e c or ds m a y b e 
d e str o y e d d uri n g t h e r et e nti o n p eri o d wit h o ut t h e writt e n a p pr o v al of t h e s p o ns or. N o r e c or ds 
m a y b e tr a nsf err e d t o a n ot h er l o c ati o n or p art y  wit ho ut wri tt e n n otifi c ati on t o t h e s p o ns or .



C O N FI D E N TI A L Pr ot o c ol  n u m b er I 6 T-M C -A M B X

4 4

I n a d diti on, t he s p o ns or or i ts r e pr es e nt ati v es will p eri o di c all y c h e c k a s a m ple of  t h e p artici p a nt 
d at a r e c or d e d a g ai nst s o ur c e d o c u m e nts at t h e st u d y sit e. T h e st u d y  ma y b e a u di t e d b y t he 
sp o ns or or i ts r e pr es e nt ati v es, a n d/ or r e g ul at or y a g e n ci e s at a n y ti m e. I n v esti g at ors will b e gi v e n 
n oti c e b ef or e a n a u dit o c c urs.

D at a C a pt u r e S yst e m

T h e i n v est i g at or is r es p o nsi bl e f or e ns uri n g t h e a c c ur a c y, c o m pl et e n ess, l e gi bility,  a n d ti m eli n ess 
of  t h e d at a r e p ort e d t o t h e s p o ns or.

A n el e ctr o ni c d at a c a pt ur e ( E D C) s yst e m will b e us e d i n t his st u d y for t h e c oll e ct i on of e C R F 
d at a. T h e i n v est i gat or m ai nt ai ns a s e p ar at e s o ur c e f or t h e d at a e nt er e d b y  t h e i n v esti g at or or 
d esi g n e e i nt o t h e s p o ns or -pr o vi d e d E D C s yst e m. T h e i n v est i g at or is r es p o nsi bl e f or t h e 
i d e ntifi c ati on of a n y d at a t o b e c o nsi d er e d s o ur c e a n d f or t h e c o nfir m at i on t h at d at a r e p ort e d ar e 
a c c ur at e a n d c o m pl et e b y  si g ni n g t h e C R F.

D at a c oll e ct e d vi a t h e s p o ns or- pr o vi d e d d at a c a pt ur e s yst e m will b e st or e d at a t hird- p art y . T h e 
i n v esti g at or will h a v e c o nti n u o us a c c ess t o t h e d at a d uri n g t h e st u d y a n d u ntil d e c om missi o ni n g 
of  t h e d at a c apt ur e s y st e m. Pri or t o d e c o m missi o ni n g, t h e i n v est i g at or will r e c ei v e a n ar c hi v al 
c o p y  of p erti n e nt d at a f or r et e nti o n.

D at a m a n a g e d b y  a c e ntr al v e n d or, s u c h as l a b or at or y t est d at a, will b e st or e d el e ctr o ni c all y in 
t he c e ntr al  v e n d or’s d at a b as e s yst e m a n d r e p orts/ el e ctr o ni c tr a nsf ers will b e pr o vi d e d t o t h e 
i n v esti g at or f or r e vi e w a n d r et e nti o n. D at a will s u bs e q u e ntl y b e tr a nsf err e d fr om t he c e ntr al  
v e n d or t o t h e sp o ns or d at a w ar e h o us e.

D at a fr o m c o m p l ai nt f or ms s u b mitt e d t o t he s p o n s or will b e e n c o d e d a n d st or e d i n t h e gl o b al P C
m a n a g e m e nt s yst e m.

1 0. 1. 7. S o u r c e D o c u m e nts

S o ur c e d o c u m e nts pr o vi d e e vi d e n c e f or t h e e xist e n c e of t h e p arti ci p a nt a n d s u bst a nti at e t h e 
i nte gri t y of t h e d at a c oll e ct e d. S o ur c e d o c u m e nts ar e fil e d at t h e i n v esti g at or’s sit e.

D at a r e p ort e d o n t h e C R F or e nt er e d i n t h e e C R F t h at ar e tr a ns cri b e d fr o m s o ur c e d o c u m e nts 
m ust b e c o nsist e nt wit h t h e s o ur c e d o c u m e nt s or t h e dis cr e p a n ci es m ust b e e x pl ai n e d. T h e 
i n v esti g at or m a y ne e d t o r e q u est pr e vi o us m e di c al r e c or ds or tr a nsf er r e c or ds, d e p e n di n g o n t h e 
st u d y. Al s o, c urr e nt me di c al r e c or ds m ust b e a v ail a bl e.

T h e d efi nit i on of w h at c o nstit ut es s o ur c e d at a c a n b e f o u n d i n S e ct i on 1 0. 1. 6 .

1 0. 1. 8. St u d y a n d Sit e St a rt a n d Cl os u r e

T h e st u d y  st art d at e is t h e d at e o n w hi c h t h e cli ni c al st u d y will b e o p e n f or r e cr uitm e nt  of 
p arti ci p a nts.

T h e s p o ns or d esi g n e e r es er v es t h e ri g ht t o cl os e t h e st u d y  sit e or t er mi n at e t h e st u d y at a n y ti m e 
f or a n y r e a s o n at t h e s ole dis cr et i on of t h e s p o ns or. St u d y  sit e s will b e clo s e d u p o n st u d y  
c o m pl et i on. A st u d y  sit e is c o nsi d er e d clos e d w h e n all r e q uir e d d o c u m e nts a n d st u d y  s u p pli es 
h a v e b e e n c o ll e ct e d a n d a st u d y sit e clo s ur e vi si t h a s b e e n p erf or me d.

T h e i n v est i g at or m a y i niti at e st u d y sit e clo s ur e at a n y  tim e, pr o vi d e d t h er e i s r e as o n a bl e c a us e 
a n d s uffi ci e nt n oti c e is gi v e n i n a d v a n c e of t h e i nte n d e d t er mi n at i on.
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R e as o ns f or t h e e arl y cl os ur e of a st u d y  sit e b y t h e s p o ns or or i n v esti g at or m a y in cl u d e b ut ar e 
n ot li mit e d t o:

● F ail ur e of t h e i n v est i g at or t o c o m pl y with t h e pr ot o c ol, t h e r e q uir e m e nts of t h e I R B/I E C 
or l o c al  he al t h a ut h orities , t h e s p o ns or's pr o c e d ur es, or G C P g ui d eli n es

● I n a d e q u at e r e cr uit m e nt  of p artici p a nts b y  t h e i n v e stig at or

● Di s c o nti n u atio n of  furt h er st u d y  int er v e nt i on d e v el o p m e nt .

If t h e st u d y is pr e mat ur el y  t er mi n at e d or s us p e n d e d, t h e s p o ns or s h all pr o m ptl y i nf or m th e 
in v e sti g at ors, t h e I E Cs/I R Bs, t h e r e g ul at or y  a ut h oriti es, a n d a n y c o ntr a ct r es e ar c h or g a ni z ati on(s) 
us e d i n t h e st u d y  of t h e r e as o n f or t er mi n ati on or s us p e nsi o n, as s p e cifi e d b y t h e a p pli c a bl e 
r e g ulat or y  r e q uir e m e nts. T h e in v esti g at or s h all pr o m pt l y i nf or m t h e p arti ci p a nt a n d ass ur e s
a p pr o pri at e p arti ci p a nt t her a p y  a n d/ or f ollo w - u p.

1 0. 1. 9. P u bli c ati o n P oli c y

I n a c c or d a n c e wit h t h e s p o ns or’s p u bli c ati o n p oli c y, t h e r es ults of t his st u d y will b e s u b mitt e d 
f or p u bli c ati on b y a p e er -r e vi e w e d j o ur n al if t h e r es ults ar e d e e m e d t o b e of si g nifi c a nt m e di c al  
i m p ort a n c e.
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1 0. 2.  A p p e n di x 2: Cli ni c al L a b o r at o r y T ests

T h e t ests d et ail e d b el o w will b e p erf or m e d b y t h e c e ntr al l a b or at or y or l oc al  la b or at or y , as 
d et ail e d i n t h e t a bl e b el o w .

I n cir c u mst a n c es w h er e t h e s p o ns or a p pr o v es l o c al l a b or at or y t esti n g i n li e u of c e ntr al l a b or at or y 
t esti n g (i n t h e t a bl e b el o w), t h e l o c al l a b or at or y must b e q u alifi e d i n a c c or d a n c e wit h a p pli c a bl e 
l oc al r e g ul ati o n s.

Pr ot o c ol -s p e cifi c r e q uir e m e nts f or i n cl usi o n or e x cl usi o n of p arti ci p a nts ar e d et ail e d i n S e ct i on 5
of  t h e pr ot o c ol.

A d dit i on al t ests m a y b e p erf or m e d at a n y  tim e d uri n g t h e st u d y  as d et er mi n e d n e c ess ar y b y t h e 
i n v esti g ator or r e q uir e d b y  lo c al r e g ul ati o ns.

Pr e g n a n c y t esti n g will b e c o n d u ct e d as d et ail e d i n t h e S o A ( S e cti o n 1. 3 ).

I n v esti g at ors m ust d o c u m e nt t h eir r e vi e w of t he l a b or at or y s afet y r e s ult s.



C O N FI D E N TI A L Pr ot o c ol  n u m b er I 6 T-M C -A M B X

4 7

S af et y L a b o r at o r y T ests a

H e m at ol o g y Cli ni c al C h e mist r y

H e m at o crit S o di u m

H e m o gl o bi n P ot assi u m

Er y t hr o c yt e c o u nt ( R B C) Bi c ar b o n at e

M e a n c ell v ol u m e C hl ori d e

M e a n c ell h e m o gl o bi n C al ci u m

M e a n c ell h e m o gl o bi n c o n c e ntr ati o n P h os p h o r ous

L e u k o c yt es ( W B C) Gl u c os e 

B U N

C ell m or p h ol o g y Ur i c a ci d

A bs ol ut e c o u nts a n d % of: T ot al c h ol est er ol

N e utr o p hils T ot al pr ot ei n

L y m p h o c y t e s Al b u mi n

M o n o c yt es T ot al bilir u bi n

E osi n o p hils Dir e ct bilir u bi n

B as o p hils A L P

Pl at el ets A S T

A L T

U ri n al ysis Cr e ati ni n e

S p e cifi c gr a vit y

p H

Pr ot ei n Ot h e r T ests

Gl u c os e Et h a n ol t esti n g c , d

K et o n es Ur i n e dr u g s cr e e nd

Bilir u bi n Pr e g n a n c y t est (f e m al es o nl y) e

Ur o bili n o g e n F S H (f e m al es o nl y) b

Bl o o d Q u a nti F E R O N ® -T B G ol d b

Nitrit e

Mi cr os c o p y (if di psti c k a b n or m al; bl o o d, pr ot ei n, or 

nitrit es)

S e r ol o g y

H e p atitis B s urf a c e a nti g e n b

H e p atitis B c or e a nti b o d y b

H e p atitis C a nti b o d y b

HI V b

A b br e vi a ti o ns: A L P = al k ali n e p h os p h at as e; A L T = al a ni n e a mi n otr a nsf er as e; A S T = as p art at e a mi n otr a nsf er as e; 

B U N = bl o o d ur e a nitr o g e n; F S H = f olli cl e -sti m ul ati n g h or m o n e; HI V = h u m a n i m m u n o d efi ci e n c y vir us; 

R B C = r e d bl o o d c ell; T B = t u b er c ul osis; W B C = w hit e bl o o d c ell.
a P erf or m e d l o c all y at scr e e ni n g a n d D a y -1 a n d c e ntr all y at all p ost d os e ti m e p oi nts u nl ess ot h er wis e st at e d.
b P erf or m e d at s cr e e ni n g o nl y.
c Ur i n e et h a n ol t est will b e c o n d u ct e d at s cr e e ni n g a n d a br e at h -t est will b e p erf or m e d at c h e c k-i n o n D a y - 1.
d Ur in e dr u g s cr e e n a n d et h a n ol t ests m a y b e r e p e at e d l o c all y at a d diti o n al ti m e p oi nts at t h e dis cr eti o n of t h e 

i n v esti g at or.
e S er u m pr e g n a n c y t est t o b e p erf or m e d at s cr e e ni n g a n d D a y -1. Uri n e pr e g n a n c y t est t o b e p erf or m e d l o c all y at 

D a y  8 5 or e arl y dis c o nti n u ati o n.
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1 0. 2. 1. Bl o o d S a m pli n g S u m m a r y

T his t a bl e s u m m ari z es t h e a p pr o xi m at e n u m b er of v e ni p u n ct ur es a n d bl o o d v ol u m es f or all 
bl o o d s a m pli n g (s cr e e ni n g, s af et y l ab or at ori es, a n d bi o a n al y tic al  ass a ys) d uri n g t h e st u d y. 

P r ot o c ol I 6 T -M C -A M B X S a m pli n g S u m m a r y

P u r p os e

M a xi m u m Bl o o d V ol u m e 

p e r S a m pl e ( m L)

N u m b e r of Bl o o d 

S a m pl es

T ot al V ol u m e 

( m L)

S cr e e ni n g t ests a 4 5 1 4 5

L o c al cli ni c al l a b or at or y a n d 

pr e g n a n c y t ests a

1 2 . 5 1 1 2 . 5

C e ntr al cli ni c al l a b or at or y t ests a 4. 5 4 1 8

P h ar m a c o ki n eti cs 3 1 5 b 4 5

I m m u n o g e ni cit y 1 0 4 4 0

P h ar m a c o g e n eti cs 1 0 1 1 0

T ot al 1 7 0. 5

T ot al f or cli ni c al p ur p os es 1 7 5
a A d diti o n al s a m pl es m a y b e dr a w n if n e e d e d f or s af et y p ur p os es. 
b I n cl u d es a d diti o n al 3 s a m pl es, if r e q uir e d.
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1 0. 3. A p p e n di x 3: A d v e r s e E v e nts: D efi niti o ns a n d P r o c e d u r es f o r 
R e c o r di n g, E v al u ati n g, F oll o w -u p, a n d R e p o rti n g

T h e d efi nit i ons a n d pr o c e d ur es d et ail e d i n t his a p p e n di x ar e i n a c c or d a n c e wit h I nt er n ati o n al 
Or g a ni z at i on f or St a n d ar di z ati on 1 4 1 5 5.

B ot h t h e i n v est i g at or a n d t h e s p o ns or will c o m pl y wit h all l oc al  me di c al  d e vi c e r e p ortin g 
r e q uir e m e nts.

T h e d et e cti o n a n d d o c u m e nt ati o n pr o c e d ur es d es cri b e d i n t his pr ot o c ol a p pl y  t o all s p o n s or 
m e di c al d e vi c es pr o vi d e d f or us e i n t h e st u d y . S e e S e ctio n 6. 1. 2 f or t h e list of s p o ns or m e di c al 
d e vi c es.

1 0. 3. 1. D efi niti o n of A E

A E D efi niti o n

 A n A E i s a n y u nt o w ar d me di c al o c c urr e n c e, u ni nt e n d e d dis e as e or i nj ur y , or u nt o w ar d 
cli ni c al si g ns (i n cl u di n g a b n or m al l a b or at or y  fi n di n g) i n st u d y p arti ci p a nts, us ers, or 
ot h er p ers o ns, w h et h er or n ot r el at e d t o t h e i n v est i g ati o n al m e di c al d e vi c e. T his 
d efi nit i on i n cl u d es e v e nts r el at e d t o t h e i n v esti g ati o n al m e di c al d e vi c e or c o m p ar at or 
a n d e v e nts r el at e d t o t h e pr o c e d ur es i n v o l v e d e x c e pt f or e v e nts i n us ers or ot h er 
p ers o ns, w hi c h o nl y i n cl u d e e v e nts r el at e d t o i n v esti g at i on al d e vi c es.

E v e nts M e eti n g t h e A E D efi niti o n

 A n y a b n or m al l a b or at or y  t e st r e s ult s ( h e m at olo g y , cli ni c al c h e mistr y, or urin al ysis) or 

ot h er s af et y ass ess m e nts ( f or e xa m pl e , E CG, r a di ol o gi c al s c a n s, vi t al si g ns 
m e as ur e m e nts), i n cl u di n g t h os e t h at w ors e n fr o m b as eli n e, c o nsi d er e d cli ni c all y 

sig nifi c a nt i n t h e m e di c al a n d s ci e ntifi c j u d g m e nt of t h e i n v est i g at or (t hat is , n ot r elat e d 
t o pr o gr essi o n of u n d erl yi n g dis e as e).

 E x a c er b at i on of a c hr o ni c or i nt er mitt e nt pr e e xisti n g c o n di tio n i n cl u di n g ei t her a n 
i n cr e as e i n fr e q u e n c y a n d/ or i nt e nsity of  t h e c o n ditio n .

 N e w c o n dit i ons d et e ct e d or di a g n os e d aft er st u d y  i nt er v e nti on a d mi nistr ati o n e v e n 
t ho u g h t he y  m a y h a v e b e e n pr es e nt b ef or e t h e st art of t h e st u d y .

 Si g ns, s y m pt o ms, or t h e cli ni c al s e q u el a e of a s us p e ct e d dr u g -dr u g i nt er a cti o n.
 Si g ns, s y m pt o ms, or t h e cli ni c al s e q u el a e of a s us p e ct e d o v er d os e of eit h er st u d y  

i nter v e nt i on or a c o n c o mit a nt m e di c at i on. O v er d os e p er s e will n ot b e r e p ort e d as a n 
A E/ S A E u nl ess it is a n i nt e nti o n al o v er d os e t a k e n wit h p ossi bl e s ui ci d al/s elf -h ar mi n g 
i nte nt. S u c h o v er d os e s h o ul d b e r e p ort e d r e g ar dl ess of s e q u el a e.
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E v e nts N O T M e eti n g t h e A E D efi niti o n

 A n y cli ni c all y  sig nifi c a nt a b n or m al l a b or at or y fi n di n gs or ot h er a b n or m al s af ety 

ass ess m e nts w hi c h ar e ass o ci at e d wit h t h e u n d erl yi n g dis e as e, u nl ess j u d g e d b y t h e 

i n v esti g at or t o b e m or e s e v er e t h a n e x p e ct e d f or t h e p arti ci p a nt’s c o n diti on.
 T h e dis e as e/ dis or d er b ei n g st u di e d or e x p e ct e d pr o gr essi o n, si g n s, or s y m pt o m s of t h e 

di s e as e/ dis or d er b ei n g st u di e d, u nl ess m or e s e v er e t h a n e x p e ct e d f or t h e p arti ci p a nt’s 
c o n di tio n.

 M e di c al or s ur gi c al pr o c e d ur e ( f or e x a m pl e, e n d o s c o p y, a p p e n d e ct o m y): t h e c o n ditio n 
t hat l e a ds t o t h e pr o c e d ur e is t h e A E.

 Si t u atio ns i n w hi c h a n u nt o w ar d m e di c al o c c urr e n c e di d n ot o c c ur (s o ci al a n d/ or 
c o n v e ni e n c e a d missi o n t o a h os pit al).

 A nt i ci p at e d d a y-t o-d a y fl u ct u ati o ns of pr ee xist i n g di s e as e(s) or c o n ditio n(s) pr es e nt or 
d et e ct e d at t h e st art of t h e st u d y  t h at d o n ot wors e n.

1 0. 3. 2. D efi niti o n of S A E

If a n e v e nt is n ot a n A E p er d efi niti on a b o v e, t h e n it c a n n ot b e a n S A E e v e n if s eri o us c o n dit i ons 
ar e m et ( f or e x a m pl e, h o s pit ali z ati on f or sig n s/ s y m pt o m s of t h e dis e as e u n d er st u d y, d e at h d u e t o 
pr o gr essi o n of dis e as e).

S A E is d efi n e d as a n y u nt o w a r d m e di c al o c c u r r e n c e t h at, at a n y d os e:

a. R es ults i n d e at h

b. Is lif e-t h r e at e ni n g

T h e t er m  ‘lif e-t hr e at e ni n g’ i n t h e d efi niti on of ‘s eri o u s’ r ef ers t o a n e v e nt i n w hi c h t h e 
p arti ci p a nt w as at ri s k of d e at h at t h e ti m e o f t he e v e nt. It d o es n ot r ef er t o a n e v e nt, w hi c h 
h y p ot h eti c all y  mi g ht h a v e c a us e d d e at h, if it w er e m or e s e v er e.

c. R e q ui r es i n p ati e nt h os pit ali z ati o n o r p r ol o n g ati o n of e xisti n g h os pit ali z ati o n

 I n g e n er al, h os pit ali z at i on si g nifi es t h at t h e p arti ci p a nt h as b e e n a d mi tt e d t o h o s pi t al 
f or o bs er v ati on a n d/ or tr e at m e nt t h at w o ul d n ot h a v e b e e n a p pr o pri at e i n t h e 

p h ysi ci a n’s offi c e or o ut p ati e nt s etti n g. C o m pli c at i o ns t h at o c c ur d uri n g h o s pi t ali z atio n 
ar e A Es. If a c o m pli c at i on pr ol o n g s h o s pi t ali z atio n or f ulfills a n y  ot h er s erio u s cri t eria, 

t he e v e nt is s eri o us. W h e n i n d o u bt as t o w h et h er “ h os pit ali z ati o n ” o c c urr e d or w as 
n e c ess ar y , t h e A E s h o uld b e c o nsi d er e d s eri o us.

 H os pit ali z ati o n f or ele ct i v e tr e at m e nt of a pr ee xist i n g c o n di tio n t h at di d n ot w ors e n 
fr om b as eli n e is n ot c o nsi d er e d a n A E.

d. R es ults i n p e rsist e nt dis a bilit y/i n c a p a cit y

 T h e t er m di s a bili t y me a ns a s u bst a nt i al disr u pt i on of a p ers o n’s a bilit y t o c o n d u ct 
n or m al  lif e fu n ct i ons.

 T his d efi nit i on is n ot i nt e n d e d t o i n cl u d e e x p eri e n c es of r el ati v el y mi n or m e di c al 
sig nifi c a n c e s u c h as u n c o m p li c at e d h e a d a c h e, n a us e a, v o miti n g, diarr h e a, i nfl u e n z a, 
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a n d a c ci d e nt al tr a u m a ( f or e x a m pl e, s pr ai n e d a n kl e) w hi c h m a y int erf er e wi t h or 
pr e v e nt e v er y d a y  lif e fu n ct i ons b ut d o n ot c o nstit ut e a s u bst a nt i al disr u pti o n.

e. Is a c o n g e nit al a n o m al y/ bi rt h d ef e ct

 A b n or m al  pr e g n a n c y o ut c o mes ( e. g., s p o nt a n e o us a b orti o n, f et al d e at h, still birt h, 
c o n g e nit al a n o m a li es, e ct o pic pr e g n a n c y) ar e c o nsi d er e d S A E s.

f. Ot h e r sit u ati o ns:

 M e di c al or s ci e nt ifi c j u d g m e nt s h o ul d b e e x er cis e d i n d e ci di n g w h et h er S A E r e p orti n g 

is a p pr o pri at e i n ot h er sit u ati o ns s u c h as i m p ort a nt m e di c al e v e nts t h at m a y n ot b e 
i m m e di at el y lif e-t hr e at e ni n g or r es ult i n d e at h or h os pit ali z ati on b ut m a y j e o p ar di z e t h e 

p arti ci p a nt or m a y r e q ui r e me di c al or s ur gi c al i nt er v e nt i on t o pr e v e nt o n e of t h e ot h er 
o ut c o m es list e d i n t h e a b o v e d efi nit i on. T h es e e v e nts s h o ul d us u all y b e c o nsi d er e d 

s erio u s.
 E x a m pl es of s u c h e v e nts i n cl u d e i n v asi v e or m ali g n a nt  c a n c ers, 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 o m 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 ys cr asi as or 
c o n v ulsi o ns t h at d o n ot r es ult i n h os pit ali z at i on, 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.

g. R es ult e d i n m e di c al or s ur gi c al i nter v e nt i on t o pr e v e nt lif e -t hr e at e ni n g ill n ess or i nj ur y or 
p er m a n e nt i m p air m e nt t o a b o d y  str u ct ur e or a b o d y fu n ct i on.

1 0. 3. 3.  D efi niti o n of P r o d u ct C o m pl ai nts

P r o d u ct C o m pl ai nt

 A pr o d u ct c o m pl ai nt is a n y writt e n, el e ctr o ni c, or or al c o m m u ni c at i on t h at all e g es 

d efi ci e n ci es r el at e d t o t h e i d e ntit y,  q u ality, d ur a bilit y , r eli a bility, s af et y,  eff e cti v e n ess,

or p erf or m a n c e of a st u d y  int er v e nti o n . W h e n t h e a bilit y t o us e t h e st u d y int er v e nt i on 
s af el y is i m p a ct e d, t h e f o ll owi n g ar e al s o P Cs :

o D efi ci e n ci es i n l a b eli n g i nf or m at i on, a n d
o Us e err ors f or d e vi c e or dr u g -d e vi c e c o m bi n ati o n pr o d u cts d u e t o er g o n o mi c 

d esi g n el e m e nts of t h e pr o d u ct.
 Pr o d u ct c o m pl ai nts r el at e d t o st u d y  int er v e nt i ons us e d i n cli ni c al tri als ar e c oll e ct e d i n 

or d er t o e ns ur e t h e s af et y of  p arti ci p a nts, m o nit or q u ality,  a n d t o f a cilit at e pr o c ess a n d 
pr o d u ct i m pr o v e m e nts.

 I n v esti g at ors will i nstr u ct p arti ci p a nts t o c o nt a ct t h e sit e as s o o n as p ossi bl e if h e or s h e 
h as a pr o d u ct c o m pl ai nt or pr o bl e m wit h t h e st u d y  i nt erv e nt i on s o t h at t h e sit u ati o n c a n 

b e ass ess e d.
 A n e v e nt m a y m e et t h e d efi nit i on of b ot h a pr o d u ct c o m pl ai nt a n d a n A E/ S A E. I n s u c h 

c as es, it s h o ul d b e r e p ort e d as b ot h a pr o d u ct c o m pl ai nt a n d as a n A E/ S A E .
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1 0. 3. 4. R e c o r di n g a n d F oll o w - Up of A E a n d/ o r S A E a n d P Cs

A E , S A E , a n d P r o d u ct C o m pl ai nt R e c o r di n g

 W h e n a n A E/ S A E /pr o d u ct c o m pl ai nt o c c ur s, i t is t h e r es p o nsi bilit y of  t h e i n v e stig at or 

t o r e vie w all  d o c u m e nt atio n ( f or e x a m pl e, h o s pit al pr o gr ess n ot es, l a b or at or y r e p ort s, 
a n d di a g n osti cs r e p orts) r el at e d t o t h e e v e nt.

 T h e i n v esti g at or will t h e n r e c or d all r el e v a nt A E/S A E /pr o d u ct c o m pl ai nt i nf or m ati on 
i n t h e p arti ci p a nt’s m e di c al r e c or ds, i n a c c or d a n c e wit h t he i n v est i g at or’s n or m al 

cli ni c al pr a cti c e. A E/ S A E i nf or m ati o n is r e p ort e d o n t h e a p pr o pri at e e C R F p a g e a n d 
pr o d u ct c o m p l ai nt i nf or m ati on is r e p ort e d o n t h e Pr o d u ct C o m pl ai nt F or m.

N ot e: A n e v e nt m a y m e et t h e d efi nit i on of b ot h a pr o d u ct c o m pl ai nt a n d a n A E/ S A E. 
I n s u c h c as es, it s h o ul d b e r e p ort e d as b ot h a pr o d u ct c o m pl ai nt a n d as a n A E/ S A E.

 It is n ot a c c e pt a bl e f or t h e i n v esti g at or t o s e n d p h ot o c o pi es of t h e p arti ci p a nt’s m e di c al 

r e c or ds t o t he s p o ns or or d esi g n e e i n li e u of c o m pl eti o n of t h e e C R F p a g e f or A E/ S A E 
a n d t h e Pr o d u ct C o m pl ai nt F or m f or P Cs .

 T h er e m a y b e i nst a n c es w h e n c o pi es of m e di c al r e c or ds f or c ert ai n c a s es ar e r e q u est e d 
b y t h e sp o ns or or d esi g n e e . I n t his c as e, all p arti ci p a nt i d e ntifi ers, wit h t h e e x c e pti on of 

t he p arti ci p a nt n u m b er, will b e r e d a ct e d o n t h e c o pi es of t h e m e di c al r e c or ds b ef or e 
s u b missi o n t o t he s p o ns or or d esi g n e e .

 T h e i n v est i g at or will att e m pt t o est a blis h a di a g n osis of t h e e v e nt b as e d o n si g ns, 
s y m pt o ms, a n d/ or ot h er cli ni c al i nf or m at i on. W h e n e v er p ossi bl e, t h e di a g n osis ( n ot t h e 
i n di vi d u al si g ns/s y m pt o ms) will b e d o c u m e nt e d as t h e A E/ S A E.

Ass ess m e nt of I nt e nsit y

T h e i n v est i g at or will m a k e a n ass ess m e nt of i nt e nsity f or e a c h A E a n d S A E r e p ort e d d uri n g 
t he st u d y  a n d assi g n it t o 1 of  t h e f oll owi n g c at e g ori es:

 Mil d: A t y p e of A E t hat i s us u all y tr a nsi e nt a n d m a y r e q uir e o nl y mi ni m al tr e at me nt or 
t her a p e uti c i nt er v e nt i on. T h e e v e nt d o es n ot g e n er all y  int erf er e wi t h us u al a cti viti es of 

d ail y  li vi n g.
 M o d er at e: A t y p e of A E t hat i s us u all y all e vi at e d wit h a d dit i on al s p e cifi c t h er a p e u tic 

i nter v e nt i on. T h e e v e nt i nt erf er es wit h us u al a cti vit i es of d ail y li vi n g, c a usi n g 
di s c o mf ort b ut p os es n o si g nifi c a nt or p er m a n e nt ris k of h ar m t o t h e r es e ar c h 

p arti ci p a nt.
 S e v er e: A t y p e of A E t hat i nt err u pts us u al a ct i viti es of d ail y li vi n g, or si g nifi c a ntl y 

aff e cts cli ni c al st at us, or m a y r e q uir e i nt e nsi v e t h er a p e uti c i nt er v e nti o n . A n A E t h at is 
ass ess e d as s e v er e s h o ul d n ot b e c o nf us e d wit h a n S A E. S e v er e is a c at e g or y  utili z e d 
f or r atin g t h e i nt e nsit y of  a n e v e nt; a n d b ot h A Es a n d S A Es c a n b e ass ess e d as s e v er e.

A n e v e nt is d efi n e d as ‘s eri o us’ w h e n it m e ets at l e ast 1 of  t h e pr e d efi n e d o ut c o m es as 
d es cri b e d i n t h e d efi nit i on o f a n S A E, N O T w h e n it is r at e d as s e v er e.
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Ass ess m e nt of C a us alit y

 T h e i n v est i g at or is o bli g at e d t o ass ess t h e r el ati o ns hi p b et w e e n st u d y int er v e nt i on a n d 

e a c h o c c urr e n c e of e a c h A E/ S A E.

 A “ r e as o n a bl e p ossi bilit y ” of  a r elat i ons hi p c o n v e ys t h at t h er e ar e f a cts, e vi d e n c e, 
a n d/ or ar g u m e nts t o s u g g est a c a us al r el at i ons hi p, r at h er t h a n a r el at i ons hi p c a n n ot b e 

r ule d o ut .
 T h e i n v est i g at or will us e cli ni c al j u d g m e nt t o d et er mi n e t h e r el ati ons hi p.

 Alt er n at i v e c a us es, s u c h as u n d erl yi n g dis e as e(s), c o n c o mit a nt t h er a p y, a n d ot h er ris k 
f a ct ors, as w ell as t h e t e m p or al r el ati o ns hi p of t h e e v e nt t o st u d y int er v e nt i on 

a d mi nistr ati o n will b e c o nsi d er e d a n d i n v est i g at e d.
 T h e i n v est i g at or will als o c o ns ult t h e I B i n his/ h er ass ess m e nt.

 F or e a c h A E/ S A E, t h e i n v est i g at or m ust d o c u m e nt i n t h e m e di c al n ot es t h at h e/s h e h as 
r e vi e w e d t h e A E/ S A E a n d h as pr o vi d e d a n ass ess m e nt of c a us alit y.

 T h er e m a y b e si t u atio ns i n w hi c h a n S A E h as o c c urr e d a n d t h e i n v est i g at or h as 
mi ni m al i nf or m at i on t o i n cl u d e i n t h e i nit i al r e p ort t o t he s p o ns o r or d esi g n e e. 

H o w e v er, it is v er y  im p ort a nt t h at t h e i n v est i g at or al w a ys m a k e a n ass ess m e nt of 
c a us alit y f or e v er y e ve nt b ef or e t h e i nit i al tr a ns missi o n of t h e S A E d at a t o t he s p o ns or 

or d e si g n e e .
 T h e i n v est i g at or m a y c h a n g e his/ h er o pi ni on of c a us alit y in li g ht of f oll ow- u p 

i nf or mat i on a n d s e n d a n S A E f oll o w -u p r e p ort wi t h t h e u p d at e d c a us ality ass ess m e nt.
 T h e c a us alit y ass ess m e nt is o n e of t h e cri t eria us e d w h e n d et er mi ni n g r e g ul at or y  

r e p orti n g r e q uir e m e nts.

F oll o w -u p of A Es a n d S A Es

 T h e i n v est i g at or is o bli g at e d t o p erf or m or arr a n g e f or t h e c o n d u ct of s u p pl e m e nt al 

m e as ur e m e nts a n d/ or e v al u at i ons as m e di c all y i n di c at e d or as r e q u est e d b y t he s p o n s or 
or d e si g n e e t o elu ci d at e t h e n at ur e a n d/ or c a us alit y of t h e A E or S A E as f ull y as 

p ossi bl e. T his m a y i n cl u d e a d dit i on al l a b or at or y  t ests or i n v esti g ati ons, 
hist o p at h ol o gi c al e x a mi n at i ons, or c o ns ult ati o n wit h ot h er h e alt h c ar e pr of essi o n als.

 If a p arti ci p a nt di es d uri n g p arti ci p ati o n i n t h e st u d y or d uri n g a r e c o g ni z e d f o ll ow- u p 
p eri o d, t he i n v est i g at or will pr o vi d e S p o ns or or d esi g n e e wit h a c o p y of a n y 
p ost -m o rt e m fi n di n gs i n cl u di n g hist o p at h ol o g y.

1 0. 3. 5. R e p o rti n g of S A Es

S A E R e p o rti n g vi a S A E R e p o rt

 F a csi mil e tr a ns missi o n of t h e S A E R e p ort is t h e pr ef err e d m et h o d t o tr a ns mit t his 

i nf or mat i on t o t h e s p o ns or or d esi g n e e.
 I nitial  notifi c ati o n vi a t el e p h o n e d o es n ot r e pl a c e t h e n e e d f or t h e i n v est i g at or t o 

c o m pl et e a n d si g n t he S A E R e p ort wit hi n t h e d esi g n at e d r e p orti n g ti m e fr a m es.
 C o nt a cts f or S A E r e p orti n g c a n b e f o u n d i n t he S A E R e p ort .
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1 0. 3. 6. R e g ul at o r y R e p o rti n g R e q ui r e m e nts

S A E R e g ul at o r y R e p o rti n g

 Pr o m pt n otifi c at i on b y t h e i n v est i g at or t o t h e s p o ns or of a n S A E is ess e nt i al s o 
t hat l e g al o bli g at i ons a n d et hi c al r es p o nsi bilit i es t o w ar ds t h e s af ety of  
p arti ci p a nts a n d t h e s af et y of  a st u d y in t er v e nti on u n d er cli ni c al i n v est i g ati on 
ar e m et.

● T h e s p o ns or h as a l e g al r es p o nsi bilit y t o n otif y b ot h t h e lo c al  r e g ul at or y 
a ut h ori t y a n d ot h er r e g ulat or y  a g e n ci es a b o ut t h e s af ety of  a st u d y int er v e nt i on 
u n d er cli ni c al i n v est i g ati on. T h e s p o ns or will c o m pl y wit h c o u ntr y -s p e cifi c 
r e g ulat or y  r e q uir e m e nts r elat i n g t o s af ety r e p orti n g t o t h e r e g ul at or y a ut h orit y, 
I R B/I E C, a n d i n v esti g at ors.

● A n i n v esti g at or w h o r e c ei v es a n i n v esti g at or s af et y r e p ort d es cri bi n g a n S A E or 
ot h er s p e cifi c s af et y i nf or m ati on ( e. g., s u m m ar y  or listi n g of S A Es) fr o m t h e 
s p o ns or will r e vi e w a n d t h e n fil e it al on g wi t h t h e I B a n d will n otif y  t h e 
I R B/I E C, if a p pr o pri at e a c c or di n g t o l o c al r e q uir e m e nts.
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1 0. 4. A p p e n di x 4: C o nt r a c e pti v e G ui d a n c e a n d C oll e cti o n of P r e g n a n c y 
I nf o r m ati o n

D efi niti o ns:

W o m a n of C hil d b e a ri n g P ot e nti al

F e m al es ar e c o nsi d er e d a w o m a n of c hil d b e ari n g p ot e nti al if :

 t he y  ha v e h a d at l e a st o n e c y cl e of m e ns es, or
 t he y  ha v e T a n n er 4 br e ast d e v el o p m e nt.

A n y a m o u nt of s p otti n g s h o ul d b e c o nsi d er e d m e n ar c h e.

W o m a n n ot of C hil d b e a ri n g P ot e nti al

F e m al es ar e c o nsi d er e d w o m e n n ot of  c hil d b e ari n g p ot e nti al if:

 t he y h a v e a c o n g e nit al a n o m a l y s u c h as M ull eri a n a g e n esis, 

 t he y ar e i nf ertil e d u e t o s ur gi c al st erili z at i on, or 
 t he y  ar e p ost-m e n o p a us al.

E x a m pl es of s ur gi c al st erili z at i on i n cl u d e: h yst er e ct o m y, bil at er al o o p h or e ct o m y, t u b al li g ati on.

N ot e: D et er mi n ati o n c a n c o m e fr om t he si t e p ers o n n el’s r e vi e w of t h e p arti ci p a nt’s m e di c al 
r e c or ds, m e di c al e x a mi n ati on, or m e di c al hi st or y  int er vi e w.

T h e p ost -m e n o p a us al st at e is d efi n e d as:

1. A w o m a n at a n y  a g e at le ast 6 w e e ks p ost -s ur gi c a l bil at er al  o o p h or e ct o m y wit h or 

wi t ho ut h yst er e ct o m y , c o nfir m e d b y o p er ati v e n ot e; or

2. A w o m a n at l e ast 4 0 y e ars of a g e a n d u p t o 5 5 y e ars of  a g e wi t h a n i nt a ct ut er us, n ot o n 
h or m o n e t h er a p y *, w h o h as h a d c ess at i on of m e ns es f or at l e ast 1 2 c o ns e c ut i v e m o nt hs 

wi t ho ut a n al t er n ati v e m e d i c al c a us e, A N D wit h a f olli cl e-sti m ul at i n g h or m o n e 
> 4 0 mI U/ m L; or

3. A w o m a n 5 5 y e ars of a g e or ol d er n ot o n h or m o n e t h er a p y , w h o h as h a d at le a st 
1 2 m o nt hs of s p o nt a n e o us a m e n orr h e a ; or 

4. A w o m a n at l e ast 5 5 y e ars of a g e wit h a di a g n o si s of me n o p a u s e pri or t o st arti n g
h or m o n e- r e pla c e m e nt t h er a p y .

* W o m e n s h o ul d n ot b e t a ki n g m e di c at i ons d uri n g a m e n orr h e a s u c h as or al c o ntr a c e pti v es,
h or m o n es, g o n a d otr o pi n -r ele a si n g h or m o n e, a nt i-estr o g e ns, s el e cti v e estr o g e n r e c e pt or
m o d ul at ors, or c h e m ot h er a p y  t h at c o uld i n d u c e tr a nsi e nt a m e n orr h e a.

C o nt r a c e pti o n G ui d a n c e:

M al es

N o m al e c o ntr a c e pti o n is r e q uir e d e x c e pt i n c o m pli a n c e wit h s p e cifi c l o c al g o v er n m e nt st u d y  
r e q uir e m e nts.
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F e m al es
T h e t a bl e b el o w d es cri b es c o ntr a c e pti o n g ui d a n c e f or w o m e n of c hil d b e ari n g p ot e nti al w h o ar e 
c o m pl et el y a bst i n e nt as t h eir pr ef err e d a n d us u al lif estyl e, or i n a s a m e s e x r el at i ons hi p, as p art 
of  t h eir pr eferr e d a n d us u al lif est yl e :

M u st … M u st not …

a gr e e t o eit h er r e m ai n a bsti n e nt, or  us e p eri o di c a bsti n e n c e m et h o ds
o c al e n d ar 
o o v ul ati o n 
o s y m pt ot h er m al, or
o p ost -o v ul ati o n 

 d e cl ar e a bsti n e n c e j ust f or t h e d ur ati o n of 
a tri al, or

st a y i n a s a m e s e x r el ati o ns hi p wit h o ut s e x u al 
r el ati o ns hi ps wit h m al es

 us e t h e wit h dr a w al m et h o d

T h e t a bl e b el o w d es cri b es c o ntr a c e pti o n g ui d a n c e f or w o m e n of c hil d b e ari n g p ot e nti al w h o ar e 
N O T c o m pl et el y a bst i n e nt as t h eir pr ef err e d a n d us u al lif estyl e, or i n a s a m e s e x r el ati o ns hi p, as 
p art of t h eir pr ef err e d a n d us u al lif est yl e :

T o pi c E x pl a n ati o n

Pr e g n a n c y t esti n g N e g ati v e s er u m r es ult at s cr e e ni n g f oll o w e d b y a 
n e g ati v e s er u m r es ult wit hi n 2 4 h o urs pri or t o 
tr e at m e nt e x p os ur e
N ot e: s u bs e q u e nt pr e g n a n c y t esti n g is c o m p o u n d 
s p e cifi c

C o ntr a c e pti o n A gr e e t o us e 2 f or ms of eff e cti v e c o ntr a c e pti o n, 
w h er e at l e ast o n e f or m m ust b e hi g hl y eff e cti v e 
(l ess t h a n 1 % f ail ur e r at e)

E x a m pl es of diff er e nt f or ms of c o ntr a c e pti o n: 

M et h o ds E x a m pl es

Hi g hl y eff e cti v e c o ntr a c e pti o n  c o m bi n ati o n or al c o ntr a c e pti v e pill a n d 
mi ni -pill

 i m pl a nt e d c o ntr a c e pti v es
 i nj e ct a bl e c o ntr a c e pti v es
 c o ntr a c e pti v e p at c h ( o nl y w o m e n 

< 1 9 8 p o u n ds or 9 0 k g)
 v as e ct o m y (if o nl y s e x u al p art n er)
 f all o pi a n t u b e i m pl a nts (if c o nfir m e d b y 

h yst er os al pi n g o gr a m)
 c o m bi n e d c o ntr a c e pti v e v a gi n al ri n g, or 
 i ntr a ut eri n e d e vi c es

Eff e cti v e c o ntr a c e pti o n  m a l e or f e m al e c o n d o ms wit h s p er mi ci d e 
 di a p hr a g ms wit h s p er mi ci d e or c er vi c al 

s p o n g es
 b arri er m et h o d wit h us e of a s p er mi ci d e

o c o n d o m wit h s p er mi ci d e
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o di a p hr a g m wit h s p er mi ci d e, or
o f e m al e c o n d o m wit h s p er mi ci d e

N ot e: T h e b arri er m et h o d m ust i n cl u d e us e of a
s p er mi ci d e (i. e., c o n d o m wit h s p er mi ci d e, 
di a p hr a g m wit h s p er mi ci d e, f e m al e c o n d o m wit h 
s p er mi ci d e) t o b e c o nsi d er e d eff e cti v e.

Us e of m a l e a n d f e m al e c o n d o ms as a d o u bl e 
b arri er m et h o d is n ot c o nsi d er e d eff e cti v e.

I n eff e cti v e f or ms of c o ntr a c e pti o n  s p er mi ci d e al o n e 
 i m m u n o c o ntr a c e pti v es
 p eri o di c a bsti n e n c e
 f ertilit y a w ar e n ess ( c al e n d ar m et h o d, 

t e m p er at ur e m et h o d, c o m bi n ati o n of 
a b o v e 2, c er vi c al m u c us, s y m pt ot h er m al)

 wit h dr a w al
 p ost c oit al d o u c h e
 l a ct ati o n al a m e n orr h e a

C oll e cti o n of P r e g n a n c y I nf o r m ati o n

M al e p a rti ci p a nts wi t h p a rt n e rs w h o b e c o m e p r e g n a nt

● T h e i n v est i g at or will att e m pt t o c oll e ct pr e g n a n c y i nf or m ati on o n a n y m al e p arti ci p a nt’s 

f e m al e p art n er w h o b e c o m es pr e g n a nt w hil e t h e m al e p arti ci p a nt is i n t his st u d y. T his 
a p pli es o nl y t o m al e p arti ci p a nts w h o r e c ei v e mir i kiz u m a b .

● Aft er o bt ai ni n g t h e n e c ess ar y  si g n e d i nf or m e d c o ns e nt fr o m t h e pr e g n a nt f e m al e p art n er 

di r e ctl y, t h e i n v esti g at or will r e c or d pr e g n a n c y i nf or m ati o n o n t h e a p pr o pri at e f or m a n d 
s u b mit it t o t h e s p o ns or wit hi n 2 4 h o ur s of  le ar ni n g of t h e p art n er’s pr e g n a n c y . T h e 

f e m al e p art n er will als o b e f o ll ow e d t o d et er mi n e t h e o ut c o m e of t h e pr e g n a n c y. 
I nf or mat i on o n t h e st at us of t h e m ot h er a n d c hil d will b e f or w ar d e d t o t h e s p o ns or. 

G e n er all y, t h e f o ll ow- u p will b e n o l o n g er t h a n 6 t o 8 w e e ks f o ll owi n g t h e esti m at e d 
d eli v er y  d at e. A n y t ermi n at i on of t h e pr e g n a n c y will b e r e p ort e d r e g ar dl ess of g e st ati o n al  
a g e, f etal  st at us ( pr es e n c e or a bs e n c e of a n om a li e s), or i n di c ati on f or t h e pr o c e d ur e. 

F e m al e p a r ti ci p a nts w h o b e c o m e p r e g n a nt

● T h e i n v est i g at or will c oll e ct pr e g n a n c y i nf or m ati o n o n a ny f e m al e p arti ci p a nt w h o 

b e c o m e s pr e g n a nt w hil e p arti ci p at i n g i n t his st u d y. T h e i nit i al i nf or m ati on will b e 

r e c or d e d o n t h e a p pr o pri at e f or m a n d s u b mitt e d t o t h e s p o ns or wit hi n 2 4 h o urs of  
l e ar ni n g of a p arti ci p a nt's pr e g n a n c y. 

● T h e p arti ci p a nt will b e f oll ow e d t o d et er mi n e t h e o ut c o m e of t h e pr e g n a n c y . T h e 
i n v esti g at or will c oll e ct f oll ow- u p i nf or m at i on o n t h e p arti ci p a nt a n d t h e n e o n at e a n d t h e 

i nf or mat i on will b e f or w ar d e d t o t h e s p o ns or. G e n er all y, f o ll ow- u p will n ot b e r e q ui r e d 
f or lo n g er t h a n 6 t o 8 w e e ks b e y o n d t h e esti m at e d d eli v er y d at e. A n y t er mi n at i on of 

pr e g n a n c y will b e r e p ort e d , r e g ar dl ess of g e st ati o n al  a g e, f etal  st at us ( pr es e n c e or a bs e n c e 
of  a n om a li es), or i n di c at i on f or t h e pr o c e d ur e.
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● W hil e pr e g n a n c y  it self is n ot c o nsi d er e d t o b e a n A E or S A E, a n y  pr e g n a n c y 

c o m pli c at i on or el e ct i v e t er mi n ati on of a pr e g n a n c y  f or me di c al  r e as o ns will b e r e p ort e d 
as a n A E or S A E. 

● A s p o nt a n e o us a b orti o n ( o c c urri n g at < 2 0 w e e ks g est ati o n al a g e) or still birt h ( o c c urri n g 

at ≥ 2 0 w e e ks g est ati o n al a g e) is al w a ys c o nsi d er e d t o b e a n S A E a n d will b e r e p ort e d as 
s u c h. 

● A n y p ost -st u d y pr e g n a n c y -r el at e d S A E c o nsid er e d r e as o n a bl y r el at e d t o t h e st u d y  
i nter v e nt i on b y t h e i n v esti g at or will b e r e p ort e d t o t h e s p o n s or as d es cri b e d i n pr ot o c ol  

S e cti o n 8. 3. 1 . W hil e t h e i n v esti g at or is n ot o bli g at e d t o a cti v el y s e e k t his i nf or m ati on i n 
f or mer st u d y  p artici p a nt s, h e or s h e m a y  le ar n of a n S A E t hr o u g h s p o nt a n e o us r e p orti n g.
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1 0. 5. A p p e n di x 5 : G e n eti c s

Us e/ A n al ysis of D N A

G e n et i c v ari at i on m a y i m p a ct a p arti ci p a nt’s r es p o ns e t o st u d y int er v e nt i on, s us c e pt i bility t o, a n d 
s e v erit y a n d pr o gr e s si o n of  di s e a s e. V aria bl e r es p o ns e t o st u d y  int er v e nt i on m a y b e d u e t o 
g e n et i c d et er mi n a nts t h at i m p a ct dr u g a bs or pti o n, distri b uti on, m et a b o lis m, a n d e x cr eti o n; 
m e c h a nis m o f a cti o n of  t h e dr u g; dis e as e et i ol og y; a n d/ or m ol e c ul ar s u bt y p e of t h e dis e as e b ei n g 
tr e at e d. T h er ef or e, w h er e l o c al r e g ulat i ons a n d I R B/I E C all o w, a bl o o d s a mpl e will b e c oll e ct e d 
f or D N A a n al ysis fr om c o ns e nti n g p art i ci p a nts.

D N A s a m pl es will b e us e d f or r es e ar c h r el at e d t o mir i ki z u m a b or I L- 2 3-m e d i at e d a ut oi m m u n e 
di s e a s e, a n d r elat e d dis e as es . T h e y m a y  als o b e us e d t o d e v el o p t ests/ ass a ys i n cl u di n g di a g n osti c 
t ests r el at e d t o miri ki z u m a b a n d/ or i nt er v e nti ons of t his dr u g cl ass a n d I L- 2 3- m e d i at e d 
a ut oi m m u n e dis e as e. G e n et i c r es e ar c h m a y c o nsist of t h e a n al ysis of o n e or m or e c a n di d at e 
g e n es or t h e a n al ysis of g e n et i c m ar k ers t hr o u g h o ut t h e g e n o m e or a n al ysis o f t he e nt ire g e n o m e
( as a p pr o pri at e).

T h e s a m pl es m a y b e a n al y z e d as p art of a m ulti-st u d y ass ess m e nt of g e n eti c f a ct ors i n v ol v e d i n 
t he r es p o ns e t o mir i ki z u m a b or st u d y  int er v e nt i ons of t his cl ass t o u n d erst a n d st u d y  dis e a s e or 
r elat e d c o n di tio n s.

T h e r es ults of g e n et i c a n al ys es m a y b e r e p ort e d i n t h e cli ni c al st u d y r e p ort or i n a s e p ar at e st u d y 
s u m m ar y.

T h e s p o ns or will st or e t h e D N A s a m pl es i n a s e c ur e st or a g e s p a c e wit h a d e q u at e m e as ur es t o 
pr ot e ct c o nfi d e nt i ality.

T h e s a m pl es will b e r et ai n e d w hil e r es e ar c h o n mir i ki z u m a b c o nti n u es b ut n o l o n g er t h a n 
1 5 y e ars or ot h er p eri o d as p er l o c al r e q uir e m e nts.
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1 0. 6. A p p e n di x 6: Li v e r S af et y: S u g g est e d A cti o ns a n d F oll o w - up 
Ass ess m e nts 

H e p ati c E v al u ati o n T esti n g

S e e S e cti o n 8. 2. 6. 1 f or g uid a n c e o n a p pr o pri at e t e st s el e ct i on.

T h e Lill y -d esi g n at e d c e ntr al l a b or at or y  must c o m pl et e t h e a n al ysis of all s el e ct e d t esti n g e x c e pt 
f or mi cr o biol o g y  t esti n g.

L o c al  t e sti n g ma y b e p erf or m e d i n a d diti on t o c e ntr al t esti n g w h e n n e c ess ar y f or i m m e di at e 
p arti ci p a nt m a n a g e m e nt.

R es ults will b e r e p ort e d if a v ali d at e d t est or c al c ul ati o n i s a v ail a bl e.

H e m at ol o g y Cli ni c al C h e mist r y

H e m o gl o bi n T ot al bilir u bi n

H e m at o crit Dir e ct bilir u bi n

Er yt hr o c yt es ( R B Cs - r ed bl o o d c ells) Al k ali n e p h os p h at as e ( A L P)

L e u k o c yt es ( W B Cs - w hit e bl o o d c ells) Al a ni n e a mi n otr a nsf er as e ( A L T)

Diff er e nti al: As p art at e a mi n otr a nsf er as e ( A S T)

    N e utr o p hils, s e g m e nt e d G a m m a -gl ut a m yl tr a nsf er as e ( G G T)

    L y m p h o c yt es Cr e ati n e ki n as e ( C K)

    M o n o c yt es Ot h e r C h e mist r y

    B as o p hils A c et a mi n o p h e n

    E osi n o p hils A c et a mi n o p h e n pr ot ei n a d d u cts

Pl at el ets Al k ali n e p h os p h at as e is o e n z y m es

C ell m or p h ol o g y ( R B C a n d W B C) C er ul o pl as mi n

C o a g ul ati o n

C o p p er

Et h yl al c o h ol ( Et O H)

Pr ot hr o m bi n ti m e, i nt er n ati o n al n or m ali z e d 
r ati o ( P T-I N R)

H a pt o gl o bi n

S e r ol o g y I m m u n o gl o b uli n I g A ( q u a ntit ati v e)

H e p atitis A vir us ( H A V) t esti n g: I m m u n o gl o b uli n I g G ( q u a ntit ati v e)

    H A V t ot al a nti b o d y I m m u n o gl o b uli n I g M ( q u a ntit ati v e)

    H A V I g M a nti b o d y P h os p h ati d yl et h a n ol ( P Et h)

H e p atis B vir us ( H B V) t esti n g: U ri n e C h e mist r y

    H e p atitis B s urf a c e a nti g e n ( H Bs A g) Dr u g s cr e e n

    H e p atitis B s urf a c e a nti b o d y ( a nti -H Bs) Et h yl gl u c ur o ni d e ( Et G)

    H e p atitis B c or e t ot al a nti b o d y ( a nti -H B c) Ot h e r S e r ol o g y

    H e p atitis B c or e I g M a nti b o d y A nti -n u cl e ar a nti b o d y ( A N A)

    H e p atitis B c or e I g G a nti b o d y A nti -s m o ot h m us cl e a nti b o d y ( A S M A) a
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    H B V D N A d A nti -a cti n a nti b o d y b

H e p a titis C vir us ( H C V) t esti n g: E pst ei n -B arr vir us ( E B V) t esti n g:

    H C V a nti b o d y     E B V a nti b o d y

    H C V R N A d     E B V D N A d

H e p atitis D vir us ( H D V) t esti n g: C yt o m e g al o vir us ( C M V) t esti n g:

    H D V a nti b o d y     C M V a nti b o d y

H e p atitis E vir us ( H E V) t esti n g:     C M V D N A d

    H E V I g G a nti b o d y H er p es si m pl e x vir us ( H S V) t esti n g:

    H E V I g M a nti b o d y     H S V ( T y p e 1 a n d 2) a nti b o d y 

    H E V R N A d     H S V ( T y p e 1 a n d 2) D N A d

Mi c r o bi ol o g y c Li v er ki d n e y mi cr os o m al t y p e 1 ( L K M -1) a nti b o d y

C ult ur e:

    Bl o o d

    Uri n e

a N ot r e q uir e d if a nti -a cti n a nti b o d y is t est e d.
b N ot r e q uir e d if A S M A is t est e d.
c Ass a y e d O N L Y b y i n v esti g at or -d esi g n at e d l o c al l a b or at or y; n o c e ntr al t esti n g a v ail a bl e.
d R efl e x/ c o nfir m ati o n d e p e n d e nt o n r e g ul at or y r e q uir e m e nts, t esti n g a v ail a bilit y, or b ot h.
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1 0. 7. A p p e n di x 7: R e c o m m e n d e d L a b o r at o r y T esti n g f o r H y p e rs e nsiti vit y 
E v e nts

L a b or at or y  ass ess m e nts s h o ul d b e p erf or m e d if t h e p arti ci p a nt e x p eri e n c es g e n er ali z e d urti c ari a 
or if a n a p h yl a xis is s us p e ct e d.

 C oll e ct s a m pl e aft er t h e p arti ci p a nt h as b e e n st a bili z e d, a n d wit hi n 1 t o 2 h o urs of t h e 
e v e nt; h o w e v er, s a m pl es m a y b e o bt ai n e d as l at e as 1 2 h o urs aft er t h e e v e nt as a n al yt es 

c a n r e m ai n alt er e d f or a n e xt e n d e d p eri o d of ti m e. R e c or d t h e ti m e at w hi c h t h e s a m pl e 
w as c oll e ct e d.

 O bt ai n a f o ll ow- u p s a m pl e aft er a p p r o xi m at el y 4 w e e k s.

Cli ni c al L a b o r at o r y T ests f o r H y p e rs e nsiti vit y E v e nts

H y p e rs e nsiti vit y T ests N ot es

S el e ct e d t est m a y b e o bt ai n e d i n t h e e v e nt of a n a p h yl a xis or 
s yst e mi c all er gi c/ h y p ers e nsiti vit y r e a cti o ns.

L Y 3 0 7 4 8 2 8 a nti dr u g
a nti b o di es 
(i m m u n o g e ni cit y/ A D A)

Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 
R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

L Y 3 0 7 4 8 2 8 c o n c e ntr ati o ns 
( P K)

Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 
R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

Tr y pt as e Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 

R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

Uri n e N -m et h yl hist a mi n e t esti n g is p erf or m e d i n a d diti o n t o 
tr y pt as e t esti n g. C oll e ct t h e first v oi d uri n e f oll o wi n g t h e e v e nt. 
C oll e ct a f oll o w -u p uri n e s a m pl e aft er a p pr o xi m at el y 4 w e e ks.

N ot e: If a tr y pt as e s a m pl e is o bt ai n e d m or e t h a n 2 h o urs aft er t h e 
e v e nt (t h at is, wit hi n 2 t o 1 2 h o urs), or is n o t o bt ai n e d b e c a us e m or e 
t h a n 1 2 h o urs h a v e l a ps e d si n c e t h e e v e nt, c oll e ct a uri n e s a m pl e f or 
N -m et h yl hist a mi n e t esti n g. 

N -m et h yl hist a mi n e Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 
R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

B as o p hil a cti v at i o n t est Will b e p erf or m e d if a v ali d at e d ass a y is a v ail a bl e.

Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 

R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

N ot e : T h e b as o p hil a cti v ati o n t est is a n i n vitr o c ell b as e d ass a y 
t h at o nl y r e q uir es a s er u m s a mpl e . It is a s urr o g at e ass a y f or 
dr u g -s p e cifi c I g E b ut is n ot s p e cifi c f or I g E.

C o m pl e m e nt ( C 3, C 3 a , a n d 
C 5 a)

Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 
R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

C yt o ki n e p a n el Ass a y e d b y Lill y -d esi g n at e d l a b or at or y. 
R es ults will n ot b e pr o vi d e d t o t h e i n v esti g ati v e sit es.

A b br e vi ati o ns: A D A = a nti dr u g a nti b o d y; I g E = i m m u n o gl o b uli n E; P K = p h ar m a c o ki n eti c.
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1 0. 8. A p p e n di x 8 : M e di c al D e vi c e A d v e r s e E v e nt s, A d v e r s e D e vi c e Eff e ct s, 
S e ri o us A d v e rs e E v e nts , a n d D e vi c e D efi ci e n ci es: D efi niti o n a n d 
P r o c e d u r e s f o r R e c o r di n g, E v al u ati n g, F oll o w -u p, a n d R e p o rti n g

R ef er t o A p p e n di x 3 ( S e ctio n 1 0. 3 ) f or d efi nitio n s a n d pr o c e d ur es f or r e c or di n g, e v al u at i n g, 
f oll ow -u p, a n d r e p orti n g of all e v e nts.
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1 0. 9. A p p e n di x 9 : A b b r e vi ati o ns

T er m D efi niti o n

A D A a nti dr u g a nti b o d y

A E a d v ers e e v e nt

AI a ut oi nj e ct or

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

A L T al a ni n e a mi n otr a nsf er as e

A S T as p art at e a mi n otr a nsf er as e

A U C ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e

A U C( 0 -∞) ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e z er o t o i nfi nit y

A U C( 0 -tl a st) ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e fr o m ti m e z er o t o ti m e t, w h er e t is t h e 
l ast ti m e p oi nt wit h a m e as ur a bl e c o n c e ntr ati o n

C D Cr o h n’s dis e as e

C F R C o d e of F e d er al R e g ul ati o ns

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

C L/ F a p p ar e nt t ot al b o d y cl e ar a n c e of dr u g c al c ul at e d aft er e xtr a -v a s c ul ar a d mi nistr ati o n

C m a x m a xi m u m o bs er v e d dr u g c o n c e ntr ati o n

c o m pl ai nt A c o m pl ai nt is a n y writt e n, el e ctr o ni c, or or al c o m m u ni c ati o n t h at all e g es d efi ci e n ci es 
r el at e d t o t h e i d e ntit y, q u alit y, p urit y, d ur a bilit y, r eli a bilit y, s af et y or eff e cti v e n ess, or 
p erf or m a n c e of a dr u g or d r u g d eli v er y s yst e m.

c o m pli a n c e A d h er e n c e t o all st u d y -r el at e d, g o o d cli ni c al pr a cti c e ( G C P), a n d a p pli c a bl e r e g ul at or y 
r e q uir e m e nts.

C P cli ni c al p h ar m a c ol o gist

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

C R P cli ni c al r es e ar c h p h ysi ci a n: I n di vi d u al r es p o nsi bl e f or t h e m e di c al c o n d u ct of t h e st u d y. 
R es p o nsi biliti es of t h e C R P m a y b e p erf or m e d b y a p h ysi ci a n, cli ni c al r es e ar c h 
s ci e ntist, gl o b al s af et y p h ysi ci a n or ot h er m e di c al offi c er.

C R U cli ni c al r es e ar c h u nit

C V c o effi ci e nt of v ari ati o n

d e vi c e d efi ci e n ci e s E q ui v al e nt t o pr o d u ct c o m pl ai nt.
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T er m D efi niti o n

E C G el e ctr o c ar di o gr a m

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

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

e nr oll T h e a ct of assi g ni n g a p arti ci p a nt t o a tr e at m e nt. P arti ci p a nts w h o ar e e nr oll e d i n t h e 
st u d y ar e t h os e w h o h a v e b e e n assi g n e d t o a tr e at m e nt.

e nt er P arti ci p a nts e nt er e d i nt o a st u d y ar e t h os e w h o si g n t h e i nf or m e d c o ns e nt f or m dir e ctl y 
or  t hr o u g h t h eir l e g all y a c c e pt a bl e r e pr es e nt ati v es.

G C P g o o d cli ni c al pr a cti c e

HI V h u m a n i m m u n o d efi ci e n c y vir us

I B I n vesti g at or’s Br o c h ur e

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

I C H I nt er n ati o n al C o u n cil f or H ar m o nis ati o n

I E C in d e p e n d e nt e t hi cs c o m mitt e e

I L i nt erl e u ki n

inf or m e d c o n s e nt A pr o c ess b y w hi c h a p arti ci p a nt v ol u nt aril y c o nfir ms his or h er willi n g n ess t o 
p arti ci p at e i n a p arti c ul ar st u d y, aft er h a vi n g b e e n i nf or m e d of all as p e cts of t h e st u d y 
t h at ar e r el e v a nt t o t h e p arti ci p a nt’s d e cisi o n t o p arti ci p at e. I nf or m e d c o ns e nt is 
d o c u m e nt e d b y m e a ns of a writt e n, si g n e d a n d d at e d i nf or m e d c o ns e nt f or m .

i n v e sti g ati o n al 
pr o d u c t

A p h ar m a c e uti c al f or m of a n a cti v e i n gr e di e nt or pl a c e b o b ei n g t est e d or us e d as a 
r ef er e n c e i n a cli ni c al tri al, i n cl u di n g pr o d u cts alr e a d y o n t h e m ar k et w h e n us e d or 
ass e m bl e d (f or m ul at e d or p a c k a g e d) i n a w a y diff er e nt fr o m t h e a ut h ori z e d f or m, or 
m ar k et e d pr o d u cts us e d f or a n u n a ut h ori z e d i n di c ati o n, or m ar k et e d pr o d u cts us e d t o 
g ai n f urt h er i nf or m ati o n a b o ut t h e a ut h ori z e d f or m.

I R B instit uti o n al re vi e w b o ar d

I S R i nj e cti o n-sit e r e a cti o n

I V i ntr a v e n o us

L S l e ast s q u ar es

p arti ci p a nt E q ui v al e nt t o C DI S C t er m “s u bj e ct ”: a n i n di vi d u al w h o p arti ci p at es i n a cli ni c al tri al, 
eit h er as r e ci pi e nt of a n i n v esti g ati o n al m e di ci n al pr o d u ct or as a c o ntr ol

P C pr o d u ct c o m pl ai nt

P F S pr e -fill e d s yri n g e

P K p h ar m a c o ki n eti cs
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T er m D efi niti o n

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

S A P st atist i c al a n al ysis pl a n

S C su b c ut a n e o us (l y)

s cr e e n T h e a ct of d et er mi ni n g if a n i n di vi d u al m e ets mi ni m u m r e q uir e m e nts t o b e c o m e p art of 
a p o ol of p ot e nti al c a n di d at es f or p arti ci p ati o n i n a cli ni c al st u d y. 

S o A S c h e d ul e of A cti viti es

t1/ 2 h alf -lif e ass o ci at e d wit h t h e t er mi n al r at e c o nst a nt 

T B t u b er c ul osis

T B L t ot al bilir u bi n l e v el

T E -A D A tr e at m e nt-e m er g e nt a nti dr u g a nti b o di es

T E A E tr e at m e nt-e m er g e nt a d v ers e e v e nt: A n u nt o w ar d m e di c al o c c urr e n c e t h at e m er g es 
d uri n g a d efi n e d tr e at m e nt p eri o d, h a vi n g b e e n a bs e nt pr etr e at m e nt, or w ors e ns r el ati v e 
t o t h e pr etr e at m e nt st at e, a n d d o es n ot n e c ess aril y h a v e t o h a v e a c a us al r el ati o ns hi p 
wit h t his tr e at m e nt.

tm a x ti m e t o m a xi m u m o bs er v e d dr u g c o n c e ntr ati o n

U C ul c er ati v e c olitis

U L N u p p er li mit of n or m al

V A S vis u al a n al o g s c al e

V z/ F a p p ar e nt v ol u m e of distri b uti o n d uri n g t h e t er mi n al p h as e aft er e xtr a -v as c ul ar 
a d mi nistr ati o n
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1 1. R ef e r e n c e s

Willi a ms o n A, H o g g art B. P ai n: a r e vi e w o f t hr e e c o m m onl y  us e d p ai n r ati n g s c al es. J Cli n 
N urs . 2 0 0 5; 1 4( 7): 7 9 8 - 8 0 4.
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