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P R O T O C O L  S Y N O P S I S  
 

P r ot o c ol  Titl e:  A pr os p e cti ve,  o p e n -la b el,  si n gle  c e nt er  a b at a c e pt  i n  I g G 4-R elat e d  Dis e as e 
1 0 -p atie nt  pr o of -of -c o nc e pt  st u d y  

P r ot o c ol  S h o rt 
 

A b at a c e pt  i n  I g G 4 -R elat e d  Dis e as e:  A 1 0 -p atie nt  pr o of -of -c o nc e pt  st u d y  

St u d y  N u m be r:  B M S Pr ot o c ol  N o.: I M 1 0 1 -7 4 4  

I n v e sti g ati o n al 
 

A b at a c e pt  

D e v el o p me nt 
 

P has e 2  

I n di c ati o n I g G 4-R elat e d  Dis e as e  (I g G 4 -R D)  

S p o ns o r:  M ass a c h us etts  G e ner al  H os pit al  

C o o r di n ati n g 
I n v e sti g at o r:  

Dr. J o h n  H. St o ne, H ar var d,  M ass a c h us etts  G e ner al  H os pit al  

St u d y  C e nt e r(s):  Si n gle  C e nt er:  M ass a c h us etts  G e ner al  H os pit al  

St u d y  O bje cti v e s :  P ri m a r y  O bje cti v e  

•  T o  ass ess  t he effe ct   of w e e kl y  s u b c ut a ne o us ( S C) a d mi nis tr a t i o n   of a b at a c e pt  
o n c o m plet e  r e missi o n  of I g G 4-R D  

S e c o n d a r y  O bje cti v e s 

•  T o  ass ess  t he  effe ct  of  a b at a c e pt  o n  dis e as e  r es p o ns e  at 4, 1 2 a n d  2 4 w e e ks 
a n d c o m plet e  r e missi o n  at 3 6  w e e ks  

•  T o  ass ess  t he effe ct   of a b at a c e pt  o n ti me t o dis e as e  r e missi o n (I g G 4-R D  RI  = 
0),  r e missi o n  r at es,  n u m b er  of dis e as e  flar es  p er s u bj e ct  o ver  ti me 

•  T o  ass ess  t he effe ct   of a b at a c e pt   o n p h ysicia n   gl o b al ass ess me nt  ( P G A),  
S y m pt o m S e verit y  I n d e x,  a n d c u m ulati ve  c ortic ost er oi d   d os es 

•  T o  ass ess  t he  effe ct  of  a b at a c e pt  o n  s er u m  i m m u n o gl o b uli n  le vels,  I g G 4 
s u b class  c o nc e ntr ati o ns,  I g E  le vels,  e osi n o p hils,  a n d s er u m  C 3 a n d C 4 le v els 
at 4, 1 2, 2 4 a n d 3 6 w e e ks 

E x pl o r at o r y  O bje cti v e s  

T o ass ess t he effe ct  of a b at a c e pt  o n C D 4 + T c ells  a n d B c ell  s u bs ets, 
s p e cific all y: 

- C D 4 + c yt ot o xic  T l y m p h o c yt e s 

- C D 8 + c yt ot o xic  T l y m p h o c yt e s 

- C D 4 + T  f ollic ula r  hel p er  c ells  

- C D 4 + p eri p her al  hel p er  T  c ells  

- Plas ma blast s  

- A cti vat e d  B  c ells  
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St u d y  D e s i g n:  T his  is  a P has e   2, si n gle c e nt er,   pr o of  of c o nc e pt  cli nic a l  trial i n s u bj e cts wit h  
a cti ve  I g G 4-R D.  A p pr o xi mat el y  1 0  s u bj e cts  wit h  a cti ve  I g G 4 -R D  will b e 
e nr olle d  i nt o  t his  st u d y.  S u bj e cts  will  r e c ei ve  w e e kl y  s u b c ut a ne o us  d os es  of 
a b at a c e pt  ( 1 2 5 m g)  f or 2 4 d os es.  S u bj e cts  w h o  ar e o n pr e d nis o ne  at b as eli ne  will 
b e gi n  a n  i n vesti ga t or -dir e ct e d  c ortic ost er oi d  t a p er  d esi g ne d  t o  dis c o nti n u e 
pr e d nis o ne  n ot  lat er  t ha n  8 w e e ks aft er  t he  b as eli ne  visit.    

I n v e sti g ati o n al 
M e di ci n al 
P r o d uct(s);  I M P, 
D os e  a n d  R o ut e  
of 

 

D os e a n d r o ut e  of a d mi nistr ati o n:  a b at a c e pt  ( 1 2 5 m g)  will  b e gi ve n  b y S C 
i nj e cti o n  e ver y  7 d a ys f or  u p t o 2 4 d os es ( 2 4 w e e ks). 

 

R ef e re n c e 
 

N o ne  
N u m be r  of 
S u bje cts   Pl a n ne d:  

A p pr o xi mat e l y  1 0 s u bj e cts  wit h  a cti ve  I g G 4 -R D  

Dia g n os is  a n d  M ai n 
Crit eria  f or 
I ncl us i o n: 

M ale  a n d fe male  s u bj e cts  a ge 1 8 or ol d er  w h o f ulfill  t he A C R/ E U L A R  2 0 1 8 
C lassific a t i o n  C rit eria  f or  I g G 4 -R D  wit h  a mi ni m u m  I g G 4 -R D  R es p o n d er  I n d e x 
s c or e of 2  

St u d y  D ur ati o n:  Aft er  s cr e e ni n g  a n d e nr oll me nt,  eli gi bl e  s u bj e cts  will  r e c ei ve  a n i nitial 
s u b c ut a ne o us  d os e of a b at a c e pt ( 1 2 5 m g)  f oll o w e d  b y w e e kl y  s u b c ut a ne o us  d os es 
of a b at a c e pt  ( 1 2 5 m g)  f or  a t ot al  of u p t o 2 4 d os es  ( 2 4 w e e ks). If  s u bj e cts  ar e o n 
pr e d nis o ne  at b as eli ne,  t he y  will  b e gi n  a n  i n vesti ga t or -dir e ct e d  c ortic ost er oi d 
t a p er d esi g ne d  t o dis c o nti n ue  pr e d nis o ne  n ot  lat er  t ha n  8 w e e ks aft er  t he  b as eli ne 
visit.  S u bj e cts  will  b e f oll o w e d  o n st u d y  f or  1 2 w e e ks f oll o wi n g  t he  last  d os e f or 
a t ot al  st u d y  p eri o d  of u p t o 3 6 w e e ks.  

I ncl usi o n  C rit e ri a: S u bj e cts  w h o  me et  t he f oll o wi n g  crit eria  will  b e c o nsi d er e d  eli gi ble  t o p artici p at e 
i n  t he  cli ni c a l  st u d y  if  t he y: 

1.  Ar e male  or fe male  1 8 ye ars  of a ge or ol d er  
2.  M e et t he A C R/ E U L A R  2 0 1 8 C lassific a t i o n  C rit eria  f or  I g G 4 -R D (s e e 

a p p e n di x  G)  
3.  H a ve  a cti ve  dis e as e  b as e d o n a n I g G 4 -R D  RI ≥ 2 at s cr e e ni n g  wit h  dis e as e 

ma nife st a ti o n  i n  at le ast  o ne  or ga n  s yst e m  e xcl u di n g  l y m p h  n o d es  at 
s cr e e ni n g  

4.  M a y or ma y  n ot  ha ve  r e c ei ve d  pri or  I g G 4 -R D  t her a p y  
5.  M ust  b e willi n g  t o t a p er off  a n y  s yst e mic  c ortic ost er o i d  t her a p y  wit hi n 8 

w e e ks of first  d os e of  trial  dr u g.  
6.  M ust  b e a ble  a n d willi n g  t o dis c o nti n ue  a n y  i m m u n os u p pr essi v e  a ge nt  at 

s cr e e ni n g  ( e. g.  met h otr e xat e,  m yc o p he n ol at e  m ofetil,  6 -mer c a pt o p uri ne, 
t a cr oli m us,  c ycl o p h os p ha mi d e  or a zat hi o pri ne). 

7.  N o hist or y of s e ver e  aller gic  r e a cti o ns  t o m o n o cl o nal  a nti b o dies.    
8.  Ar e a ble  a n d willi n g  t o c o m plet e  t he  e ntir e  st u d y  p er t he  st u d y  s c he d ule.  
9.  Ar e  willi n g  t o  f or e g o  ot her  f or ms  of  e x p eri me nt a l  tr e at me nt  d uri n g  t he 

st u d y.  
1 0.  c a n pr o vi d e  writt e n  i nf or me d  c o ns e nt.  
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E x cl usi o n  C rit e ri a:  S u bj e cts  w h o  me et  o ne or m or e  of  t he f oll o wi n g  crit eria  will  n ot b e c o nsi d er e d 
eli gi b l e  t o p artici p at e  i n  t he  cli ni c a l  st u d y:  
 

1.  Hist or y  or e vi d e nc e  of  a cli nic all y  u nst a ble/ u nc o ntr oll e d  dis or d er, 
c o n diti o n  or  dis e as e  (i ncl u d i n g  b ut  n ot  li mit e d  t o c ar di o p ul m o n ar y, 
o nc ol o gic,  r e nal,  he p atic,  met a b olic,  he mat ol o gi c  or ps yc hiatric)  ot her 
t ha n  I g G 4-R D  t hat,  i n  t he  o pi ni o n  of t he  I n vesti g at or,  w o ul d  p os e a ris k 
t o p atie nt  s afet y  or i nt erfer e  wit h  t he  st u d y  e val uati o n,  pr o c e d ur es  or 
c o m pleti o n.  

2.  M ali g na nc y  wit hi n  5 ye ars  ( e xc e pt  s uc c essf ull y  tr e at e d i n  sit u  c er vic al 
c a nc er,  r es e ct e d s q ua m o us  c ell  or b as al  c ell  c ar ci n o ma  of  t he s ki n,  or 
pr ost at e  c a nc er wit h  n o r e c urr e nc e  ≥ 3 ye ars  f oll o wi n g  pr ost at e ct o m y).  

3.  Li ver  dis e as e:  A c ut e  or c hr o nic  n o n -I g G 4-r elat ed  li ver  dis e as e  d e e me d 
s uffic i e nt l y  s e ver e  t o i m p air  t heir  a bilit y  t o  p artici p at e  i n  t he  trial.  

4.  U nc o ntr olle d  dis e as e:  e vi d e nc e  of a n ot her  u nc o ntr olle d  c o n diti o n, 
i ncl u d i n g  dr u g  a n d  alc o h ol  a b us e,  w hic h  c o ul d  i nt erfer e  wit h 
p artici p ati o n  i n  t he  trial  a c c or d i n g  t o t he  pr ot o c ol. 

5.  Pr es e nc e  of r e c urr e nt  or c hr o nic  i nfe cti o ns,  d efi ne d  as ≥ 3 i nfe cti o ns 
r e q uiri n g  a nti micr o b i a ls  o ver  t he  p ast  6 m o nt hs  pri or  t o  s cr e e ni n g.  

6.  A cti ve  i nfe cti o n  r e q uiri n g  h os pit ali z ati o n  or tr e at me nt  wit h  p ar e nt er al 
a nti micr o bi als  wit hi n  t he  3 0 d a ys pri or  t o r a n d o miz at i o n.  

7.  Pri or  us e  of  rit u xi m a b  ( or  ot her  B  c ell  d e pleti n g  a ge nts)  wit hi n  6 m o nt hs 
of e nr oll me nt  u nless  B c ells  ha ve  b e e n d e m o nstr at e d  t o ha ve 
r e p o p ulat e d. 

8.  Us e  of  a n y  i n vesti ga ti o na l  a ge nt  wit hi n  5 half -li ve s  of  t he  a ge nt  ( or  6 
m o nt hs  if  t he  half -li fe  is  u n k n o w n)  pri or  t o e nr oll me nt.  

9.  W hit e  bl o o d  c ell  c o u nt  < 2. 5 x 1 0 3/ µ L. 
1 0.  A bs ol ut e  ne utr o p hil  c o u nt  ( A N C) < 1. 0 x 1 0 3/ µ L. 
1 1.  I g G 4-r elat e d  r e nal  dis e as e  wit h  s er u m  cr e ati ni ne  > 2. 0 m g/ d L.  
1 2.  H e m o gl o bi n  < 1 0 g/ d L. 
1 3.  Plat elet  c o u nt  < 7 5 x 1 0 9/ L. 
1 4.  K n o w n  p ositi ve  r es ult  f o r  HI V  I or II a nti b o d y,  he p atitis  B s urfa c e 

a nti ge n,  he p atitis  B c or e a nti b o d y  or he p atitis  C a nti b o d y.  
1 5.  H as r e c ei ve d  li ve  va c ci nes  wit hi n  4 w e e ks’ o k e nr oll me nt.  
1 6.  I na bilit y  t o  c o m m u nic a t e  r elia bl y  wit h  t he  i n vest i gat or. 
1 7.  P atie nt  is  pr e g na nt  or br e ast  fe e di n g  or pla n ni n g  t o  b e c o me  pr e g na nt 

w hile  e nr olle d  i n  t he  st u d y,  u p  t o E O S visit.  
1 8.  P ositi ve  pr e g na nc y  t est  at  s cr e e ni n g  or  d uri n g  t he  st u d y.  
1 9.  S u bj e cts  of  c hil d b e ari n g  p ot e ntial  w h o d o n ot  a gr e e t o us e me dic all y 

a c c e pt a ble  met h o ds  of c o ntr a c e pti o n.  
2 0.  K n o w n  or s us p e ct e d  s e nsiti vit y  t o ma m mali a n  c ell-d eri ve d  pr o d ucts  or 

a n y  c o m p o ne nts  of  t he  st u d y  dr u g.  
2 1.  Hist or y  of alc o h ol  a n d/ or  s u bst a nc e  a b us e wit hi n  1 2 m o nt hs  pri or  t o 

s cr e e ni n g.  
2 2.  U na ble  or u n willi n g  t o p art a k e i n  f oll o w -u p  ass ess me nts  or r e q uir e d 

pr ot o c ol  pr o c e d ur es . 
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St u d y  P r o c e d ure s :  Aft er  o bt ai ni n g  i nf or me d  c o ns e nt,  all  s cr e e ni n g  pr o c e d ur es  a n d  t ests 
est a blis hi n g  eli gi b il it y  will  b e p erf or me d  o n  t he  i nit ia l  s cr e e ni n g  visit. 
S u bj e cts  d et er mi ne d  t o b e eli gi bl e  at s cr e e ni n g  will  r e c ei ve  a n i nitial 
s u b c ut a ne o us  d os e of a b at a c e pt ( 1 2 5 m g),  w hic h  will  b e c o nti n ue d  w e e kl y 
f or  a t ot al  of  u p t o 2 4 d os es ( 2 4 w e e ks). St er oi d  t her a p y  m ust  b e t a p er e d 
off  a n d dis c o nti n u e d  o ver 8 -w e e k p eri o d  (t a p er m ust  b e c o m plet e d  n o 
lat er  t ha n  w e e k 8 ). S h o ul d  p atie nts  b e d e e me d  t o ha ve w ors e ni n g  dis e as e 
or faili n g  t her a p y  at 4 w e e ks t he n  a trial  of st er oi ds  c a n b e c o nsi d er e d.  

 
S u bj e cts  will  r et ur n  o n w e e ks 1, 2, 4, 8, 1 2, 1 6, 2 0, a n d  2 4 w hile  o n 
tr e at me nt  f or  t heir  i nj e cti o ns,  a n d f or t he  s c he d ule d  s afet y  a n d dis e as e 
r es p o ns e  ass ess me nts.  S u bj e cts  will  b e all o w e d  t o  s elf-a d mi nist er  t heir 
i nj e cti o ns  at h o me.  T he  f ull  tr e at me nt  p eri o d  is  2 4 d os es gi ve n  w e e kl y  f or 
2 4 w e e ks. S u bj e cts  w h o  ar e n ot  a ble t o b e t a p er e d off  c ortic ost er oi ds  or 
w h o  r e q uir e  r ei nstit uti o n  of  c ortic ost er oi d  t her a p y  at a n y  ti me  d uri n g  t he 
st u d y  will  b e c o u nt e d  as  tr e at me nt  fail ur es  b ut  ma y  c o nti n ue  st u d y. 
S h o ul d  t he  I g G 4 -R D  r es p o n d er  i n d e x  fail  t o i m pr o ve  b y 8 w e e ks or w h o 
d e vel o p  ne w or ga n  I N V O L V E M E N T  b y w e e k 4 will  b e d e e me d  a 
tr e at me nt  fail ur e,  p atie nt’s  will  b e d e e me d tr e at me nt  fail ur e  a n d c a n 
b e gi n  c ortic ost er oi d  or alt er nati ve  i m m u n os u p pr essi v e  t her a p y  at t he 
I n vesti gat or’s  dis cr eti o n.  T h os e  w h o  r e q uir e  rit u xi ma b  or w h o r e q uir e 
a d diti o n  of  ot her  or al  i m m u n os u p p r essi ve  will  b e c o u nt e d  as tr e at me nt 
fail ur es  a n d  will  t er mi nat e  t he  st u d y. 

 
All  s u bj e cts  c o m pleti n g  t he  tr e at me nt  p eri o d  will  ha ve  f oll o w  u p  visits 
off  pr ot o c olize d  tr e at me nt  at 2 8 a n d 3 6 w e e ks. All  A E(s)  (i ncl u di n g 
s eri o us  A Es  a n d d e at hs)  a n d us e  of c o nc o mit a nt  me dic ati o n  i nf or mati o n 
will  b e c olle ct e d  t hr o u g h o ut  t he  st u d y  fr o m  s cr e e ni n g  t hr o u g h  st u d y 
t er mi nati o n.  S u bj e cts  d e vel o pi n g  tr e at me nt-e  mer ge nt  A Es  or cli nic a l l y 
si g nifi c a nt  s afet y  la b  a b n or malit ies  will  b e  f oll o w e d  u ntil  r es ol uti o n  or 
u ntil  st a bili z ati o n  of t he A Es/ a b n or m alitie s.  

C rit e ri a  f o r 
E v al u ati o n: 

Dis e as e A cti vit y:  

T he  f oll o wi n g  dis e as e  a cti vit y  p ar a met ers  will  b e r e c or d e d at s c he d ule d 
i nt er va ls  t hr o u g h o ut  t he  st u d y: 

•  I g G 4-R D  RI  s c or e 

•  P h ysicia n  Gl o b al  Ass ess me nt  of  Dis e as e  A cti vit y  ( Vis ual  A cti vit y  S c or e)  

•  S y m pt o m  S e verit y  I n d e x 

•  Gl uc o c orti c oi d  T o xic it y I n d e x 
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 S afe t y:  

T h e f oll o wi n g  s af et y p ar a m et ers will  b e r e c or d e d at r e g ular i nt er v als  d uri n g  t h e st u d y:  

•  A d v ers e  e v e nts  

•  P h ysic al  e x a mi n ati o ns  

•  Vit a l  si g ns  (s u pi n e bl o o d  pr e s s ur e  [ B P], h e art  r at e [ H R], or al  b o d y  t e m p er at ur e, 
r e s pir at or y r at e [ R R]) 

•  Cli ni c al  la b or at or y  t e sti n g  ( cli nic al  c h e mistr y,  h e m at ol o g y,  s er u m 
i m m u n o gl o b uli ns,  s er u m I g G 4  s u b cla s s e s, c o m ple m e nts,  a n d uri n a l ysis)  

•  C o n c o mit a nt  m e dic ati o ns  
 
S e r ol o gi c I n di c at o rs of R e s p o ns e:  

•  I m m u n o gl o b uli n le v e ls 

•  I g G 4 s u b cla s s e s  

•  I g E 

•  E osi n o p hil  le v e ls 

•  C 3 a n d  C 4 le v e ls 
 
C o r r e l ati v e  St u di e s:  

A d diti o n al  m e c h a nistic  st u die s  will  b e  c o n d u ct e d  t hr o u g h  t h e  M G H  NI H -f u n d e d 
A ut oi m m u nit y  C e nt er of E x c elle n c e f or I g G 4 -R D,  w hic h h a s e st a blis h e d  tr a nslati o n a l 
c olla b or ati o ns  b et w e e n t h e  M G H  Cli nic  a n d  t h e  R a g o n  I nstit ut e  of  H ar v ar d,  M G H, 
a n d MI T (t h e la b or at or y  of Dr. S hi v  Pillai).  

Briefl y,  p eri p h er al  bl o o d  m o n o n u cle ar  c ells  ( P B M Cs) a n d pla s m a will  b e is olat e d  a n d 
fr o z e n fr o m e a c h  s u bje ct at  w e e ks  0,  1,  4,  1 2  a n d  2 4  c orr e s p o n di n g  wit h  c li nic a l bl o o d  
dr a w s.  P B M Cs a n d  pla s m a  w ill  b e  st or e d  i n  li q ui d  nitr o g e n  f or  pr e s er v ati o n.  T he 
f oll o wi n g  e x p eri m e nts  will  b e  c arrie d  o ut  i n  b at c h e s  of  1 0  p atie nt  ti m e  p oi nts  p er 
e x p eri m e nt: 

1.  Fl o w  c yt o m etric q u a ntific ati o n  of pla s m a bla sts,  a cti v at e d B c ells,  t er mi n all y 
diff er e ntiat e d  C D 4 + c yt ot o xi c T c ells ( C D 4 + C T Ls), t er mi n all y  diff er e ntiat e d 
C D 8 + c yt ot o xic T c ells ( C D 8 + C T Ls), a cti v at e d f ollic ular  h el p er T ( T F H) c ells 
a n d p eri p h er al  h el p er T ( T P H) c ells. T er mi n al  diff er e ntiati o n  will  b e d efi n e d 
b y  t h e  l os s  of  C D 2 8  s urf a c e e x pr e s si o n  a n d  g a i n  of  C D5 7  s urf a c e e x pr e s si o n  
wit hi n  t h e r e s p e cti v e eff e ct or ( C D 4 5 R A- C C R 7-) T c ell p o p ulati o n.  T h e s e  c ell 
p o p ulati o ns  will  b e  a s s e s s e d at  w e e ks  0,  1,  4,  1 2  a n d  2 4  t o  d et er mi n e  t h e 
tr e at m e nt eff e ct o n t h e a bs ol ut e  n u m b ers a n d pr o p orti o ns  of t h e s e c ell t y p e s. 

2.  Q u a nti fie d  c ell  p o p ulati o ns  will  b e a n al y z e d  f or c orr elati o n  wit h  o n e a n ot h er, 
dis e a s e a cti vit y,  pla s m a I g G 4 le v els a n d cli nic al  r e s p o nsi v e n e s s t o  a b at a c e pt.  

3.  Fr o m  5 of  t h e e nr olle d  s u bje cts  wit h  k n o w n  e x p a nsi o ns  of  t h e r e s p e cti v e c ell 
t y p e a n d  cli nic al  r e s p o nsi v e n e s s  t o  a b at a c e pt,  t er mi n all y  diff er e ntiat e d 
C D 4 + C T Ls,  t er mi n all y  diff er e ntiat e d C D 8 + C T Ls a n d a cti v at e d B c ells will  b e 
s ort e d b y  F A C S at w e e ks 0,  1 2 a n d  2 4.  R N A will  b e  is ola t e d t o u n d er g o  R T-
P C R a  m plific a ti o n  of  t h e T C R -β/I g H,  r e s p e cti v el y.  N e xt -Ge n er at i o n  
S e q u e n ci n g  will  b e  us e d  t o  d efi n e  t h e  di v ersit y  of  t h e  T C R/ B C R r e p ert oir e 
l o n git u di n a ll y  t o a s c ert ai n h o w a b at a c e pt m a y i m p a ct c l o n a lit y.  
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E n d p oi nts :  Pri mar y:  

- C o m plet e  r e missi o n  at  3 6  w e e ks.  C o m plet e  r e missi o n  is  d efi ne d  as  a n 
I g G 4-R D  R es p o n d er  I n d e x  S c or e  of  0  a n d  a  pr e d nis o ne  d os e  of  0 
m g/ d a y  b e y o n d  w e e k 4 a n d n o flar e  si nc e  b e gi n ni n g  tr e at me nt.  

S e c o n d ar y:  

- Dis e as e  r es p o ns e  at 4, 1 2, 2 4, a n d  3 6 w e e ks. Dis e as e  r es p o ns e  will  b e 
d efi ne d  at 6 m o nt hs as: 1) i m pr o ve  me nt  of > 1 p oi nt i n t he I g G 4-R D  RI  
s c or e o ver  b as eli ne;   2) n o gl uc o c ortic oi d  us e f oll o wi n g  t he w e e k 4 visit; 
3) n o dis e as e  flar es,  as ass ess e d b y  t he I g G 4 -R D  RI.  Dis e as e  flar e  will 
b e  d efi ne d  as  r e c urr e nc e  of  dis e as e  a cti vit y  or  d e m o nstr ati o n  of  a 
dis e as e  e xa c er b ati o n  s uc h  t hat  a d diti o nal  t her a p y  b e y o n d  t he  tr i a l 
pr ot o c ol  is  i n dic at e d.  S uc h  a d diti o nal  t her a p y  ma y  i ncl u d e 
gl uc o c ortic oi d s  or alt er nati v e  i m m u n os u p p r essi ve  a ge nts.  

- C o m plet e  r e missi o n  at  3 6  w e e ks.  
- Ti me  t o dis e as e  r e miss i o n  (I g G 4 -R D  RI  =  0) 
- R e miss i o n  r at es 
- N u m b er  of  dis e as e  flar es  p er s u bj e ct  o ver  ti me 
- C u m ulati ve  c ortic ost er oi d  d os es a n d Gl uc o c ortic oi d  T o xicit y  I n d e x 
- P h ysicia n  Gl o b al  Ass ess me nt  ( P G A).  A  P G A  c o nsisti n g  of  a  1 0 -

c e nti met er  vis ual  a nal o g  s c ale  is  c olle ct e d  at  e a c h  p atie nt  visit.  O nl y 
a cti ve  dis e as e  ( as  o p p os e d t o  d a ma ge)  is c o nsi d er e d  i n  t he  s c ori n g  of 
t he P G A.  

- S y m pt o m  S e verit y  I n d e x 
- S er u m   i m m u n o gl o b uli n le vels, I g G 4 s u b class c o nc e ntr ati o ns,  I g E 

le vels, e osi n o p hils,  a n d s er u m  C 3 a n d C 4  le vels. 

S e c o n d ar y  S afet y:  

- S afet y:  I nci d e nc e  of a d vers e  e ve nts  
- S afet y:  I nci d e nc e  of c ortic os t er oi d-r elat e d  a d vers e e ve nts  
- C o m p osit e  of  vit al  si g ns  ass ess me nt  as a me as ur e  of  s afet y 

- C o m p osit e  of  cli nic al  la b or at or y  t ests ass ess me nt  as a me as ur e  of  s afet y 

 St atisti c al  M et h o ds:  A n al ysis P o p ul ati o ns  

•  T he  pri mar y  a nal ysis  will  b e a n  i nt e nt i o n -t o-tr e at a nal ysis  i n  w hic h 

t he  pr o p orti o n of  s u bj e cts  a c hie vi n g  t he pri mar y  o ut c o me  is  ass ess e d.  

P ri m a r y  effi c a c y a n al ysis: 
T he  pri mar y  a nal ysis  will  b e b as e d o n t he pr o p orti o n  of s u bj e cts  a c hie vi n g  t he 
pri mar y  o ut c o me.  
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3  I N T R O D U C TI O N  A N D S T U D Y  B A C K G R O U N D  
 

3. 1 A b at a c e pt 
 

A b at a c e pt  is  a s ele cti ve  c osti m ulati o n  m o d ulat or  t hat  c o nsists  of  a f usi o n  pr ot ei n  of h u ma n 
I g G 1  a n d  t he  e xtr a c ell ula r  d o mai n  of  C T L A 4,  w hic h  i n hi b its  T  c ell  ( T  l y m p h o c yt e )  a cti vati o n 
b y bi n di n g  t o C D 8 0 a n d C D 8 6 , t her e b y  bl o c ki n g  i nt er a cti o n  wit h  C D 2 8. T his  bl o c ks t he  a bilit y 
of a nti ge n  pr es e nti n g  c ells  t o d eli ver  t he  c o -sti m ul at or y  si g nal  ne e d e d t o a cti vat e  T c ells.  It is 
c urr e ntl y  i n dic at e d  f or  us e i n  a d ult  r he u mat oi d  art hritis,  j u ve nile  i di o p at hic  art hritis.  I t is n ot 
c urr e ntl y  i n dic at e d  f or  us e  i n  I g G 4 -R D.  
 
3. 2 I g G 4- R el at e d Dis e as e  
 

I g G 4-R D  is  a c hr o nic  fi br o -i nfl a  m m at o r y  c o n diti o n  t hat  c a n  affe ct  virt ua ll y  e ver y  or ga n 
s yst e m  i ncl u di n g  t he p a ncr e as,  biliar y  tr a ct,  s ali var y  a n d  la cri mal  gla n ds,  or bits,  l u n gs,  k i d ne ys, 
me ni n ges,  pit uit a r y  gla n d,  pr ost at e  a n d  t h yr oi d  a m o n g  ot hers.  It  ma y  als o  i n v ol ve  t he 
r etr o p erit o ne u m.  T his  m ulti-or ga n  i m m u ne -m e diat e d  c o n diti o n  w as pr e vi o usl y  r e gar d e d  as a 
gr o u p  of  is olat e d  si n gle  or ga n  dis e as es  b ut has r e c e ntl y  b e e n r e c o g nize d as  a u nif yi n g  e ntit y 
li n k e d  b y c o m m o n  hist o p at h ol o gi c al  a n d i m m u n o hist o c he mic al  fe at ur es.  T he  hist o p at h ol o gi c al 
fe at ur es  i ncl u d e  a d e ns e l y m p h o pl as m a c yti c  i nfiltr at e  c o nsisti n g  of T c ells  a n d I g G 4 +  plas ma 
c ells,  st orif or  m  fi br osis  a n d  o blit er at i ve  p hle bit i s.  I m m u n o p er o xi d a s e  st ai ni n g  of  affe ct e d 
tiss ues  ge ner all y  d e m o nstr at es  a r ati o  of ≥ 4 0 % I g G 4/I g G +  plas ma  c ells  ( D es h p a n d e  et al. 
2 0 1 2). S er u m  I g G 4  c o nc e ntr ati o ns  ar e ele vat e d  i n  at le ast  5 0 -6 0 % of  c as es b ef or e  t he  i nitiati o n 
of tr e at me nt  ( W alla c e  et al.  2 0 1 5). 
 

T he  fr e q ue nc y  of  I g G 4 -R D  is  u n k n o w n  i n  m ost  c o u ntries  ot her  t ha n  J a p a n,  w her e  it  is 
t h o u g ht  t o affe ct  at le ast  8 0 0 0 i n di vi d uals  ( U c hi d a  et al.  2 0 1 2). H o w e ver,  b e c a us e t his  dis e as e 
has o nl y  b e e n r e c o g nize d  a n d d es cri b e d  i n  t he  last  1 0 ye ars,  r e c o g niti o n  of t he  dis e as e  is 
gr o wi n g  i n  ot her  p arts  of  t he  w orl d,  i ncl u d i n g  t he  U S  a n d  E ur o p e.  I g G 4 -R D  a p p e ars t o ha ve  a 
m o d est  pr e dile cti o n  f or affe cti n g  me n  m or e  oft e n  t ha n  w o me n  a n d t e n ds  t o afflict  mi d dle -a ge d 
t o el d erl y  i n di vi d uals.  Alt h o u g h  I g G 4-R D  c a n affe c t  a si n gle  or ga n  at  pr es e nt ati o n,  it  is  n ot 
u nc o m m o n  f or  p atie nts  t o pr es e nt  wit h  or d e vel o p  m ulti -or ga n  dis e as e.  As t he  dis e as e 
pr o gr ess es,  a d diti o nal  or ga ns  d e vel o p  lesi o ns  a n d  t he c ell ular  i nfla m mati o n  c har a ct eri zi n g  e arl y 
dis e as e  m o ves  t o w ar d a m or e fi br oti c  st a ge, c a usi n g  maj or  tiss ue  d a ma ge,  d ysf u ncti o n  a n d 
ulti mat e l y  or ga n  fail ur e.  

 
It is u ncle ar  w het her  I g G 4  its elf  is  i n v ol ve d  i n  t he  p at h o ge nesis  of  t he dis e as e.  T c ells 

c o m pris e  t he maj or  i nfla m m at o r y  c ell  i n  t his  dis e as e.  I n fa ct,  t w o C D 4 + T c ells  ar e b elie ve d  t o 
pla y  cr ucial  r oles  i n  t his  c o n diti o n:  1) A C D 4 + c yt ot o xic  T l y m p h o c yt e  b e ari n g  S L A M F 7 o n its 
s urfa c e,  s e cr eti n g  pr ofi br otic  c yt o ki nes  I L-1 B a n d T G F -B 1 a n d I F N -ga m ma,  as w ell  as 
c yt ot o xic  m ole c ules  s uc h  as p erf ori n  a n d gr a nz y me  B. 2) A C D 4 + T  f ollic ul ar  hel p er  c ell, 
k n o w n  t o dri ve  t he  class  s wit c h  wit hi n  l y m p h  n o d es  a n d  e xtr a -n o d al  ger mi nal  c e nt ers  ( M att o o 
et al. 2 0 1 6)  

  
A d diti o nall y,  s e ver al  B c ell  s u bs ets  ha ve  r e c e ntl y  b e e n d es cri b e d  b y fl o w  c yt o metr y  t o 

b e ele vat e d  i n  t he p eri p her al  bl o o d of  I g G 4 -R D  p atie nts.  Cir c ulati n g  I g G 4 +  plas ma blasts 
( C D 1 9l o w C D 3 8 + C D 2 0- C D 2 7 +)  ha ve  b e e n s h o w n  t o b e ele vat e d  i n  a cti ve  dis e as e  as c o m p ar e d 
t o i n di vi d ua ls  wit h  ot her  dis e as es  a n d  n or mal  c o ntr ols,  e ve n  i n  I g G 4-R D  p atie nts  wit h  n or mal 
I g G 4  s er u m  le vels.  T ot al plas ma blasts  c a n t her ef or e  b e utili ze d  as a dia g n ostic  fe at ur e  of I g G 4 - 
R D ( W alla c e  et al. 2 0 1 4, M att o o et al. 2 0 1 4).  
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T his  st u d y  will  e nr oll  male  a n d  fe male  s u bj e cts  a ge  1 8 or ol d er  w h o  f ulfil l  t he 
A C R/ E U L A R  2 0 1 8 C lassific at i o n  C rit eria  f or  I g G 4 -R D  wit h  a  mi ni m u m  I g G 4 -R D  R es p o n d er 
I n d e x  s c or e of  2 S u bj e cts  ar e n ot  r e q uir e d  t o ha ve  faile d  pri or  t her a p y  f or  t heir  dis e as e  t o b e 
eli gi b l e  f or  t his  st u d y.  
 
3. 3 C urre nt  T re at me nt  of I g G 4- R D a n d  R ati o n al e   f o r  t he   Cli ni c al  St u d y  
 

I g G 4-R D  is  c urr e ntl y  i nc ur a ble.  T he g o als  of  tr e at me nt  ar e t o r e d uc e  i nfla m m ati o n  a n d 
s w elli n g  i n  t he or ga ns,  pr e ve nt  or r e vers e  (if  p ossi ble)  fi br osis  a n d  i ncr e as e  gla n d ular  s e cr eti o n. 
A g gr essi ve  tr e at me nt  is  w arr a nt e d  t o pr e ve nt  or ga n  fail ur e  w he n  vit al  or ga ns  ar e i n v ol ve d.  F or 
e xa m ple,  c h ola n gitis  d ue  t o I g G 4- R D  c a n le a d t o he p atic  fail ur e,  I g G 4 -r elat e d  (t y p e  2) 
a ut oi m m u ne  p a ncr e atitis  c a n le a d  t o fail ur e  of eit her  or b ot h t he  e n d o cri ne  a n d e x o cri ne 
p a ncr e as,  a n d I g G 4 -r elat e d  a ortitis  c a n  le a d t o a ne ur ys ms  a n d/ or  a ortic  diss e cti o n.  At t he 
pr es e nt  ti me,  gl uc o c ortic oi ds  at d ail y  d os es of 0. 6 m g/ k g  d ail y  f or 2 t o 4  8  w e e ks f oll o w e d  b y 
t a p eri n g  t o l o w  d os es ( or dis c o nti n ui n g  alt o get her)  o ver 3-6 m o nt hs  is  t he  first  li ne  of  t her a p y. 
Alt h o u g h  t his  a p pr o a c h  is  effe cti ve  i nitia ll y  i n  m ost  p atie nts,  t he  r ela ps e  r at e u p o n  t a p eri n g  or 
dis c o nti n uati o n  is hi g h  ( K h osr os ha hi  et al. 2 0 1 5). I n a d diti o n,  t he  l o n g  t er m  us e of 
gl uc o c ortic oi d s  i n  ol d er  p o p ulati o ns  s uc h  as t hat  affe ct e d  b y I g G 4 -R D  c a n  le a d t o ma n y 
u nt o w ar d  si d e  effe cts  s uc h  as ost e o p or osis,  hi g h  bl o o d  pr ess ur e  a n d dia b et es. 
I m m u n os u p p r essi ve  me dic ati o ns  s uc h  as a zat hi o pri ne,  m yc o p he n olat e  m ofetil  a n d met h otr e xat e 
ha ve  b e e n us e d  as gl uc o c ortic oi d -s p ari n g  a ge nts,  wit h  n o cle ar  i n dic ati o n  of effic a c y  ( St o ne  et 
al.  2 0 1 2, Y a ma m ot o  et al.  2 0 1 4, K h osr os ha h i  et al.  2 0 1 5). A hi g h  dis e as e  r es p o ns e  r at e has 
b e e n o bs er ve d  i n  o ne  s mall  o p e n -la b el  trial  wit h  rit u xi ma b,  utili zi n g  a n  I g G 4- R D R es p o n d er 
I n d e x  ( RI)  as a me as ur e  of dis e as e  r es p o ns e  ( K h osr os ha hi  et al.  2 0 1 0, C arr ut hers  et al.  2 0 1 5). 
M or e r e c e ntl y,  a si n gl e  c as e r e p ort fr o m  J a p a n  has d es cri b e d  dr a matic  effic a c y  i n  a p atie nt  wit h 
m ult i -or g a n  I g G 4 -R D  w h os e  s y m pt o ms  a n d si g ns  of dis e as e  w er e r efr a ct or y  t o B c ell  d e pleti o n 
wit h  rit u xi m a b  ( Y a ma m ot o  et al. 2 0 1 6). A str at e g y  t ar geti n g  C D 4 + T c ells  ma y  i n d e e d  b e 
s uc c essf ul  i n  c o ntr olli n g  I g G 4 -R D.  W e s e e k t o c o nfir m  t his  h y p ot hesis  i n  a pr os p e cti ve,  si n gle 
c e nt er,  o p e n -la b el,  1 0-p atie nt  pr o of - of-c o nc e pt  st u d y.  S u bj e cts  will  r e c ei ve  w e e kl y 
s u b c ut a ne o us  d os es of a b at a c e pt  ( 1 2 5 m g)  f or 2 5 d os es.  

 
3. 4 D os e R ati o n al e  
 

T h e  d os e a b at a c e pt  1 2 5 m g  s u b c ut a ne o usl y  w e e kl y  is  c urr e ntl y  a p pr o ve d f or  us e i n  a d ult 
r he u mat o i d  art hritis,  j u ve nile  i di o p at hic  art hrit is 

  
3. 5 P ot e nti al  Ris k s 
 

B as e d o n e x p erie nc e  i n  h u ma n  st u dies  t o d at e a n d class  effe cts  of i m m u n o m o d ul ati n g 
me dic ati o ns,  s u bj e cts  r e c ei vi n g  S C a b at a c e pt ma y  b e at ris k  f or a d vers e  e ve nts.  

 
T he  f oll o wi n g  a d vers e  effe cts  ar e b as e d o n a b at a c e pt a d mi nist er e d  i ntr a ve n o usl y  i n 

p atie nts  wit h  a cti ve  R A  i n  pla c e b o - c o ntr olle d  st u dies  ( 1 9 5 5 p atie nts  wit h  O R E N CI A, 9 8 9 wit h 
pla c e b o).  T he s u b c ut a ne o us  d at a is  b as e d o n a r a n d o mi ze d,  d o u ble- bli n d,  d o u ble -d u m m y,  n o n - 
i nferi orit y  st u d y  t hat  c o m p ar e d  t he effic a c y  a n d s afet y  of a b at a c e pt  a d mi nist er e d 
s u b c ut a ne o us l y  ( S C) a n d  i ntr a ve n o us l y  (I V)  i n  1 4 5 7 s u bj e cts  wit h  r he u mat o i d  art hritis  b ei n g 
tr e ate d  wit h  b a c k gr o u n d  met h otr e xat e.  I n p atie nt’s  r e c ei vi n g  i ntr a ve n o us  a b at a c e pt f or  a cti ve 
R A i n  pla c e b o -c o ntr olle d  trials,  t he m ost  c o m m o n  a d vers e  e ve nts  r e p ort e d  i n  gr e at er  t ha n  t e n 
p er c e nt  of p atie nts  w er e he a d a c he,  u p p er r es pir at or y  i nfe cti o n,  nas o p har y n gitis  a n d na us e a. 
A d vers e  e ve nts  t hat  o c c urr e d  i n  at le ast  3 % of p atie nts  a n d at le ast  1 % m or e  fr e q ue ntl y  i n 
a b at a c e pt -tr e at e d  p atie nts  t ha n  pla c e b o-tr e at e d  p atie nts  w er e he a d a c he,  nas o p har y n gitis, 
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dizzi nes s,  c o u g h,  b a c k p ai n,  h y p ert e nsi o n,  d ys p e psia,  uri n ar y  tr a ct i nfe cti o n,  r as h,  a n d p ai n  i n 
e xtr e mit y.  T he  m ost  s eri o us  a d vers e  e ve nts  w er e i nfe cti o n  a n d mali g na nc y.  

 
I. I nfe cti o ns 

I nfe cti o ns  w er e r e p ort e d i n  5 4 % of  p atie nts  r e c ei vi n g  a b at a c e pt a n d 4 8 % of t h os e  r e c ei vi n g 
pla c e b o.  T he  m ost  c o m m o n  i nfe cti o ns  w er e  u p p er  r es pir at or y,  nas o p har y n gitis,  si n usitis, 
uri nar y  tr a ct  i nfe cti o n,  i nfl ue n za,  a n d  br o nc hitis.  Ot her  i nfe cti o ns  r e p ort e d  i n  fe w er  t ha n  5 % of 
p atie nts  w er e  r hi nit is,  her p es  si m ple x,  a n d  p ne u m o nia.  T he  m ost  c o m m o n  s eri o us  i nfe ct i o ns 
r e p ort e d w er e p ne u m oni a,  c ell ulitis,  uri nar y  tr a ct i nfe cti o n,  br o nc hitis,  di vertic ulitis,  a n d a c ut e 
p yel o ne p hr itis.  
 

II.  M ali g na nc i es  
I n pla c e b o-c o ntr olle d  p orti o ns  of  cli nic a l  trials,  t he  fr e q ue nc y  of  mali g na nc ie s  ar e si mila r  i n  t he 
t w o gr o u ps  wit h  1. 3 % i n  t h os e  r e c ei vi n g  a b at a ce pt  a n d 1. 1 % o n pla c e b o.  H o w e ver,  m or e c as es 
of l u n g  c a nc er  w er e o bs er ve d i n  a b at a c e pt -tr e at e d  p atie nts  ( 4, 0. 2 %) t ha n  pla c e b o-tr e at e d 
p atie nts  ( 0). I n  t he c u m ulati ve  a b at a c e pt  cli nic al  trials  ( pla c e b o -c o ntr olle d  a n d u nc o ntr olle d, 
o p e n- la b el)  a t ot al  of  8 c as es of l u n g  c a nc er  ( 0. 2 1 c as es p er 1 0 0 p atie nt -ye ars)  a n d  4 l y m p h o  ma s 
( 0. 1 0 c as es p er 1 0 0 p atie nt- ye ars)  w er e o bs er ve d i n  2 6 8 8 p atie nts  ( 3 8 2 7 p atie nt- ye ars).  T he  r at e 
o bs er ve d  f or l y m p h o m a  is  a p pr o xi mat el y  3. 5 -f ol d  hi g her  t ha n  e x p e ct e d  i n  a n  a ge- a n d  ge nd er -
mat c he d  ge ner al  p o p ulati o n  b as e d o n t he  N ati o nal  C a nc er I nstit ut e’s  S ur veilla nc e, 
E pi d e mi o l o g y,  a n d  E n d  R es ults  D at a b as e.  P atie nts  wit h  R A,  p artic ular l y  t h os e  wit h  hi g hl y 
a cti ve  dis e as e,  ar e at a hi g her  ris k  f or t he  d e vel o p me nt  of  l y m p h o ma.  Ot her  mali g na nc i es 
i ncl u d e d  s ki n,  br e ast, bile  d uct,  bla d d er,  c er vic al,  e n d o metrial,  l y m p h o ma,  mela n o ma, 
m yel o d ys pl asti c  s y n dr o me,  o varia n,  pr ost at e,  r e nal,  t h yr oi d,  a n d ut eri ne  c a nc ers.  

 

III.  H y p ers e nsiti vit y  R e a cti o ns  
 
A na p h yla xis  w as o bs er ve d  i n  p atie nts  d os e d wit h  O R E N CI A  a d mi nis t er e d  i ntr a ve n o us l y  i n 
c o ntr olle d  a n d o p e n -la b el  cli nic al  trials,  a n d t he o c c urr e nc e  w as r ar e ( < 0. 1 %). Ot her  r e a cti o ns 
p ot e ntiall y  ass o ciat e d  wit h  dr u g  h y p ers e ns iti vit y,  s uc h  as h y p ot e nsi o n,  urtic ari a,  a n d  d ys p ne a 
t hat  o c c urr e d  wit hi n  2 4 h o urs  of  O R E N CI A  i nf us i o n,  w er e  u nc o m m o n  ( < 1 %). 

 
I V.  A d vers e  R e a cti o ns  i n  P atie nts  wit h  C O P D  

 
C O P D p atie nts  tr e at e d  wit h  O R E N CI A d e vel o p e d  a d vers e  e ve nts  m or e  fr e q ue ntl y  t ha n  t h os e 
tr e at e d  wit h  pla c e b o  ( 9 7 % vs  8 8 %, r es p e cti vel y).  R es pir at or y  dis or d ers  o c c urr e d  m or e 
fr e q ue ntl y  i n  O R E N CI A-tr e at e d  p atie nts  c o m p ar e d  t o pla c e b o-tr e at e d  p atie nts  ( 4 3 % vs 2 4 %, 
r es p e cti vel y)  i ncl u di n g  C O P D e xa c er b ati o n,  c o u g h,  r h o nc hi,  a n d d ys p ne a.  A gr e at er  p er c e nt a ge 
of O R E N CI A -tr e at e d  p atie nts  d e vel o p e d  a s eri o us  a d vers e  e ve nt  c o m p ar e d  t o pla c e b o -tr e at e d 
p atie nts  ( 2 7 % vs  6 %), i ncl u di n g  C O P D e xa c er b ati o n  ( 3 of 3 7 p atie nts    [ 8 %]) 
a n d p ne u m o nia  ( 1 of 3 7 p atie nts  [ 3 %]).  
 

V.  I nj e cti o n  Sit e  R e a cti o ns  i n  A d ult  R A P atie nts  Tr e at e d  wit h  S u b c ut a ne o us  Or e ncia  
 
T he  o ver all  fr e q ue nc y  of  i nj e cti o n  sit e  r e a cti o ns  w as 2. 6 % ( 1 9/ 7 3 6) a n d 2. 5 % ( 1 8/ 7 2 1) f or t he 
s u b c ut a ne o us  a b at a c e pt  gr o u p  a n d t he  i ntr a ve n o us  a b at a c e pt  gr o u p  (s u b c ut a ne o us  pla c e b o), 
r es p e cti vel y.  All  t hes e  i nj e cti o n  sit e  r e a cti o ns  (i ncl u di n g  he mat o ma,  pr urit us,  a n d er yt he ma) 
w er e mil d  ( 8 3 %) t o m o d er at e  ( 1 7 %) i n  s e verit y,  a n d n o ne  ne c essit at e d  dr u g  dis c o nti n uati o n.  
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VI.  I m m u n o ge ni c it y  i n  A d ult  R A  P atie nts  Tr e at e d  wit h  S u b c ut a ne o us  O R E N CI A 
 
T he  o ver all  i m m u n o ge nicit y  fr e q ue nc y  t o a b at a c e pt w as 1. 1 % ( 8/ 7 2 5)  a n d 2. 3 % ( 1 6/ 7 1 0) f or 
t he  s u b c ut a ne o us  a n d  i ntr a ve n o us  gr o u ps,  r es p e cti vel y.  T her e  w as n o c orr elati o n  of 
i m m u n o ge ni cit y  wit h  effe cts  o n p har ma c o ki neti cs,  s afet y,  or effic a c y. 
 

VII.  I m m u n o ge ni c it y  a n d  S afet y  of  S u b c ut a ne o us  O R E N CI A  A d mi nis tr a ti o n  as 
M o n ot her a p y  wit h o ut  a n  I ntr a ve n o us  L o a di n g  D os e  

 
I n  a st u dy  t hat  w as c o n d uct e d  t o d et er mi ne  t he  effe ct  of  m o n ot her a p y  us e of  O R E N CI A o n 
i m m u n o ge ni c it y  f oll o wi n g  s u b c ut a ne o us  a d mi nis tr ati o n  wit h o ut  a n  i ntr a ve n o us  l o a d  i n  1 0 0 R A 
p atie nts,  w h o ha d n ot  pr e vi o usl y  r e c ei ve d  a b at a c e pt or ot her  C T L A 4I g,  w h o r e c ei ve d  eit h er 
s u b c ut a ne o us  O R E N CI A  pl us  met h otr e xa t e  ( n = 5 1)  or  s u b c ut a ne o us  O R E N CI A  m o n ot her a p y 
( n = 4 9).  N o p atie nts  i n  eit her  gr o u p  d e vel o p e d  a nti-pr o d uct  a nti b o dies  aft er  4 m o nt hs  of 
tr e at me nt.  T he  s afet y  o bs er ve d  i n  t his  st u d y  w as  c o nsist e nt  wit h  t hat  o bs er ve d  i n  t he  ot her 
s u b c ut a ne o us  st u dies.  
 

VIII.  I m m u n o ge ni c it y  a n d  S afet y  of  S u b c ut a ne o us  O R E N CI A  u p o n  Wit h dr a w a l  ( T hr e e 
M o nt hs)  a n d R est art  of Tr e at me nt  

 
I n  a st u d y  c o n d uct e d  t o i n vesti ga t e  t he  effe ct  of  wit h dra w al  (t hr e e  m o nt hs)  a n d r est art of 
O R E N CI A s u b c ut a ne o us  tr e at me nt  o n  i m m u n o ge ni c it y  i n  R A  p atie nts  tr e at e d  c o nc o mit a ntl y 
wit h  met h otr e xa t e,  o ne  h u n dr e d  si xt y -s e ve n  p atie nts  w er e e nr olle d  i n  t he  first  3 -m o nt h 
tr e at me nt  p eri o d  a n d r es p o n d ers  ( n = 1 2 0)  w er e r a n d o mize d t o  eit her  s u b c ut a ne o us  O R E N CI A or 
pla c e b o  f or t he  s e c o n d 3 -m o nt h  p eri o d  ( wit h dr a w al  p eri o d).  P atie nts  fr o m  t his  p eri o d  t he n 
r e c ei ve d  o p e n-la b el  O R E N C I A  tr e at me nt  i n  t he  fi na l  3-m o nt h  p eri o d  of t he  st u d y  ( p eri o d  3). At 
t he  e n d of t he  wit h dr a w al  p eri o d, 0/ 3 8 p atie nts  w h o c o nti n ue d  t o r e c ei ve  s u b c ut a ne o us 
O R E N C I A d e vel o p e d  a nti-pr o d uct  a nti b o dies  c o m p ar e d  t o 7/ 7 3 ( 9. 6 %) of p atie nts  w h o  ha d 
s u b c ut a ne o us  O R E N CI A  wit h dr a w n  d uri n g  t his  p eri o d.  H alf  of  t he  p atie nts  r e c ei vi n g 
s u b c ut a ne o us  pla c e b o  d uri n g  t he  wit h dr a w a l  p eri o d  r e c ei ve d  a  si n gle  i ntr a ve n o us  i nf us i o n  of 
O R E N CI A at t he st art  of p eri o d  3 a n d half  r e c ei ve d  i ntr a ve n o us  pla c e b o.  At t he e n d of  p eri o d  3, 
w he n  all  p atie nts  a gai n  r e c ei ve d  s u b c ut a ne o us  O R E N CI A, t he i m m u n o ge nicit y  r at es w er e  1/ 3 8 
( 2. 6 %)  i n  t he  gr o u p  r e c ei vi n g  s u b c ut a ne o us  O R E N CI A  t hr o u g h o ut,  a n d  2/ 7 3  ( 2. 7 %) i n  t he 
gr o u p  t hat  ha d r e c ei ve d  pla c e b o d uri n g  t he  wit h dr a w al  p eri o d.  U p o n r ei niti ati n g  t her a p y,  t her e 
w er e n o i nj e cti o n  r e a cti o ns  a n d n o differ e nc es  i n  r es p o ns e  t o t her a p y  i n  p atie nts  w h o  w er e 
wit h dr a w n  fr o m  s u b c ut a ne o us  t her a p y  f or  u p  t o 3 m o nt hs r elati ve  t o t h os e w h o  r e mai ne d  o n 
s u b c ut a ne o us  t her a p y,  w het her  t her a p y  w as  r ei ntr o d uc e d  wit h  or wit h o ut  a n  i ntr a ve n o us  l o a di n g 
d os e. T he  s afet y  o bs er ve d  i n  t his  st u d y  w as c o nsist e nt  wit h  t hat  o bs er ve d  i n  t he  ot her  st u dies.  
 
3. 6 C o ncl us i o n  a n d  Et hi c al  C o ns i de r ati o ns 
 

T he  d esi g n  of t he  pr o p os e d trial  c o nt ai ns  me as ur es  a p pr o priat e  t o t he  miti gati o n  of ris k 
fa ct ors  f or A Es.  F urt her m or e,  fr e q ue nt  s afet y  m o nit ori n g  is a n i n her e nt  p art of t he  pr ot o c ol.  I n 
s u m mar y,  t he b e nefits  a n d ris k  ass ess me nt  f or  t he a p plic ati o n  of  a b at a c e pt a p p e ars fa v or a ble 
a n d s u p p orti ve  f or i nitiati o n  of  t he pr o p os e d cli nic al  trial.  
 
T his  st u d y  will  b e p erf or me d  i n  t he  f oll o w i n g  ma n ner :  

•  I n  a c c o r d a nc e   wit h  G o o d  Cli ni c al  P r a cti c e   ( G C P),  as  de fi ne d  b y  t he  
I nt e r n ati o n al  C o nf e re nc e   o n  H a r m o ni z a ti o n  (I C H),  W H O  a n d  a n y l o c al 
di re cti v e s.  

•  I n  c o m pli a nc e   wit h  t he  pr ot o c ol.  
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•  T he   pr ot o c ol,  a n y  a me n d me nts ,  a n d  t he   s u bje ct  i nf o r me d  c o ns e nt will 
re c e i v e  I ns tit uti o n al  R e vi e  w B o a r d/I n de pe n de nt  Et hi cs   C o m mitt e e  
(I R B/I E C)  a p pr o v al/f a v o r a bl e  o pi ni o n  bef o re i nitiati o n  of  t he  s t u d y.  

•  Wit h  pe rs o n ne l  w h o  a re  q u alifi e d  b y e d uc ati o n,  t r ai ni n g,  a n d  e x pe ri e nc e  t o 
pe rf o r m  t he i r  re s pe cti v e  t as k s  a n d  t h at  t he   s t u d y  will  n ot  us e  t he   s e r vi c e s  of 
s t u d y  pe rs o n ne l  f o r  w h o m  s a ncti o ns   h a v e  be e n  i n v o k e d  o r  w he re   t he re  h as  
be e n s ci e n tifi c  mis c o n d uct  o r  f r a u d 

•  Wit h  s i g ne d, d at e d  I nf o r me d  C o ns e nt  f r o m  e a c h of  t he  p a rti ci p a nts  

•  I n v e s ti g at o rs / S p o ns o rs   m us t  e ns ure   t h at  s u bje cts --o r,  i n  t h os e sit u ati o ns 
w he re   c o ns e nt c a n n ot  be  gi v e n b y  s u bje cts ,  t he i r  l e g all y a c c e pt a bl e  
re pre s e nt ati v e s --a re   c l e a rl y  a n d  f ull y  i nf o r me d  a b o ut  t he   p ur p os e ,  p ot e nti al 
ris k s , a n d  ot he r  c riti c al  is s ue s  re g a r di n g  cli ni c al  s t u di e s  i n  w hi c h  t he y 
v ol u nt e e r  t o p a rti ci p at e .  T he   a p pr o v e d  i nf o r me d  c o ns e nt f o r m  will  a d he re  
t o t he   e t hi c al  pri nci pl e s   t h at  h a v e  t he i r  o ri gi n  i n  t he D e cl a r ati o n  of H elsi n ki.  

•  I ncl u de   re l e v a nt  s af e t y i nf o r m ati o n  re g a r di n g  d os e /s c he d ul e  of  I P  a n d  a n y 
ot he r  dr u gs / pr o c e d u re s  

•  B M S a n d  he alt h a ut h o rit y  t o h a v e di re ct  a c c e s s t o st u d y re c o r ds  B M S will 
pr o vi de   t he   s t u d y  dr u g  a n d  f u n di n g  f o r  t his   s t u d y.  

4   S T U D Y   OB J E C TI V E S  

4. 1  P ri m a r y  O bje cti v e s  

•  T o e val uat e  t he  effe ct  of w e e kl y  s u b c ut a ne o us  ( S C) a d mi nistr ati o n  of a b at a c e pt o n 

c o m plet e  r e missi o n  of  I g G 4 -R D  at 2 4  w e e ks  

4. 2  S e c o n d a r y  O bje cti v e s  

•  T o  e val uat e  t he effe ct   of a b at a c e pt  o n dis e as e  r es p o ns e at  4, 1 2 a n d  2 4 w e e ks  a n d  c o m plet e 

r e missi o n  at  3 6 w e e ks  

•  T o e val uat e  t he  effe ct  of a b at a c e pt  o n ti me  t o dis e as e  r e missi o n  (I g G 4 -R D  RI  = 0), 

r e missi o n  r at es, n u m b er  of  dis e as e  flar es  p er s u bj e ct  o ver ti me 

•  T o e val uat e  t he  effe ct  of a b at a c e pt  o n p h ysicia n  gl o b al  ass ess me nt  ( P G A),  S y m p t o m 

S e verit y  I n d e x,  a n d c u m ulati ve  c ortic ost er oi d   d os es 

•  T o  e val uat e  t he  effe ct  of  a b at a c e pt  o n  s er u m  i m m u n o gl o b uli n  le vels,  I g G 4  s u b cla s s 
c o nc e ntr ati o ns, I g E le vels,  e osi n o p hils,  a n d  s er u m  C 3  a n d  C 4 le vels  at  4,  1 2, 2 4  a n d  3 6 

w e e ks  

4. 3  E x pl o r at o r y O bje cti v e s  

T o e val uat e  t he  effe ct  of a b at a c e pt  o n C D 4 + T c ells  a n d B c ell  s u bs ets,  s p e cific all y:  

- C D 4 + c yt ot o xic  T l y m p h o c yt e s 

- C D 8 + c yt ot o xic  T l y m p h o c yt es 

- C  D 4 + T  f ollic ula r  hel p er  c ells  

- C D 4 + p eri p her al  hel p er  T  c ells  

- Plas ma blast s  

- A cti vat e d  B  c ells  
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5  I N V E S TI G A TI O N A L  P LA N 

O v e r all  St u d y  D e s i g n a n d  Pl a n 

D e s c ri pti o n  

T his  is  a  P has e  2, pr os p e cti ve,  o p e n -la b el,  si n gle  c e nt er  cli nic al  trial  i n  s u bj e cts  wit h  a cti v e 

I g G 4-R D.  A p pr o xi mat el y  1 0 s u bj e cts  wit h  a cti ve  I g G 4 -R D  will  b e e nr olle d.  Aft er  s cr e e ni n g 

a n d  e nr oll me nt,  eli gi b l e  s u bj e cts will  r e c ei ve a n i nit ia l s u b c ut a ne o us  d os e of a b at a c e pt  ( 1 2 5 m g) 

f oll o w e d  b y w e e kl y  s u b c ut a ne o us  d os es of  a b at a c e pt ( 1 2 5 m g)  f or  a t ot al  of u p t o 2 4 d os es  ( 2 4 

w e e ks). S u bj e cts will  b e f oll o w e d  o n st u d y  f or 1 2 w e e ks f oll o wi n g  t he last  d os e f or a t ot al  st u d y 

p eri o d  of u p t o 3 6  w e e ks.  

Aft er   o bt ai ni n g i nf or  me d c o ns e nt,  all s cr e e ni n g pr o c e d ur es  a n d  t ests est a blis hi n g eli gi b i l i t y 
will  b e  p erf or me d  o n  t he  i nitia l  s cr e e ni n g  visit.  S u bj e cts  d et er mi ne d  t o  b e  eli gi b le  at 

s cr e e ni n g  will  r e c ei ve  a n  i nit ia l  s u b c ut a ne o us  d os e  of  a b at a c e pt  ( 1 2 5 m g),  w hic h  will  b e 

c o nti n ue d  w e e kl y  f or  a t ot al  of u p t o 2 4 d os es ( 2 4 w e e ks). St er oi d  t her a p y  m ust  b e t a p er e d 

off  a n d dis c o nti n ue d  o ver a 4 w e e k p eri o d  (t a p er  m ust  b e c o m plet e d  n o lat er  t ha n  w e e k 4). 

S h o ul d  p atie nts  b e d e e me d  t o  ha ve  w ors e ni n g  dis e as e  or faili n g  t her a p y  at 4 w e e ks t he n  a 

trial  of st er oi ds  c a n b e c o nsi d er e d.  

S u bj e cts  will  r et ur n  o n  w e e ks  1,  2, 4,  8, 1 2,  1 6, 2 0,  a n d  2 4  w hile  o n  tr e at me nt  f or  t heir 

i nj e cti o ns,  a n d  f or t he  s c he d ule d  s afet y  a n d  dis e as e  r es p o ns e  ass essme nts.  S u bj e cts  will  b e 

all o w e d  t o  s elf-a d mi nist er  t heir  i nj e cti o ns  at h o me.  T he  f ull  tr e at me nt  p eri o d  is 2 4 d os es 

gi ve n  w e e kl y  f or  2 4 w e e ks.  S u bj e cts  w h o  ar e n ot  a ble  t o b e t a p er e d  off  c ortic ost er oi ds  or 

w h o  r e q uir e  r ei nstit uti o n  of  c ortic ost er oi d  t her a p y  at  a n y  ti me  d uri n g  t he  st u d y  will  b e 

c o u nt e d  as  tr e at me nt  fail ur es  b ut  ma y  c o nti n ue  o n  st u d y.  S h o ul d  t he  I g G 4 -R D  r es p o n d er 

i n d e x  fail  t o  i m pr o ve  b y 8 w e e ks  or w h o  d e vel o p  ne w  or ga n  i n v ol ve m e nt  b y  w e e k 4  will 

b e  d e e me d  a  tr e at me nt  fail ur e,  p atie nt’s  will   b e d e e me d  tr e at me nt fail ur e a n d  c a n  b e gi n 

c ortic ost er oi d   or alt er nati ve  i m m u n os u p pr essi ve  t her a p y  at  t he  I n vesti gat or’ s  dis cr eti o n. 

T h os e  w h o r e q uir e  rit u xi m a b  or w h o r e q uir e  a d diti o n  of ot her or al  i m m u n os u p p r essi ve  will 

b e c o u nt e d  as tr e at me nt  fail ur e s  a n d  will  t er mi nat e  t he  st u d y.  

All  s u bj e cts  c o m pleti n g  t he  tr e at me nt  p eri o d  will  ha ve  f oll o w  u p  visits  off  pr ot o c oli z e d 

tr e at me nt  at  2 8  a n d  3 6 w e e ks.  All  A E(s)  (i ncl u di n g  s eri o us  A Es  a n d  d e at hs)  a n d  us e  of 

c o nc o mit a nt  me dic ati o n  i nf or ma t i o n  will  b e  c olle ct e d  t hr o u g h o ut  t he  st u d y  fr o m  s cr e e ni n g 

t hr o u g h  st u d y  t er mi na ti o n.  S u bj e cts  d e vel o pi n g  tr e at me nt-e  mer ge nt  A Es  or  cli nic a l l y 

si g nifi c a nt s afet y la b a b n or maliti es  will   b e f oll o w e d u ntil  r es ol uti o n  or u ntil  st a bili za t i o n of 

t he A Es/ a b n or ma l it ies.  

Si g ns  a n d  s y m pt o m s  of  I g G 4 -R D  a cti vit y  will  b e me as ur e d  p eri o dic all y  t hr o u g h o ut  t he  st u d y 
usi n g  a m o dific ati o n  of t he  I g G 4 -R D  RI ( C arr ut hers  et al. 2 0 1 2, W alla c e  et al. 2 0 1 6 ). T he  I g G 4-

R D  RI  is  b as e d o n  t he  Bir mi n g ha m  V as c ulitis  A cti vit y  S c or e  f or  W e ge ner’s  Gr a n ul o mat o s i s 

(St o ne  et al.  2 0 0 1 )  utili ze d  f or  t he  e val uati o n  a n d  lic e ns ur e  of  rit u xi m a b  i n  A N C A-ass o ciat e d  

vas c ulit is   (St o ne  et  al.   2 0 1 0). T he  I g G 4-R D  RI  is a n i nstr u m e nt d esi g ne d  t o  d et e ct  c ha n ge  i n   

dis e as e   a cti vit y  a n d  i d e ntif y  i m pr o ve  me nts   a n d  w ors e ni n g  i n   t he  s a me   or 
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differ e nt  or ga n  s yst e ms  a n d  has  b e e n  us e d  i n  pri or  cli ni c a l  trials  t o  m o nit or  I g G 4 -R D  dis e as e 

a cti vit y  ( K h osr os ha hi  et al. 2 0 1 0, C arr ut hers  et al. 2 0 1 5, St o ne  et al.  2 0 1 6 ). 

Ass ess me nts  will  i ncl u d e A E  ass ess me nt,  p h ysic a l  e xa mi n at i o n,  vit al  si g ns, cli nic a l   la b or at o r y 

t esti n g  ( cli nic a l  c he mistr y,  he mat ol o g y,  s er u m  i m m u n o gl o b uli ns,  s er u m  I g G 4  s u b class e s ,  

c o m ple me nts,  a n d  uri nal ys is)  a n d  c o nc o mit a nt  me dic at i o ns.  A d diti o na l  s er ol o gic  i n dic at ors  of 

r es p o ns e  will  i ncl u d e  i m m u n o gl o b uli n  le vels,  I g G 4  s u b class es,  I g E,  E osi n o p hil  le vels,  C 3 a n d 

C 4  le vels. 

A d diti o na l  me c ha nis tic  st u dies  will  b e  c o n d uct e d  t hr o u g h  t he  M G H  NI H -f u n d e d  

A ut oi m m u nit y  C e nt er  of  E xc elle nc e  f or  I g G 4 -R D,  w hic h  has  est a blis he d  tr a nslati o n a l 

c olla b or ati o ns  b et w e e n  t he  M G H  Cli nic  a n d  t he  R a g o n  I nstit ut e  of  H ar var d,  M G H,  a n d  MI T 

(t he  la b or at or y  of  Dr.  S hi v  Pilla i). 

Briefl y,  p eri p her al  bl o o d  m o n o n ucle ar  c ells  ( P B M C s)  a n d  plas ma  will  b e is olat e d  a n d fr o z e n 

fr o m e a c h s u bj e ct at  w e e ks  0, 1, 4, 1 2 a n d  2 4 c orr es p o n di n g wit h  cli nic a l  bl o o d dr a ws.  PB M C s 

a n d  plas ma  will  b e st or e d  i n  li q ui d  nitr o ge n  f or  pr es er vati o n.  T he  f oll o wi n g  e x p eri me nts  will 

b e c arrie d  o ut i n  b at c hes  of  1 0 p atie nt  ti me  p oi nts  p er  e x p eri me nt: 

1.  Fl o w  c yt o metric  q ua ntific ati o n  of  plas ma blasts,  a cti vat e d  B  c ells,  t er mi n a l l y 

differ e nt i a t e d  C D 4 +  c yt ot o xic  T  c ells  ( C D 4 + C T Ls),  t er mi nall y  differ e ntiat e d  C D 8 + 

c yt ot o xic   T c ells  ( C D 8 + C T Ls), a cti vat e d  f olli c ular hel p er   T ( T F H) c ells  a n d  p eri p h er al 

hel p er  T  ( T P H)  c ells.  T er mi na l  differ e nt i at i o n  will  b e  d efi ne d  b y  t he  l oss  of  C  D 2 8 

s urfa c e  e x pr essio n  a n d gai n  of  C D 5 7 s urfa c e  e x pr essi o n  wit hi n  t he  r es p e cti ve  effe ct o r 

( C D 4 5 R A-C C R 7 -) T c ell  p o p ulati o n.  T hes e  c ell  p o p ulati o ns  will  b e ass ess e d  at w e e ks 

0,  1,  4,  1 2  a n d  2 4  t o  d et er mi ne  t he  tr e at me nt  effe ct  o n  t he  a bs ol ut e  n u m b ers  a n d 

pr o p orti o ns  of t hes e  c ell t y p es. 

2.  Q ua ntifie d  c ell  p o p ulati o ns  will  b e a nal yze d  f or  c orr elati o n  wit h  o ne  a n ot her,  dis e as e 

a cti vit y,  plas ma  I g G 4  le vels  a n d cli nic al  r es p o nsi ve ne ss  t o  a b at a c e pt.  

3.  Fr o m  5 of  t he e nr olle d  s u bj e cts  wit h  k n o w n  e x p a nsi o ns  of t he  r es p e cti ve  c ell  t y p e  a n d 

c li ni c al  r es p o nsi ve ness  t o  a b at a c e pt,  t er mi nall y  differ e nti at e d  C D 4 + C T Ls,  t er mi na l l y 

differ e nti at e d  C D 8 + C T Ls  a n d a cti vat e d  B c ells  will  b e s ort e d b y F A C S at w e e ks 0, 1 2 

a n d  2 4.  R N A  will  b e  is olat e d  t o  u n d er g o  R T -P C R  a m plifi c ati o n  of  t he  T C R -β/I g H,  

r es p e cti vel y.  N e xt-G e ner ati o n  S e q ue nci n g  will  b e  us e d  t o  d e fi ne  t he  di versit y  of  t he 

T C R/ B C R  r e p ert oir e  l o n git u di nall y  t o as c ert ai n  h o w  a b at a c e pt ma y  i m p a ct  cl o nalit y.  
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5. 1 S c h e d ul e of A s s es s m e nts  

T h e s c h e d ule of a s s e s s m e nts is pr e s e nt e d i n  t a ble  f or m at i n  t h e st u d y  s y n o psis  

 

St u d y P h as e  
S c r e e n

i n g  
T r e at m e n

t 
VI S I T N U M B E R  1  2    3     4     5     

W E E
K  

0  1
1  

2  3  
 
4  5  6  7  8  9  1 0  1 1  1 2  1 3  1 4  1 5  

I nf or m e d c o ns e nt X  X                
St u d y  dr u g 
d  i i  i  

 X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  
St u d y  dr u g I nstr u cti o n   X                

M e dic a l  hist or y 2  X 2 
X  
2  

  X  
2  

   
X 2    

X 2     

P h ysic al e x a mi n ati o n 3  X 3 
X  
3  

  X  
3  

   
X 3    

X 3     

A d v ers e 
E v e nt 

4  

 X    X     X     X     

R e c or d c o n c o mit a nt 

m e dic ati o ns 4  

X  X    X     X     X     

Vit a l  si g ns 5  X  X    X     X     X     

C B C w/ diff er e ntial, 
plat elet  c o u nt  

X  X    X     X     X     

C o m pr e h e nsi v e 
M et a b olic P a n el ( C M P)  

X  X    X     X     X     

Uri n al ysis  a n d Uri n e 
pr ot ei n/ cr e ati ni n e 

 

X  X                

Uri n e Pr e g n a n c y t e st 7  X  X    X     X     X     
H Bs A g, H B c A b, 
H C V * * N ot r e q uir e d  if 
c olle ct e d  6 m o nt hs 
pri or  t o s cr e e ni n g 
i i * * 

 
X  

               

S er u m i m m u n o gl o b uli n 
le v els  (I g M, I g E,  I g G) 

X  X                

S er u m I g G s u b cla s s e s  X  X    X     X     X     
C 3 a n d C 4  X                 
M e c h a nistic s a m ple s  X  X    X         X     
F a sti n g  li pi d  pr ofile  X  X    X     X     X     
C T c h e st, a b d o m e n, 

p e l vis 8  

X                 

I g G 4-R D RI  X  X    X     X     X     
P h ysicia n  Gl o b al 
A cti vit y  V A S  X  X    X      

X  
   X     

S y m pt o m  S e v erit y I n d e x  X  X    X     X     X     
Gl u c o c ortic oi d 
T o xicit y  I n d e x  

X  X    X     X     X     

S F -3 6  H e alt h S ur v e y  X  X    X     X     X     
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St u d y P h as e   

V I SI T N U M B E R  6     7     8  9  1 0/ E O
S  

W E E
 

1 6  1 7  1 8  1 9  2 0  2 1  2 2  2 3  2 4  2 8  3 6  

I nf or m e d c o ns e nt            
St u d y  dr u g a d mi nistr ati o n  X  X  X  X  X  X  X  X  X    
M e dic a l  hist or y 2  X

 
   X 2     X

 
X 2  X 2  

P h ysic al e x a mi n ati o n 3  X
 

   X 3     X
 

X 3  X 3  
A d v ers e E v e nt a s s e s s m e nt 4  X     X     X  X  X  

R e c or d c o n c o mit a nt  m e dic ati o ns 4  X     X     X  X  X  

Vit a l  si g ns 5  X     X     X  X  X  
C B C w/ diff er e ntial,  plat elet 

 
X     X     X  X  X  

C h e mistr y  P a n el  X     X     X  X  X  
Uri n al ysis  a n d Uri n e 
pr ot ei n/ cr e ati ni n e 

i 6  

          X  

Uri n e Pr e g n a n c y t e st 7  X     X     X  X  X  
H Bs A g, H B c A b, H C V 8             
S er u m i m m u n o gl o b uli n  le v els 
(I g M, I g E, I g G) 

        X   X  

I g G s u b cla s s e s X     X     X   X  
C 3 a n d C 4            X  
F a sti n g  li pi d  pr ofile  X     X     X   X  
M e c h a nistic s a m ple s          X    
I g G 4-R D RI  X     X     X   X  
P h ysicia n  Gl o b al  A cti vit y  V A S  X     X     X   X  
S y m pt o m  S e v erit y I n d e x  X     X     X   X  
Gl u c o c ortic oi d  T o xicit y  I n d e x  X     X     X   X  
S F -3 6  H e alt h S ur v e y  X     X     X   X  

1 T h e S cr e e ni n g visit  ( Visit  1) a n d t h e Tr e at m e nt W e e k 1 ( Visit  2) visit  c o ul d  p ot e ntiall y  b e o n t h e s a m e 
d a y  
2 I n cl u d e s pri or  hist or y  a n d tr e at m e nt of I g G 4 - R D 

3 C o m plet e  p h ysic al  e x a mi n ati o ns  will  b e  p erf or m e d  at  S cr e e ni n g,  o n  D a y  1  ( c o ul d 
p ot e ntiall y  b e  t h e  s a m e  visit)  a n d  at  E O S.  A b br e viat e d,  s y m pt o m 
dir e ct e d  P E  will  b e  p erf or m e d  at  all  ot h er  visits.  I n cl u d e  h ei g ht  at 
s cr e e ni n g  o nl y  a n d  w ei g ht  at  visits  1,  2,  4,  8,  1 2,  1 6,  2 0,  2 4,  2 8,  a n d 
E O S.  

4 A d v ers e e v e nts a n d c o n c o mit a nt  m e dic ati o ns  t o b e c olle ct e d  b y sit e p ers o n n el  via p h o n e  or e m ail.  
5 S u pi n e  bl o o d  pr e s s ur e a n d h e art r at e, b o d y  t e m p er at ur e, r e s pir at or y r at e. Vit al si g n 

a s s e s s m e nts will  b e m a d e i m m e diat el y  pri or  t o i nje cti o n.  
6 Uri n al ysis  a n d uri n e  pr ot ei n/ cr e ati ni n e  r ati os,  at s cr e e ni n g or b a s eli n e  a n d E O S, 

a n d at e a c h st u d y visit  if  r e n al i n v ol v e m e nt  
7 Pr e g n a n c y t e st o nl y  f or w o m e n of c hil d -b e ari n g  p ot e ntial  ( uri n e)  
7 If t h e p atie nt  h a s a d o c u m e nt e d n e g ati v e  r e s ult wit hi n  6 0  d a ys b ef or e t h e first d os e 

of a b at a c e pt, t his it e m m a y b e o mitt e d  
8 All  p atie nts  will  n e e d t o h a v e a s cr e e ni n g C T c h e st, a b d o m e n a n d p el vis  wit h  h e a d 

a n d/ or or bits  if  t h er e is h e a d a n d n e c k or e xtr a o c ular m us cle 
i n v ol v e m e nt.  If a b n or m al,  it  will  b e r e p e at e d at a p pr o xi m at el y  6 
m o nt hs  or e arlier b a s e d o n dis e a s e a cti vit y.  

* N ot r e q uir e d  if c olle ct e d  6 m o nt hs  pri or  t o s cr e e ni n g visit  
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5. 2 St u d y  As s e s s me nts  
 
S cr e e ni n g  Visit  
T he  f oll o wi n g  pr o c e d ur es  will  b e p erf or me d:  

1.  O bt ai n  writt e n  i nf or m e d  c o ns e nt  aft er  c o ns e nt  pr es e nt ati o n  
2.  O bt ai n  M e dic al  hist or y  

a)  I ncl u di n g  d e m o gr a p hics 
b)  I ncl u di n g  hist or y  of  I g G 4-R D  

3.  P h ysic al  e xa mi na t i o n  
4.  R e c or d c o nc o mit a nt  me dic ati o n  
5.  Vit al  si g n s  i ncl u d i n g;  B P, P, R,  T,  w ei g ht,  a n d  hei g ht.  

a.  W ei g ht  will  b e me as ur e d  wit h  o ut er w e ar  a n d s h o es  r e m o ve d  
b.  H ei g ht  will  b e  me as ur e d  wit h  s h o es  r e m o ve d  (s cr e e ni n g  visit  o nl y)  
c.  Bl o o d  pr ess ur e  a n d  p uls e  r at e o bt ai ne d  aft er  t he s u bj e ct  has b e e n 

s u pi ne  ≥ 5 mi n ut es  
6.  A d vers e  E ve nt  m o nit or i n g  (fr o m  ti me  of  st u d y  dr u g  a d mi nistr ati o n)  
7.  L a b or at or y  t ests:  

a.  C B C wit h  c ell  differ e ntial  a n d plat elets  
b.  C he mistr y  p a nel  
c.  Uri nal ysis  a n d uri ne  pr ot ei n/ cr e ati ni ne  r ati o  
d.  Uri ne  pr e g na nc y  t est  ( o nl y  f or  w o ma n  of  c hil d  b e ari n g  a ge)  
e.  H e p atitis  B a n d  C t ests  ( n ot  r e q uir e d  if  c olle ct e d  3 0 d a ys  pri or  t o 

s cr e e ni n g  visit) 
f.  S er u m  I m m u n o gl o b uli n  le vels  (I g M,  I g E,  I g G)  
g.  S er u m  I g G 4  s u b class es  
h.  C o m ple me nt  le vels  
i. F asti n g  li pi d  pr ofile  
j. M e c ha nistic  s a m ples  will  b e c olle ct e d  fr o m  s u bj e ct  at w e e ks 0, 1, 

4, 1 2 a n d 2 4 st u dies)  
8.  I ma gi n g  t ests:  C T c hest,  a b d o me n,  p el vis 
9.  P h ysicia n  r e p ort e d  o ut c o mes  

a.  I g G 4  R es p o n d er  I n d e x  (I g G 4-R D  RI)  
b.  P h ysicia n  Gl o b al  A cti vit y  V A S  

1 0.  P atie nt  r e p ort e d  o ut c o mes  
a.  S y m pt o m  S e verit y  I n d e x  
b.  Gl uc o c orti c oi d  T o xicit y  I n d e x  
c.  S F -3 6 H e alt h  S ur ve y  
d.  P atie nt  Gl o b a l  A cti vit y  V A S 

 
B as eli ne  Visit :  Visit  2 ( w e e k  1)  
 
T he  s cr e e ni n g  ( visit  1) a n d  b as eli ne  visit  ( visit  2) c o ul d  p ot e ntiall y  b e c o m bi ne d  a n d c o m plet e d 
o n t he  s a me d a y  
T he  f oll o wi n g  pr o c e d ur es  will  b e p erf or me d:  

1.  V erif y  eli gi b i lit y  crit eria.  
2.  R e vie w  ge ner al  me dic al  a n d  I g G 4  hist or y  
3.  Brief  p h ysic al  e xa mi na t i o n  
4.  R e c or d c o nc o mit a nt  me dic ati o n  
5.  Vit al  si g ns  i ncl u d i n g;  B P, P, R,  T,  w ei g ht,  a n d  hei g ht.  
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a.  W ei g ht  will  b e me as ur e d  wit h  o ut er w e ar  a n d s h o es 
r e m o ve d 

b.  Bl o o d  pr ess ur e  a n d  p uls e  r at e o bt ai ne d  aft er  t he s u bj e ct 
has b e e n s u pi ne  ≥ 5 mi n ut es 

6.  A d vers e  E ve nt  m o nit or i n g  
7.  L a b or at or y  t ests:  

a.  C B C wit h  c ell  differ e ntial  a n d plat elets  
b.  C he mistr y  p a nel  
c.  Uri nal ysis  a n d uri ne  pr ot ei n/ cr e ati ni ne  r ati o  
d.  Uri ne  pr e g na nc y  t est  ( o nl y  f or  w o ma n  of  c hil d  b e ari n g 

a ge)  
e.  S er u m  I m m u n o gl o b uli n  le vels  (I g M ,  I g E,  I g G) 
f.  S er u m  I g G 4  s u b class es  
g.  F asti n g  li pi d  pr ofile  
h.  M e c ha nistic  s a m ples  will  b e c olle ct e d  fr o m  s u bj e ct  at 

w e e ks 0, 1, 4, 1 2 a n d 2 4 st u dies) 
8.  P atie nt -r e p ort e d  o ut c o mes: 

a.  S y m pt o m  S e verit y  I n d e x  
b.  Gl uc o c orti c oi d  T o xicit y  I n d e x  
c.  S F -3 6 H e alt h  S ur ve y  
d.  P atie nt  Gl o b al  A cti vit y  V A S  

9.  P h ysicia n -r e p ort e d  o ut c o mes 
a.  Gl uc o c orti c oi d  T o xicit y  I n d e x  
b.  P h ysicia n  gl o b al  a cti vit y  V A S  
c.  I g G 4-R D  RI  

1 0.  St u d y  dr u g  a d mi nis tr a ti o n  a n d  t e a c hi n g  
1 1.  St u d y  me dic ati o n  dis p e ns e  

 
Visit  3 ( w e e k 4)- visit  1 0 ( w e e k 3 6)  
 
P atie nts  will  ha ve  visits  at W e e ks 4, 8, 1 2, a n d t he n  e ver y  4 w e e ks p er t he  s c he d ule  of 
ass ess me nts  s h o w n  i n  T a ble  1  

1.  Brief  p h ysic al  e xa m  i ncl u d i n g  vit al  si g ns  ( F ull  p h ysic al  e xa m  at E O S)  
2.  Ass ess me nt  of si g ns  a n d s y m pt o ms  of I g G 4 -R D  
3.  C o nc o mit a nt  M e dic ati o ns  r e vie w  
4.  A d vers e  E ve nts  Ass ess me nts  
5.  Ass es s me nt  of  si g ns  a n d  s y m pt o ms  of  I g G 4 -R D  a cti vit y  
6.  A b at a c e pt  a d mi nistr ati o n  ( b as eli ne,  w 4, w 1 2, w 2 0, w 2 8, w 3 6, w 4 4)  
7.  L a b or at or y  t ests  (t o b e dr a w n  b ef or e  st u d y  pr o d uct  a d mi nistr ati o n).  S e e s c he d ule  of 

e ve nts.  
i. M e c ha nistic  s a m ples  will  b e c olle ct e d  fr o m  s u bj e ct at w e e ks 0, 1, 4, 1 2 

a n d 2 4 st u dies) 
8.  P atie nt -r e p ort e d  o ut c o mes  ( p er s c he d ule  of  e ve nts,  t a ble  1) 
9.  P h ysicia n  r e p ort e d  o ut c o mes  ( p er s c he d ule  of e ve nts,  t a ble  1)  
1 0.  St u d y  me dic ati o n  a c c o u nt a bilit y  a n d dis p e ns e  

 
S afet y  f oll o w  u p  visit  (if  ne e d e d)  
D uri n g  t he  s afet y  f oll o w  u p t he f oll o wi n g  pr o c e d ur es  will  b e c o m plet e d  

1.  Vit al  si g ns  a n d  P h ysic al  e xa m  
2.  C o nc o mit a nt  M e dic ati o ns  r e vie w  
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3.  A d vers e  E ve nts  Ass ess me nts  
4.  Ass ess me nt  of si g ns  a n d s y m pt o ms  of I g G 4 -R D  

 
5. 3 Dis c ussi o n  of  St u d y  D esi g n  
 
N o t her a pies  f or  I g G 4 -R D  ha ve  b e e n a p pr o ve d  b y  r e g ulat or y  a ut h oriti es  a n d  t h us  t her e  ar e n o 
est a blis he d  st u d y  d esi g ns  f or  t his  dis e as e  i n dic ati o n.  T his  st u d y  d esi g n  is  c o nsist e nt  wit h  t he 
f o c us  of t his  trial  o n pr o of- of-c o nc e pt  a n d me c ha nisti c  st u dies  a n d  will  b e s uit a ble  t o a c hie ve 
t his  g o al  b as e d o n t he  strict  pri mar y  o ut c o me  crit eria.  T her e  is  n o c o ntr ol  gr o u p  i n  t his  pr o of  of 
c o nc e pt  st u d y.  T he  d esi g n  will  b e a ble  t o ass ess w het her  a b at a c e pt c a n  ha ve  a n effe ct  o n dis e as e 
r es p o ns e  as has  b e e n s h o w n  i n  a pri or  c as e r e p ort as dis c uss e d  a b o ve .  T he  d esi g n  of  t his  trial  is 
a p pr o priat e  t o o ur  c urr e nt  u n d erst a n di n g  of t he  p ot e ntial  r ole  of a b at a c e pt i n  I g G 4 -R D,  w hic h  is 
pr es e ntl y  t o o li mit e d  t o j ustif y  a r a n d o miz e d  trial.   S h o ul d  p atie nts  fail  t o r es p o n d  t o t he  st u d y 
dr u g  a b at a c e pt  or s h o ul d  t he y d e vel o p  e n d -or ga n  ma nife st a t i o ns,  t he y  will  b e a ble  t o o bt ai n 
st a n d ar d  of  c ar e gl uc o c ortic oi d  tr e at me nt.  
 
A w as h o ut  p eri o d  is b uilt  i nt o  t he st u d y  pr ot o c ol.  E xcl usi o n  crit eria  i ncl u d e  t he pri or  us e  of 
rit u xi ma b  ( or  ot her  B c ell  d e pleti n g  a ge nts)  wit hi n  6 mo nt hs  of  e nr oll me nt  u nless  B  c ells  ha ve 
b e e n  d e m o nstr at e d  t o  ha ve  r e p o p ulat e d  or t he  us e  of  a n y  i n vesti ga ti o na l  a ge nt  wit hi n  5 half -
li ves  of  t he  a ge nt  ( or 6 m o nt hs  if  t he  half-lif e  is u n k n o w n)  pri or  t o e nr oll m e nt.  T his  s h o ul d  b e 
s uffic i e nt  i n  i d e ntif yi n g  a n y  a d vers e  effe cts  d ue t o t he  i n vesti gati o nal  pr o d uct  a b at a c e pt. 
H o w e ver,  p atie nt’s  ma y  ha ve  b e e n  o n  gl uc o c ortic o i ds  d uri n g  trial  e ntr y,  b ut  m ust  b e willi n g  t o 
t a p er off  of gl uc o c ortic oi d s  wit hi n 4  8 w e e ks of b e gi n ni n g  a b at a c e pt. T his  is  ne c ess ar y  i n  or d er 
to s uffic ie nt l y r e cr uit  p atie nts  f or  t he  st u d y. 
 
T he  i n vesti gati o nal  me dic ati o n  a b at a c e pt  is d os e d w e e kl y  b y s u b c ut a ne o us  r o ut e  w hic h  is 
c o nsist e nt  wit h  its  p har ma c o ki netic  a n d p har ma c o d y na mi c  pr ofile.  It is  a p pr o ve d f or  t he 
tr e at me nt  of  r he u mat oi d  art hritis  at  t his  d osi n g  i nt er va l.  T hes e  me dic ati o ns  ma y  b e c o nti n ue d 
i n d efi nit el y  f or c o ntr ol  of t he  dis e as e  a n d a n y  effe ct  s h o ul d  b e s e en  wit hi n  2 4 w e e ks of 
tr e at me nt. 
 
5. 4 E arl y  T er mi nati o n  of  t he  St u d y  
 
If  t he I n vesti gat o r  or t he  S p o ns or b e c o mes  a w ar e of  c o n diti o ns  or  e ve nts  t hat  s u g gest  a p ossi ble 
ha zar d  t o s u bj e cts  if  t he  cli ni c al  st u d y  c o nti n ues,  t he n  t he cli nic al  st u d y  ma y  b e t er mi nat e d  aft er 
a p pr o priat e  c o ns ult ati o n  a m o n g  t he i n v ol ve d  p arties.  T he  cli nic al  st u d y  ma y  b e t er mi nat e d  at 
t he  S p o ns or’s  dis cr eti on  als o  i n  t he  a bs e nc e  of  s uc h  a fi n di n g.  
C o n diti o ns  t hat  ma y  w arr a nt  t er mi nati o n  of  t he  cli nic a l  st u d y  i ncl u d e,  b ut  ar e n ot  li mit e d  t o:  

• T he  dis c o ver y  of a n  u ne x p e ct e d,  r ele va nt,  or u na c c e pt a ble  ris k  t o t he 
s u bj e cts  e nr olle d  i n  t he  cli ni c a l  st u d y;  

• F ail ur e  t o e nr oll  s u bj e cts  at t he  r e q uir e d  r at e;  
• A d e cisi o n  of t he  S p o ns or t o s us p e n d  or dis c o nti n ue  d e vel o p me nt  of t he 

I M P. 
 

S h o ul d  t he  st u d y  b e t er mi nat e d, a n d/ or  t he  sit e  cl os e d  f or w hat e ver  r e as o n,  all  d o c u me nt ati o n 
p ert ai ni n g  t o t he  st u d y  a n d  I M P m ust  b e r et ur ne d  t o t he  S p o ns or. A n y  a cti o ns  r e q uir e d  f or 
ass essi n g  or mai nt ai ni n g  st u d y  s u bj e ct  s afet y  will  c o nti n ue  as r e q uir e d,  d es pit e  t er mi nati o n  of 
t he  st u d y  b y  t he  S p o ns or. 
 
E n d - of-St u d y  is  d efi ne d  as c o m pleti o n  of  t he  E n d - of-St u d y  Visit  o n W e e k 3 6.  
 
 



Brist ol  M yers S q ui b b  Pr ot o c ol: 
A b at a c e pt  i n  I g G 4 -R D  

C O N FI D E N TI A L  F e br uar y  2 0 1 8  

P a ge 2 2  of 
 

 

 

 
5. 5 S ele c ti o n  of St u d y  P o p ulati o n 
 
M ale  a n d fe male  s u bj e cts  w h o  me et  t he A C R/ E U L A R  2 0 1 8 Classific ati o n  Crit eria  f or  I g G 4 - 
R D A N D a cti ve  dis e as e  ( d efi ne d  b y I g G 4 -R D  RI ≥ 2 at s cr e e ni n g  wit h  dis e as e  ma nifest ati o n  i n 
at  le ast  o ne  or ga n  s yst e m  e xcl u di n g  l y m p h  n o d es  at  s cr e e ni n g).  S u bj e cts  ar e n ot  r e q uir e d  t o 
ha ve  faile d  pri or  t her a p y  f or t heir  dis e as e  t o b e eli gi bl e  f or t his  st u d y.  
 
I ncl us i o n  C rit eria 
S u bj e cts  w h o  me et  t he f oll o wi n g  crit eria  will  b e c o nsi d er e d  eli gi ble  t o p artici p at e  i n  t he cli nic al 
st u d y  if  t he y: 

2.  Ar e  ma le  or fe male  1 8 ye ars  of a ge or ol d er 
3.  M e et t he A C R/ E U L A R  2 0 1 8 Classific ati o n  Crit eria  f or  I g G 4 -R D  (s e e 

a p p e n di x) 

4.  H a ve  a cti ve  dis e as e  b as e d o n a n I g G 4 -R D  RI ≥ 2 at s cr e e ni n g  wit h  dis e as e 
ma nife st a ti o n  i n  at le ast  o ne  or ga n  s yst e m  e xcl u di n g  l y m p h  n o d es  at 
s cre e ni n g 

5.  M a y or ma y  n ot  ha ve  r e c ei ve d  pri or  I g G 4 -R D  t her a p y  

6.  M ust  b e willi n g  t o t a p er off  a n y  s yst e mic  c ortic ost er oi d  t her a p y  wit hi n 4   8 
w e e ks of first  d os e of  trial  dr u g.  

7.  M ust  b e a ble  a n d willi n g  t o dis c o nti n ue  a n y  i m m u n os u p pr essi v e  a ge nt  at 
s cr e e ni n g  ( e. g.  me t h otr e xat e,  m yc o p he n ol at e  m ofetil,  6-mer c a pt o p uri ne, 
t a cr oli m us,  c ycl o p h os p ha mi d e  or a zat hi o pri ne). 

8.  N o hist or y  of s e ver e  aller gic  r e a cti o ns  t o m o n o cl o nal  a nti b o dies.  
9.  Ar e a ble  a n d willi n g  t o c o m plet e  t he  e ntir e  st u d y  a c c or di n g  t o t he st u d y 

s c he d ule.  

1 0.  Ar e wil li n g  t o  f or e g o  ot her  f or ms  of  e x p eri me nt a l  tr e at me nt  d uri n g  t he  st u d y. 
1 1.  Ar e a ble  t o pr o vi d e  writt e n  i nf or me d  c o ns e nt.  

 
E xcl us i o n  C rit eria  
S u bj e cts  w h o  me et  o ne or m or e  of  t he f oll o wi n g  crit eria  will  n ot b e c o nsi d er e d  eli gi bl e  t o 
p artici p at e  i n  t he  cli nic al st u d y: 

1.  Hist or y  or e vi d e nc e  of a cli nic all y  u nst a ble/ u nc o ntr oll e d  dis or d er,  c o n diti o n  or dis e as e 

(i ncl u di n g  b ut  n ot  li mit e d  t o  c ar di o p ul m o nar y,  o nc ol o gic,  r e nal,  he p atic,  met a b oli c, 

he mat ol o gic  or  ps yc hiatri c)  ot her  t ha n  I g G 4 -R D  t hat,  i n  t he  o pi ni o n  of  t he  

I n vesti gat or,  w o ul d  p os e a ris k  t o p atie nt  s afet y  or i nt erfer e  wit h  t he st u d y  e val uati o n, 

pr o c e d ur es  or c o m pleti o n.  

2.  M ali g na nc y  wit hi n  5 ye ars ( e xc e pt s uc c essf ull y  tr e at e d i n sit u  c er vic al  c a nc er, r es e ct e d 

s q ua m o us c ell  or b as al  c ell c ar ci n o ma   of t he s ki n,   or pr ost at e  c a nc er  wit h  n o  r e c urr e n c e  

≥ 3 ye ars  f oll o wi n g pr ost at e ct o m y).  

3.  Li ver  dis e as e:  A c ut e  or c hr o nic  n o n -I g G 4-r elat e d  li ver  dis e as e  d e e me d s ufficie ntl y 

s e ver e  t o i m p air  t heir  a bilit y  t o  p artici p at e  i n  t he  trial. 

4.  U nc o ntr olle d  dis e as e:  e vi d e nc e  of a n ot he r  u nc o ntr o lle d  c o n diti o n,  i ncl u d i n g  dr u g 

a n d alc o h ol a b us e,  w hic h  c o ul d  i nt erfer e wit h  p artici p ati o n  i n t he trial a c c or di n g  t o t he 

pr ot o c ol. 

5.  Pr es e nc e  of r e c urr e nt  or c hr o nic  i nfe cti o ns,  d efi ne d  as ≥ 3 i nfe cti o ns  r e q uiri n g 

a nti micr o bi als  o ver t he  p ast 6 m o nt hs  pri or  t o  s cr e e ni n g.  
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6.  A cti ve  i nfe cti o n  r e q uiri n g  h os pit ali z ati o n  or tr e at me nt  wit h  p ar e nt er al  a nti micr o bi als 

wit hi n  t he 3 0 d a ys  pri or  t o  r a n d o miza t i o n. 

7.  Pri or  us e  of  rit u xi m a b  ( or  ot her  B  c ell  d e pleti n g  a ge nts)  wit hi n  6 m o nt hs  of 

e nr oll me nt  u nless  B  c ells ha ve  b e e n d e m o nstr at e d  t o ha ve  r e p o p ulat e d. 

8.  Us e  of  a n y  i n vesti ga ti o na l  a ge nt  wit hi n  5 half -li ve s  of  t he  a ge nt  ( or  6 m o nt hs  if  t he 
half - life  is  u n k n o w n)  pri or  t o e nr oll me nt.  

9.  W hit e  bl o o d  c ell  c o u nt  < 2. 5 x 1 0 3 / µ L. 

1 0.  A bs ol ut e  ne utr o p hil  c o u nt  ( A N C) < 1. 0 x 1 0 3 / µ L. 

1 1.  I g G 4-r elat e d  r e nal  dis e as e  wit h  s er u m  cr e ati ni ne  > 2. 0 m g/ d L.  

1 2.  H e m o gl o bi n  < 1 0 g/ d L.  

1 3.  Plat elet  c o u nt  < 7 5 x  1 09 / L. 

1 4.  K n o w n  p ositi ve  r es ult  f or  HI V  I or II  a nti b o d y,  he p atitis  B  s urfa c e  a nti ge n,  he p atitis 

B c or e a nti b o d y  or he p atitis  C  a nti b o d y. 

1 5.  H as r e c ei ve d  li ve  va c ci nes  wit hi n  4 w e e ks o k  e nr oll me nt.  

1 6.  I na bilit y  t o  c o m m u nic a t e  r elia bl y  wit h  t he i n vesti ga t or. 

1 7.  P atie nt  is  pr e g na nt  or br e ast  fe e di n g,  or pla n ni n g  t o b e c o me pr e g na nt  w hile  e nr olle d 

i n  t he  st u d y,  u p  t o E O S visit.  

1 8.  P ositi ve  pr e g na nc y  t est at s cr e e ni n g or  d uri n g  t he  st u d y.  

1 9.  S u bj e cts  of  c hil d b e ari n g  p ot e ntial  w h o d o n ot  a gr e e t o us e me dic all y  a c c e pt a ble 

met h o ds  of  c o ntr a c e pti o n.  

2 0.  K n o w n  or s us p e ct e d  s e nsiti vit y t o ma m ma lia n  c ell-d eri ve d   pr o d ucts  or a n y 

c o m p o ne nts  of  t he st u d y  dr u g.  

2 1.  Hist or y  of alc o h ol  a n d/ or s u bst a nc e  a b us e  wit hi n  1 2 m o nt hs  pri or  t o  s cr e e ni n g.  

2 2.  U na ble  or u n willi n g  t o p art a k e i n  f oll o w -u p  ass ess me nts  or r e q uir e d  pr ot o c ol 

pr o c e d ur es.  

5. 6 Wit h dr a w al  of S u bj e cts 

S u bj e cts  ar e e nc o ur a ge d  t o c o m plet e  all  st u d y  e val uati o ns.  H o w e ver,  t he y  ma y  wit h dr a w  f r o m 

t he  st u d y  at  a n y  ti me  a n d  f or  a n y  r e as o n.  E ver y  eff ort  will  b e ma d e  t o  d et er mi ne  w h y  a n y 

s u bj e ct wit h dr a ws  fr o m t he st u d y pr e mat ur el y.  All  s u bj e cts w h o  wit h dr a w  fr o m t he st u d y wit h 

a n o n g oi n g  A E m ust  b e f oll o w e d  u ntil  t he  e ve nt  is  r es ol ve d  or d e e me d  st a ble.  At t he  ti me  t hat 

a  s u bj e ct  wit h dr a ws  pr e mat ur el y  f or  a n y  r e as o n,  all  ass ess me nts  as  list e d  f or  t he  E O S  visit 

s h o ul d  b e p erf or me d.  If  a s u bj e ct  wit h dr a ws  pr e mat ur el y  aft er  d osi n g,  all  d at a t o b e c olle ct e d 

pri or  t o  dis c har ge  fr o m  t he  cli nic a l  sit e  will  b e  c olle ct e d  at  t he  ti me  of  pr e mat ur e 

dis c o nti n uati o n   or at  t he s c he d ule d  e n d - of-st u d y visit.  S u bj e ct  p artici p at i o n  ma y   b e t er mi na t e d  

pri or  t o c o m pleti n g  t he st u d y  a n d t he  r e as o n r e c or d e d as  f oll o ws : 

1.  A d vers e  e ve nt  

2.  Pr ot o c ol vi olat i o n  
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3.  L oss t o  F oll o w -u p  

4.  S u bj e ct  wit h dr e w  c o ns e nt  

5.  I n vesti gat or  wit h dr e w  s u bj e ct  t o gi ve  r es c ue  t her a p y  ot her  t ha n st er oi ds 

6.  Ot her  

A c o m pr e he nsi ve  eff ort  m ust  b e ma d e  t o d et er mi ne  t he  r e as o n(s)  w h y  a s u bj e ct  fails  t o r et ur n 

f or  t he  ne c ess ar y  visits  or  is  dis c o nti n ue d  fr o m  t he  st u d y.  If t he  s u bj e ct  is  u nr e a c ha ble  b y 

t ele p h o ne,  a r e gist er e d  lett er,  at mi ni m u m,  s h o ul d  b e s e nt  t o t he  s u bj e ct  r e q uesti n g  hi m/ her  t o 

c o nt a ct  t he  st u d y  sit e.  

S u bj e cts  wit h dr a w n  d ue  t o  A Es  c o nsi d er e d  t o  ha ve  a p ossi ble  r elati o ns hi p  t o st u d y  dr u g  will 
n ot  b e r e pla c e d.  S u bj e cts  wit h dr a w n  f or  a n o n -dr u g  r elat e d  r e as o n  will  b e r e pla c e d  if  d e e me d 

ne c ess ar y  b y  t he  S p o ns or.  T he  d e cisi o n  r e gar di n g  t he  r e pla c e me nt  of  s u bj e cts  will  b e 

d o c u me nt e d.  

If  a  s u bj e ct  wit h dr a ws  pr e mat ur el y,  all  ass ess me nts  as  list e d  f or  t he  E O S  visit s h o ul d  b e 

p erf or me d  a n d  r e c or d e d o n a n u ns c he d ule d  visit  e C R F  p a ge.  I n a d diti o n, t he s u bj e ct s h o ul d  b e 

s c he d ule d  f or  a  f oll o w-u p  visit  4  w e e ks  fr o m  t he  ti me  of  t he  last  i nj e cti o n  of  st u d y  dr u g,  at 

w hic h  ti me  all  ass ess me nts  as list e d  f or  t he  E O S visit  s h o u l d  b e p erf or me d. 

5. 7 Ot he r  S u bje ct  R e s t ri cti o ns  

S u bj e cts  m ust  ha ve  si g ne d  a n d  d at e d a n  I R B/I E C -a p pr o ve d  writt e n  i nf or me d  c o ns e nt  f or m  i n 

a c c or d a nc e  wit h  r e g ulat or y a n d  i nstit uti o na l g ui d eli nes   b ef or e t he p erf or ma nc e   of a n y pr ot o c ol-  

r elat e d  pr o c e d ur es.  Pris o ners  or s u bj e cts  w h o  ar e c o m p uls or y  d et ai ne d  will  n ot  b e eli gi ble  t o 

p artici p at e.  

5. 8 St o p pi n g  C rit e ri a  f o r  t he  Cli ni c al  St u d y  

P artici p ati o n  f or  a n y  i n di vi d ual  s u bj e ct  will  b e  st o p p e d  if  t he  s u bj e ct  e x p erie nc es  a  p ossi bl y 

dr u g -r elat e d  S A E  or a p ossi bl y  dr u g-r elat e d  si g nifi c a nt  n o n-s eri o us  A E,  w hic h  i n  t he  o pi ni o n 

of  t he  PI or  S p o ns or’s  me dic al  r e pr es e nt ati ve,  w arr a nts  dis c o nti n uati o n  of  t he  s u bj e ct  i n  t he 

st u d y  i n  t he  i nt er est  of t hat  s u bj e ct’s  w ell-b ei n g.  Dis c o nti n uati o n  of  t he s u bj e ct  fr o m  t he st u d y 

wil l  b e dis c uss e d  wit h  t he S p o ns or. 

T he  I n vesti gat or  will  ma k e  all  a p pr o priat e  s afet y  ass ess me nts  o n  a n  o n g oi n g  b asis.  T h e 
S p o ns or’s  me dic al  r e pr es e nt ati ve  will  r e vie w  i n di vi d u a l  s afet y  i nf or ma t i o n  as  it  b e c o me s  

a vaila b le  t hr o u g h o ut  t he  st u d y.  

A n  I D M C   will  b e  us e d  t o e val uat e  i nt eri m  s afet y  a n d  effic a c y  r es ults  a n d  t o d et er mi ne  if  t he 

trial  s h o ul d  b e st o p p e d e arl y.  All  u n bli n d e d  a nal ys es  f or  I D M C r e vie w  will  b e pr e p ar e d b y  a n 

i n d e p e n d e nt  D at a  C o or di nati n g  C e nt er  (I D C C). M e m b ers  of t he  I D M C will  b e e xt er nal  t o t he  

S p o ns or’s  st u d y  t e a m  a n d  will  f oll o w  a  c hart er  t hat  o utli nes  t heir  r oles  a n d  r es p o nsi biliti e s. 

Pri or  t o  t he  pla n ne d  i nt eri m  a nal ys es  of  t he  pri mar y  e n d p oi nt,  t he  I D M C  will  me et 

a p pr o xi mat el y  t wic e  a n n uall y  t o r e vie w  s afet y.  
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6. T R E A T M E N T  O F  S U B J E C T S    

6 . 1 I de ntit y  of St u d y  T re at me nt(s) 

O R E N CI A ( a b at a c e pt)  is  a s ol u ble  f usi o n  pr ot ei n  t hat  c o nsists  of  t he e xtr a c ell ul ar  d o mai n  of  

h u ma n  c yt ot o xic  T -l y m p h o c yt e-ass o ciat e d  a nti ge n  4  ( C T L A -4)  li n k e d  t o  t he  m o difie d  F c 

( hi n ge,  C H 2, a n d  C H 3 d o mai ns)  p orti o n  of  h uma n  i m m u n o gl o b uli n  G 1  (I g G 1).  A b at a c e pt  is 

pr o d uc e d  b y  r e c o m bi na nt  D N A  t e c h n ol o g y  i n  a  ma m mali a n  c ell  e x pr essi o n  s yst e m.  T h e 

a p p ar e nt  m ole c ular  w ei g ht  of a b at a c e pt is  9 2 kil o d alt o ns.  

 
O R E N C I A  s ol uti o n  f or  s u b c ut a ne o us  a d mi nis tr a t i o n  is  s u p plie d  as a st eril e,  pr es er vati ve -fr e e, 

cle ar,  c ol orless  t o  p ale -yell o w  s ol uti o n  wit h  a  p H  of  6. 8  t o  7. 4.  E a c h  si n gle  d os e  of 

s u b c ut a ne o us i nj e cti o n  pr o vi d es  1 2 5 m g  a b at a c e pt,  di b asic   s o di u m  p h os p hat e a n h y dr o us   ( 0. 8 3 8 

m g),  m o n o b asic  s o di u m  p h os p hat e  m o n o h y dr at e  ( 0. 2 8 6 m g), p ol o xa mer  1 8 8 ( 8 m g),  s ucr os e 

( 1 7 0  m g),  a n d  q ua ntit y  s uffic i e nt  t o  1  m L  wit h  w at er  f or  i nj e cti o n.  U nli k e  t he  i ntr a ve n o us  

f or m ulati o n,  O R E N CI A  s ol uti o n  f or  s u b c ut a ne o us  a d mi nistr ati o n  c o nt ai ns  n o  malt os e.  

A cti v e  s u bst a n c e:  a b at a c e pt 

T e st e d  i n dic ati o n:  I g G 4 - R D 

Str e n gt h:  1 2 5. 0  m g/s yri n g e  

D os a g e f or m:  pr efille d  gla s s s yri n g e 

R o ut e of a d mi nistr ati o n:  S C i nje cti o n  

T h e d osi n g  a n d s c h e d ule ar e s u p p ort e d b y  P h a s e I or lat er r e s e ar c h.  
 

6. 2  A d mi nist r a ti o n  of St u d y  T re at me nt(s)  

All  s u bj e cts  will  r e c ei ve  a b at a c e pt.  

6. 3 T re at me nt   P r ot o c ol 

•A b at a c e pt ( Or e ncia):  O ne  1 2 5 m g/ m L  si n gle -d os e  pr efill e d  glass  s yri n ge  will  b e a d mi nis t e r e d  

b y  s u b c ut a ne o us  ( S C)  i nj e cti o n  w e e kl y  b y  t he  p ati e nts  or c ar e gi vers.  P atie nts  a n d  c ar e gi v er s 

will  b e tr ai ne d  o n  h o w  t o a d mi nis t er  t he  me dic ati o n  b y  t he  st u d y  i n vesti gat o rs  or a  d esi g na t e d  

st u d y  st aff  me m b er  d uri n g  b as eli ne  a n d  w e e k 1 visits.  A b at a c e pt  i nt err u pti o ns  or wit h dr a w a ls 

will  b e as p er t he c urr e nt  U. S. pr o d uct  i ns ert  ( S e e Att a c he d  P a c k a ge I ns ert).  

•Pr e d nis o ne  t a p er :  S u bj e cts  w h o  ar e  o n  pr e d nis o ne  at  b as eli ne  will  b e gi n  a n  i n vesti gat o r -

dir e ct e d  c ortic ost er oi d  t a p er d esi g ne d  t o dis c o nti n u e  pr e d nis o ne  n ot lat er  t ha n  8 w e e ks aft er  t he 

b as eli ne  visit.    

6. 4 St u d y  T re at me nt  P a c k a gi n g  a n d  L a belli n g  

O R E N CI A ( a b at a c e pt)  i nj e cti o n  s ol uti o n  f or  s u b c ut a ne o us  a d mi nistr ati o n  is s u p plie d  eit her  as 

a si n gle -d os e  dis p os a ble  pr efille d  glass  s yri n ge  wit h  Ultr a S afe  P assi ve  ne e dle g uar d  wit h  fl a n g e 

e xt e n d ers  or as a si n gle-d os e  dis p os a ble  pr efille d  glass  s yri n ge  wit h  fla n ge  e xt e n d er.  T he  T y p e 

I glass  s yri n ge  has  a  c o at e d  st o p p er  a n d  fi xe d  st ai nles s-st e el  ne e dle  ( 5  b e vel,  2 9 - ga u ge  t hi n 

w all,  ½ -i nc h  ne e dle)  c o ver e d wit h  a ri gi d  ne e dle  s hiel d.  T he  pr efille d  s yri n ge  pr o vi d es  1 2 5 m g 
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of a b at a c e pt  i n  1 m L  a n d  is pr o vi d e d  i n  t he f oll o wi n g  p a c k a ges:  

• N D C 0 0 0 3- 2 1 8 8- 1 1: p a c k of  4 s yri n ges  wit h  a p assi ve  ne e dle  s afet y  g uar d  

• N D C 0 0 0 3- 2 1 8 8- 3 1: p a c k of  4 s yri n ges  wit h o ut  a p assi ve  ne e dle  s afet y  g uar d  

6. 5 St o r a g e 

O R E N CI A  s ol uti o n  s u p p lie d  i n  a pr efille d  s yri n ge  s h o ul d  b e r efri ger at e d  at 2 C t o 8 C ( 3 6 F t o 

4 6 F). T he  me dic ati o ns  s h o ul d  n ot  b e us e d b e y o n d  t he  e x pir ati o n  d at e o n t he  pr efille d  s yri n ge.  

It s h o ul d  b e pr ot e ct e d fr o m  li g ht  b y st ori n g  i n  t he ori gi nal  p a c k a ge u ntil  ti me  of us e. T he pr efill e d 

s yri n ge  s h o ul d  n ot b e all o w e d  t o fr e e ze.  

 
T he  I n vesti g at or /I ns tit uti o n  is  r es p o nsi ble  f or  t he  f oll o wi n g.  

o  I n vesti gati o nal  pr o d uct  is  t o b e st or e d  i n  a s e c ur e  ar e a a c c or di n g  t o l o c al  r e g ulat i o ns 

a n d  st or e d  u n d er  t he  a p pr o priat e  e n vir o n me nt al  c o n d iti o ns  (t e m p er at ur e,  li g ht,  a n d  

h u mi dit y).  If  mar k et e d  pr o d uct  is  us e d,  it  s h o ul d  b e  st or e d  i n  a c c or d a nc e  wit h  t he 

p a c k a ge  i ns ert, S u m mar y   of Pr o d uct C har a ct eristic s  ( S m P C), U nit e d  St at es  pr es cri bi n g 

i nf or  mat i o n  ( U S PI),  or si mila r g ui d a nc e.  

o  T he  i n vesti ga t i o nal  pr o d uct  will  b e  dis p e ns e d  o nl y  t o  st u d y  s u bj e cts  a n d  o nl y  fr o m 
official  st u d y  sit es  b y a ut h ori ze d  p ers o n nel,  as dict at e d  b y l o c al  r e g ulati o ns 

o  C urr e nt  dis p ositi o n  r e c or d  of  I P (s u p plie d  b y B M S)  is  t o b e mai nt ai ne d  at e a c h  st u d y 
sit e  w her e  st u d y  dr u g  is  i n ve nt or i e d  a n d  dis p e ns e d  

o  Pr o c e d ur es  f or  pr o p er  dis p os al  ha ve  b e e n  est a blis he d  a c c or di n g  t o  a p plic a bl e 
r e g ulati o ns,  g ui d eli nes,  a n d  i nstit uti o na l pr o c e d ur es  

6. 6 S u bje ct  C o m pli a nc e  

D osi n g  will  b e p erf or me d  b y tr ai ne d,  q ualifi e d  p ers o n nel  d esi g nat e d  b y  t he  PI.  T he  d at e  a n d 

ti me  of d osi n g will   b e d o c u me nt e d   o n e a c h d osi n g d a y.  C o m me nts  will   b e r e c or d e d if t her e ar e 

a n y  d e viati o ns  fr o m  t he  pla n ne d  d osi n g  pr o c e d ur es.  

6. 7 St u d y  T re at me nt  A c c o u nt a bilit y,  H a n dli n g,  a n d  Dis p os al  

T he  I n vesti gat o r  or d esi g ne e  is  r es p o nsi ble  f or  mai nt ai ni n g  a c c ur at e  a c c o u nt a bilit y  r e c or ds of 

t he  I M P s t hr o u g h o ut  t he  cli nic a l  st u d y.  T he  dr u g  a c c o u nt a bilit y  l o g  i ncl u d es  i nf or  mati o n  s uc h 

as a m o u nt  dis p e ns e d  a n d  a m o u nt  r et ur ne d  t o t he  p har ma c y  (if  a n y).  

All  dis p e nsi n g  a n d  a c c o u nt a bilit y  r e c or ds  will  b e a vaila ble  f or  S p o ns or  r e vie w  aft er  d at a b as e 

l o c k. T he  sit e p har ma cist  ( or d esi g ne e  u n d er  t he dir e cti o n   of t he p har ma cist)  will  dis p e ns e  I M P 

f or  e a c h s u bj e ct  a c c or di n g  t o t he pr ot o c ol  a n d p har ma c y  ma n ual,  if a p plic a ble.  

Aft er  r e c ei vi n g  S p o ns or  a p pr o val  i n  writi n g,  t he  sit e  is  r es p o nsi ble  f or  eit her  r et ur ni n g  all 

u n us e d  or p artiall y  us e d I M P t o t he  S p o ns or  or d esi g nat e d  t hir d  p art y  or f or  t he  d estr ucti o n  of 

t he  I M P a c c or di n g  t o l o c all y  c o m plia nt  pr o c e d ur es. 

6. 8 C o nc o mit a nt  T he r a p y  

Pr e vi o us/ C o nc o mit a nt  M e dic ati o n  

C o nc urr e nt  a d mi nistr ati o n  of  a T N F a nt a g o nist  wit h  a b at a c e pt  has b e e n ass o ciat e d  wit h  a n 
i ncr e as e d  ris k  of  s eri o us  i nfe cti o ns  a n d n o si g nific a nt  a d diti o nal  effic a c y  o ver us e of  t he T N F 
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a nt a g o nists  al o ne.  C o nc urr e nt  t her a p y  wit h  a b at a c e pt a n d  T N F a nt a g o nis ts  is  n ot 
r e c o m me n d e d.  
 
Dis all o we d  pre vi o us o r  c o nc o mit a nt  me di c ati o ns:  

•  Pri or  us e of  rit u xi m a b  ( or ot her B c ell  d e pleti n g  a ge nts)  wit hi n  6 m o nt hs  of e nr oll me nt 

u nless  B c ells  ha ve  b e e n d e m o nstr at e d  t o ha ve   r e p o p ulat e d. 

•  Us e  of  a n y  i n vesti g a ti o na l  a ge nt  wit hi n  5 half-li ve s  of  t he  a ge nt  ( or  6 m o nt hs  if  t he  half- 

life  is  u n k n o w n)  pri or  t o e nr oll me nt  

•  R e c ei ve d  li ve  va c ci nes  wit hi n  4 w e e ks of  e nr oll me nt.  

 

F r o m  A b at a c e pt  P a c k a g e I ns e rt (s e cti o n 5. 1): C o nc o mit a nt  Us e wit h  T N F A nt a g o nists  

•   I n  c o ntr olle d  cli nic a l  trials  i n  p atie nts  wit h  a d ult  R A,  p atie nts  r e c ei vi n g  c o nc o mit a nt 

O R E N CI A a n d T N F a nt a g o nist  t her a p y  e x p erie nc e d  m or e  i nfe cti o ns  ( 6 3 %) a n d s eri o us 

i nfe cti o ns  ( 4. 4 %) c o m p ar e d  t o p atie nts  tr e at e d  wit h  o nl y  T N F a nt a g o nists  ( 4 3 % a n d 

0. 8 %, r es p e cti vel y)  [s e e A d vers e  R e a cti o ns  ( 6. 1) fr o m  p a c k a ge i ns ert].  T hes e  trials 

faile d  t o d e m o nstr at e  a n i m p ort a nt  e n ha nc e me nt  of effic a c y  wit h  c o nc o mit a nt 

a d mi nistr ati o n  of  O R E N CI A  wit h  T N F  a nt a g o nist;  t her ef or e,  c o nc urr e nt  t her a p y  wit h 

O R E N CI A  a n d  a T N F  a nt a g o nist  is  n ot  r e c o m me n d e d.  W hile  tr a nsit i o ni n g  fr o m  T N F 

a nt a g o nist  t her a p y  t o O R E N CI A t her a p y,  p atie nts  s h o ul d  b e m o nit or e d  f or si g ns  of 

i nfe ct i o n. 

o  E n br el  ( et a ner c e pt)  

o  Ki ner et  ( a na ki nr a)  

o  C i mzia  ( c ert oli z u ma b  p e g ol)  

o  H u mir a  ( a d ali m u ma b )  

o  Rit u xa n  (rit u xi ma b )  

o  A ct e m r a  (t o cili z u m a b) 

o  R e mic a d e  (i nfli xi m a b)  

o  Si m p o n  ( g oli m u ma b)  

•  D e t a ils  of  a ll pri or  a n d  c o n c o mit a nt  m e dic ati o n  m ust  b e  r e c or d e d at  st u d y e ntr y  (i. e., at  t h e first 

visit)  i n cl u di n g  pri or  tr e at m e nt f or I g G 4 -R D, pri or I g G 4 -R D c li nic a l  tria l  p a rtic i p a ti o n  a n d pri o r 

m o n o cl o n al  a nti b o d y  us e. All  t h er a pie s ( pr e s cri pti o n  or o v er -t h e-c o u nt er m e dic ati o ns,  i n cl u di n g 

vit a mi ns  a n d h er b al s u p ple m e nts) diff er e nt fr o m t h e st u d y dr u g m ust b e r e c or d e d. A n y m e dici n a l 

pr o d u ct,  pr e s cri b e d or O T C,  i n cl u di n g  h er b al  a n d ot h er  n o n -tr a diti o n al  r e m e die s,  is  c o nsi d er e d 

a  c o n c o mit a nt  m e dic ati o n.  A n y  c h a n g e s  i n  c o n c o mit a nt  m e dic ati o n  m ust  b e r e c or d e d  at e a c h 

visit. If t h e c h a n g e i nfl u e n c e s  t h e s u bje ct’s eli gi bilit y  t o c o nti n u e  i n  t h e st u d y,  t h e S p o ns or  m ust 

b e  i nf or m e d.  C o n c o mit a nt  m e dic ati o n  us e m a y  b e  w arr a nt e d f or  t h e  tr e at m e nt of  A Es.  I n t h e 

i nt er e st of  s u bje ct s af et y a n d  a c c e pt a ble  st a n d ar ds  of  m e dic al  c ar e  t h e  I n v e sti g at or  will  b e 

p er mitt e d  t o pr e s cri b e tr e at m e nt(s) at his/ h er dis cr eti o n.  All  tr e at m e nts m ust b e  r e c or d e d i n t h e 

s u bje cts’  c a s e  r e p ort f or m ( C R F); m e dic ati o n,  d os e,  tr e at m e nt d ur ati o n  a n d  i n dic ati o n. 

•  T h e  i nf or m ati o n c olle ct e d  f or e a c h  c o n c o mit a nt  m e dic ati o n  i n cl u d e s, at  a mi ni m u m,  st art d at e, 

e n d d at e or o n g oi n g,  d os e a n d u nit,  fr e q u e n c y, r o ut e of a d mi nistr ati o n  a n d  i n dic a ti on.  
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6. 9  C o nt r a c e pti o n  

•  W o m e n  of  c hil d b e ari n g  p ot e ntial  m ust  h a v e a n e g ati v e  pr e g n a n c y  t e st d uri n g  s cr e e ni n g  a n d  at 

b a s eli n e  ( D a y 1)  a n d  m ust  us e 1 hi g hl y  eff e cti v e m et h o d  of birt h  c o ntr ol  d uri n g  t h e  st u d y  a n d 

f or  3  m o nt hs  f oll o wi n g  t h e  la st  d os e  of  a b at a c e pt. Hi g hl y  eff e cti v e  m et h o ds  of  birt h  c o ntr ol 

i n cl u d e  h or m o n al  birt h  c o ntr ol,  i ntr a ut eri n e  d e vic e s (I U D s),  or  a n y  b arrier  m et h o ds  (s p o n g e s, 

f e m ale c o n d o ms) us e d b y t h e w o m a n i n  a d diti o n  t o c o ntr a c e pti o n us e d b y t h eir m ale p art n er s u c h 

a s a v a s e ct o m y or a c o n d o m  s u p ple m e nt e d  wit h s p er mici d e.  

•  W o m e n of n o n -c hil d b e ari n g  p ot e ntial  m ust h a v e a d o c u m e nt e d r e a s o n (i. e., p ost m e n o p a us al  b y 

hist or y  wit h  n o  m e ns e s f or  o n e y e ar a n d c o nfir m e d  b y  F S H [ usi n g  l o c al  r ef er e n c e r a n g e s], O R 

hist or y  of  h yst er e ct o m y,  O R  hist or y  of bilat er al  t u b al  li g ati o n,  O R  hist or y  of  bilat er a l 

o o p h or e ct o m y).  

•  M ale s u bje cts of c hil d b e ari n g  p ot e ntial  m ust  b e willi n g  t o pr a ctic e a hi g hl y  eff e cti v e m et h o d  of 

birt h  c o ntr ol  f or  t h e  d ur ati o n  of  t h e  st u d y  a n d  c o nti n ui n g  f or  3  m o nt hs  aft er t h e  la st  d os e  of  

a b at a c e pt.  Hi g hl y  eff e cti v e  m et h o ds  of  birt h  c o ntr ol  i n cl u d e  a  v a s e ct o m y  or  a  c o n d o m  i n 

c o m bi n ati o n  wit h  b arrier m et h o ds,  h or m o n al  birt h  c o ntr ol  or I U D us e d b y  t h e w o m a n.  

 

6. 1 0 T re at me nt  C o m pli a nc e   
 
P atie nts  will  b e as k e d t o mai nt ai n  diaries  t o r e c or d me dic ati o n  t a k e n at h o me.  T hes e  diaries 
will  b e r e vie w e d  b y t he c o or di nat ors  at e a c h visit  t o ass ess c o m plia nc e.  

 

7.  A S S E S S M E N T O F E F FI C A C Y  

7. 1  Effi c a c y  V a ri a bl e s  

Effic a c y  will  b e  me as ur e d  b y  t he  a bilit y  of  a b at a c e pt  t o  s ust ai n  t he  dis e as e  i m pr o ve me nt. 

Dis e as e  a cti vit y  will  b e  f oll o w e d  usi n g  t he  f oll o wi n g  ass ess me nts  t o  b e  r e c or d e d  b y  st u d y 

i n vesti gat o rs : 

• I g G 4-R D  RI will  b e t he  pri mar y  effic a c y  varia ble  

• T he  f oll o w i n g  ass ess me nts  will  als o  b e  o bt ai ne d: 

• P h ysicia n  Gl o b al  Ass ess me nt  of  Dis e as e  A cti vit y  ( Vis ual  A cti vit y  S c or e)  

• S u bj e ct’s  Gl o b al  Dis e as e  A cti vit y  V A S  

• S y m pt o m  S e verit y  I n d e x 

• Gl uc o c orti c o i d  T o xicit y  I n d e x 

• S F -3 6 H e alt h  S ur ve y  

7. 2  Effi c a c y A s s e ss m e nts  

T he  f oll o wi n g  effic a c y  ass ess me nts  will  b e p erf or me d  a c c or di n g  t o t he  ti me  p oi nts  d efi ne d  i n 

t he  S c he d ule  of Ass ess me nts  ( T a ble  1).  

•  I g G 4 -R D R e s p o n de r  I n de x  

Dis e as e  a cti vit y will   b e me as ur e d  p er  s c he d ule   of ass ess me nts.   F or d et er mi nati o n   of t he I g G 4-  

R D  r es p o n d er i n d e x as  d es cri b e d  i n t he s c he d ules  of ass ess me nts  (I g G 4-R D  RI),  t he f oll o wi n g 

crit eria  will  b e  us e d ( m o difie d  aft er  C arr ut hers  et al.  2 0 1 2):  Or ga n  sit e,  s y m pt o mati c,  ur ge nt 

dis e as e  ( as p er I g G 4 -R D  RI)  o ver  t he  pr e vi o us  2 8  d a ys.  

T he  ori gi n a l  I g G 4 -R D  RI  has  b e e n  m o difie d  t o i ncl u d e  t he  f ull  s p e ctr u m  of  or ga ns  affe ct e d 
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m ost  fr e q ue ntl y  b y  I g G 4 -R D  a n d  t o  eli m i nat e  s er u m  I g G 4  c o nc e ntr ati o ns  as  p art  of  t he 

i nstr u me nt.  I n  a d diti o n,  a n  ass ess me nt  of  d a ma ge  c a us e d  b y I g G 4-R D  i n  e a c h  affe ct e d  or ga n 

is  i ncl u d e d.  A s a m ple  ass ess me nt  f or m  is  i ncl u d e d  i n A p p e n di x.  

•  P h ysi ci a n  Gl o b al  Dis e as e A cti vit y  V A S  

T he  p h ysicia n’s   o ver all ass ess me nt   of t he s u bj e ct’s c urr e nt  dis e as e  a cti vit y will   b e r e c or d e d o n 

a 1 0 0 m m  li ne ar  h oriz o nt al  V A S,  w her e  t he  left  ha n d  e xtr e me  of  t he  li ne  is  c o nsi d er e d  “ V er y 

G o o d ”  (s y m pt o m  fr e e  a n d  n o  I g G 4 -R D  s y m pt o ms)  a n d  t he  ri g ht -ha n d  e xtr e me  is  c o nsi d er e d  

“ V er y  B a d ”  ( ma xi m u m  I g G 4 -R D  a cti vit y).  

D et ails  o n t he  effic a c y  ass ess me nts  c a n b e f o u n d  i n A p p e n di x.  

•  S u bje ct’s  Gl o b al  Dis e as e A cti vit y  V A S  

T he  s u bj e ct’s  o ver all  ass ess me nt  of t he  s u bj e ct’s  c urr e nt  dis e as e  a cti vit y  will  b e r e c or d e d o n a 

1 0 0  m m  li ne ar  h oriz o nt al  V A S,  w her e  t he  left  ha n d  e xtr e me  of  t he  li ne  is  c o nsi d er e d  “ V er y 

G o o d ”  (s y m pt o m  fr e e  a n d  n o  I g G 4 -R D  s y m pt o ms)  a n d  t he  ri g ht  ha n d  e xtr e me  is  c o nsi d er e d  

“ V er y  B a d ”  ( ma xi m u m  I g G 4 -R D  a cti vit y).  

•  S y m pt o m  S e v e rit y  I n de x  

T he  S y m pt o m  S e verit y  I n d e x  is  a  n o vel  i nstr u me nt  f or  ass essi n g  p atie nt-r e p ort e d  dis e as e 

s e verit y. It has  n ot  yet  b e e n  vali d at e d  i n  a  l o n git u d i na l  st u d y  of  p atie nts  wit h  I g G 4 -R D  b ut  is  

b as e d  o n  si milar  i nstr u me nts  us e d  i n  ot her  c o n diti o ns  li k e  dia b et es  mellit us,  h y p ert e ns i o n,  a n d 

b e ni g n  pr ost a t e  h y p ertr o p h y.  T he  i nstr u me nt  q ueries  p atie nts  o n  s y m pt o ms  t hat  c a n  b e 

ass o ciat e d  wit h  differ e nt  ma nifest ati o ns  of  I g G 4 -R D.  F or  e a c h  or ga n,  t he  p atie nt  s c or es  t he 

s e verit y  of his/ her  s y m pt o ms a n d  a t ot al s c or e is t he n d eri ve d.  I n a d diti o n t o hel pi n g  ass es s t he  

effic a c y  of tr e at me nt, d at a  c olle ct e d  t hr o u g h t he us e  of t his i nstr u me nt i n t his trial will   b e us e d  

t o ass ess  t he  vali d it y  of  t he i nstr u me nt. 

•  Gl uc o c o rti c oi d  T o xi cit y  I n de x  

T he  gl uc o c ortic oi d  t o xicit y  i n d e x  is  a  c o m pr e he nsi ve  ass ess me nt  of  t he  c ha n ge i n 

gl uc o c ortic oi d  t o xicit y  o ver  ti mes.  It  fa ct ors  i n  a  n u m b er  of  varia bles  i ncl u di n g  b o d y  mass 

i n d e x,  gl uc os e  t oler a nc e,  bl o o d pr ess ur e,  li pi ds,  b o ne  d e nsit y,  st er oi d  m y o p at h y,  s ki n  t o xicit y, 

ne ur o ps yc hiatri c  t o xicit y,  i nfe cti o n,  a n d  e n d o cri ne  ( a dr e nal  i ns uffi c ie nc y),  gastr oi nt es ti n a l,  

m us c ul os k e le t a l,  a n d  o c ular  t o xicit i es.  

•  3 6- It e m S h o rt  F o r m  H e alt h S ur v e y  
T he  S F - 3 6 is  a s et of  ge neric,  c o her e nt,  a n d  e asil y  a d mi nist er e d  q ualit y- of- life  me as ur es.  It has  

b e e n us e d i n  ma n y  dis e as es  t o ass ess t he  s u bj e ct’s  p er s p e cti ve  of  t he effe ct  t hat  t he dis e as e  pla ys 

i n  t heir  a cti vit i es  of  d ail y  life. T hes e  me as ur es  r el y  u p o n  p atie nt  s elf -r e p orti n g  a n d ar e n o w wi d el y 

utili ze d
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7. 3 P O S T - S T U D Y  A C C E S S  & A D V E R S E  E V E N T 
R E P O R TI N G I N F O R M A TI O N F O R 
I N T E R V E N TI O N A L  P R O T O C O L S  
 
At t he  e n d of t he  st u d y  p eri o d,  Brist ol-M yer s  S q ui b b  C o m p a n y  will  n ot  c o nti n ue  t o  s u p pl y 

st u d y dr u g  t o s u bj e cts/i n vesti gat o rs  u nless  t he S p o ns or-I n vesti ga t or c h o os es  t o e xt e n d  t heir 

st u d y.  T he  i n vesti g at or  is  r es p o nsi ble  t o  e ns ur e  t hat  t he  s u bj e ct  r e c ei ves  a p pr o priat e 

st a n d ar d   of c ar e  or ot her   a p pr o priat e tr e at me nt i n t he i n d e p e n d e nt me dic al  j u d ge me nt  of t he  

I n vesti gat or  t o  tr e at  t he  c o n diti o n  u n d er st u d y.  

•  All  S eri o us  A d vers e  E ve nts  ( S A Es)  t hat  o c c ur  f oll o wi n g  t he s u bj e ct’s  writt e n  c o ns e nt  t o 

p artici p at e  i n  t he  s t u d y  t hr o u g h  3 0 d a ys  of dis c o nti n uati o n  of d osi n g  m ust  b e r e p ort e d  t o 

B M S  W orl d wi d e S afet y,  w het her  r elat e d  or n ot  r elat e d t o st u d y dr u g.  If a p plic a ble,  S A Es 

m ust  b e  c olle ct e d  t hat  r elat e  t o  a n y  lat er  pr ot o c ol -s p e cifie d  pr o c e d ur e  ( e g,  a f oll o w - u p 

s ki n  bi o ps y).  

•  F oll o wi n g  t he  s u bj e ct’s  writt e n  c o ns e nt  t o  p artici p at e  i n  t he  st u d y,  all  S A Es,  w het h er 

r elat e d  or n ot  r elat e d t o st u d y dr u g,  ar e  c olle ct e d,  i ncl u d i n g t h os e t h o u g ht t o b e ass o ciat e d 

wit h  pr ot o c ol -s p e cifi e d  pr o c e d ur es.  T he  i n vesti g at or  s h o ul d  r e p ort  a n y S A E  o c c urri n g 

aft er  t hes e  af or e me nti o ne d  ti me  p eri o ds,  w hic h  is  b elie ve d  t o b e r elat e d  t o st u d y  dr u g  or 

pr ot o c ol- s p e cifie d  pr o c e d ur e.  

•  A n  S A E  r e p ort  s h o ul d  b e  c o m plet e d  f or  a n y  e ve nt  w her e  d o u bt  e xists  r e gar di n g  it s  

s eri o us ness; 

•  If  t he  i n vesti ga t or  b elie ves  t hat  a n  S A E  is  n ot  r elat e d  t o  st u d y  dr u g,  b ut  is  p ot e ntiall y 
r elat e d  t o  t he  c o n diti o ns  of  t he  st u d y  (s uc h  as  wit h dr a w al  of  pr e vi o us  t her a p y  or  a 

c o m plic ati o n  of  a st u d y  pr o c e d ur e),  t he  r elati o ns hi p  s h o ul d  b e s p e cifie d  i n  t he  narr ati v e 

s e cti o n  of  t he S A E R e p ort F or m.  

•  If  t he  B M S  s afet y  a d dr ess  is  n ot  i ncl u d e d  i n  t he  pr ot o c ol  d o c u me nt  ( e g,  m ultic e nt er 

st u dies  w her e  e ve nts  ar e r e p ort e d  c e ntr all y),  t he  pr o c e d ur e  f or  s afet y  r e p orti n g  m ust  b e 

r e vie w e d/ a p pr o ve d  b y  t he  B M S  Pr ot o c ol  M a na ger.  Pr o c e d ur es  f or  s uc h  r e p orti n g  m us t  

b e r e vie w e d  a n d a p pr o ve d b y B M S pri or  t o st u d y  a cti vati o n.  

A n  a p pr o priat e  S A E  f or m  ( e. g. e x - U S = CI O M S f or m  or U S A = M e d w at c h  f or m)  will  b e us e d 

t o r e p ort  S A Es t o B M S. 

o  T he  CI O M S f or m  is a vaila ble  at:  htt p:// w w w. ci o ms. c h/i n d e x. p h p/ ci o ms - f or  m-i 

o  T he  M e d W at c h  f or m  is  a vaila bl e  at: M e d W at c h  3 5 0 0  F or m  

•  F or st u dies  wit h  l o n g -t er m  f oll o w-u p  p eri o d s  i n  w hic h  s afet y  d at a ar e b ei n g  r e p ort e d, 
i ncl u d e  t he  ti mi n g  of  S A E c olle cti o n.  

•  T he  S p o ns or  will  r e c o ncile  t he cli nic al  d at a b as e S A E c as es ( c as e le vel  o nl y)  tr a ns mitt e d 

t o  B M S  Gl o b al  P har ma c o vi gil a nc e  (W orl d wi d e. S afet y @ b ms . c o m).  Fr e q ue nc y  of 

r e c o nciliatio n  s h o ul d  b e  e ver y  3  m o nt hs  a n d  pri or  t o  t he  d at a b as e  l o c k  or  fi nal  d at a 

s u m mar y.  B M S  G P V & E  will  e mail,  u p o n  r e q uest  fr o m  t he  I n vesti gat or,  t he  G P V & E 

r e c o nciliati o n  r e p ort.  R e q uests  f or  r e c o nciliati o n  s h o ul d  b e  s e nt  t o 

http://www.cioms.ch/index.php/cioms-form-i
https://www.fda.gov/downloads/aboutfda/reportsmanualsforms/forms/ucm163919.pdf
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a e p b usi ness pr o c ess @ b ms. c o m.  T he  d at a  ele me nts  list e d  o n  t he  G P V & E  r e c o ncili at i o n 

r e p ort will  b e us e d f or  c as e i d e ntific ati o n  p ur p os es.  If  t he I n vesti gat or  d et er mi nes  a c as e 

w as  n ot  tr a ns mitt e d  t o B M S  G P V & E,  t he  c as e  s h o ul d  b e  s e nt  i m me diat el y  t o  B M S.I n 

a c c or d a nc e  wit h  l o c al  r e g ulati o ns,  B M S  will  n otif y  i n vesti gat o rs  of  all  r e p ort e d  S A Es 

t hat  ar e  s us p e ct e d  (r elat e d  t o  t he  i n vesti gati o nal  pr o d uct)  a n d  u ne x p e ct e d  (ie,  n ot 

pr e vi o usl y  d es cri b e d  i n  t he  I B).  A n  e ve nt  me eti n g  t hes e  crit eria  is  t er me d  a  S us p e ct e d, 

U ne x p e ct e d  S eri o us  A d vers e  R e a cti o n  ( S U S A R). I n vesti ga t or n otific a t i o n   of t hes e e ve nt s  

will  b e i n  t he  f or m  of  a  S U S A R  R e p ort. 

o  Ot her  i m p ort a nt  fi n di n gs  w hic h  ma y  b e r e p ort e d  b y  B M S as  a n  E x p e dit e d  S afet y 

R e p ort ( E S R) i ncl u d e : i ncr e as e d fr e q ue nc y  of a cli ni c a ll y si g nif ic a nt e x p e ct e d  S A E,  

a n S A E  c o nsi d er e d  ass o ciat e d  wit h  st u d y  pr o c e d ur es  t hat  c o ul d  m o dif y  t he  c o n d uct 

of t he st u d y,  la c k of effic a c y t hat  p os es si g nific a nt ha zar d  t o st u d y s u bj e cts,  cli nic a l l y 

si g nifi c a nt  s afet y  fi n d i n g  fr o m  a  n o ncli nic al  ( e g,  a ni mal)  st u d y,  i m p ort a nt  s afet y 

r e c o m me n d ati o ns  fr o m  a  st u d y  d at a  m o nit ori n g  c o m mitt e e,  or  s p o ns or  d e cisi o n  t o 

e n d or t e m p or aril y  halt  a cli nic al  st u d y  f or  s afet y  r e as o ns. 

o  U p o n r e c ei vi n g a n E S R  fr o m B M S,  t he i n vesti ga t or m ust  r e vie w a n d  r et ai n t he E S R 

wit h  t he I B. W her e r e q uir e d  b y l o c al  r e g ulati o ns  or w he n  t her e  is  a c e ntr al  I R B/I E C 

f or  t he  st u d y,  t he  s p o ns or  will  s u b mit  t he  E S R  t o  t he  a p pr o priat e  I R B/I E C.  T he 

i n vesti gat o r  a n d I R B/I E C  will  d et er mi ne  if  t he  i nf or m e d  c o ns e nt  r e q uir es  r e visi o n. 

T h e i n v e sti g at or  s h o ul d  als o  c o m pl y  wit h  t h e I R B/I E C pr o c e d ur e s f or r e p orti n g  a n y ot h er 

s af et y i nf or m ati o n.  

o  I n  a d diti o n  t o  t h e  S p o ns or  I n v e sti g at or’s  r e s p o nsi bilit y  t o  r e p ort  e v e nts t o  t h eir l o c a l  H A, 

s us p e ct e d s eri o us a d v ers e r e a cti o ns ( w h et h er e x p e ct e d or  u n e x p e ct e d) s h all  b e  r e p ort e d b y 

B M S  t o  t h e  r ele v a nt  c o m p et e nt  h e alt h  a ut h oritie s  i n  all  c o n c er n e d c o u ntrie s  a c c or di n g  t o 

l o c al  r e g ulati o ns  ( eit h er a s e x p e dit e d  a n d/ or i n  a g gr e g at e r e p orts). 

S A Es,  w h et h er r elat e d  or n ot  r elat e d  t o st u d y  dr u g,  a n d pr e g n a n cie s  m ust  b e r e p ort e d  t o  B M S  wit hi n 

2 4  h o urs \ 1 B usi n e s s D a y of b e c o mi n g  a w ar e of t h e e v e nt. S A Es m ust  b e r e c or d e d o n  eit h er CI O M S, 

M e d W at c h, or a p pr o v e d  sit e S A Ef or m.  

Pr e g n a n cie s m ust b e r e p ort e d a n d s u b mitt e d  t o B M S o n a n y of t h e f oll o wi n g  f or m(s):  

1.  M e d W a t c h or, CI O M S or  

2.  B M S Pr e g n a n c y S ur v eilla n c e  F or m  or , 

3.  A p pr o v e d sit e S A E  f or m 

S A E E m ail A d d r e s s :  W orl d wi d e. S af et y @ B M S. c o m  

S A E F a c si mil e  N u m b e r:  + 1 6 0 9 -8 1 8 -3 8 0 4  

If o nl y  li mit e d  i nf or m a ti o n  is  i nitia ll y  a v a ila ble ,  f oll o w -u p  r e p orts ar e r e q uir e d. ( N ot e: F oll o w - u p S A E 

r e p orts s h o ul d  i n cl u d e  t h e s a m e i n v e sti g at or  t er m(s) i nitiall y  r e p ort e d.) 

If a n o n g oi n g  S A E c h a n g e s i n  its  i nt e nsit y  or r elati o ns hi p  t o st u d y dr u g  or if n e w i nf or m ati o n  b e c o m es  

a v aila ble,   a f oll o w-u p  S A E  r e p ort s h o ul d b e  s e nt wit hi n  2 4  h o urs  \ 1 B usi n e s s  D a y  t o  B M S usi n g  t he 

s a m e pr o c e d ur e us e d f or tr a ns mitti n g  t h e i nitial  S A E  r e p ort. 

All  S A Es s h o ul d  b e f oll o w e d  t o r e s ol uti o n  or st a biliz ati o n.  

 

mailto:aebusinessprocess@bms.com
mailto:Worldwide.Safety@BMS.com
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D E FI N I TI O N S  

T h e pr ot o c ol  m ust i n cl u d e  a d efi niti o n  f or  S eri o us A d v ers e E v e nts ( S A E) . 

S E R I O U S A D V E R S E E V E N T S  

A S eri o u s A d v ers e E v e nt ( S A E) is  a n y  u nt o w ar d  me dic al  o c c urr e nc e  t hat  at a n y  d os e: 

•  r es ults  i n d e at h  

•  is  life-t hr e at e ni n g  ( d efi ne d  as a n e ve nt  i n  w hic h  t he  p artici p a nt  w as at ris k  of d e at h  at t he 

ti me  of t he  e ve nt;  it  d o es  n ot  r efer  t o  a n  e ve nt  w hic h  h y p ot hetic a ll y  mi g ht  ha ve  c a us e d  

d e at h  if  it  w er e m or e  s e ver e) 

•  r e q uir es  i n p atie nt  h os pit ali zati o n  or  c a us es  pr ol o n gati o n  of  e xisti n g  h os pit ali z ati o n ( s e e 
N O T E b el o w) 

•  r es ults  i n  p ersist e nt  or si g nifi c a nt  dis a bilit y/i nc a p a cit y 

•  is  a c o n ge nit a l  a n o mal y/ b irt h d efe ct  

•  is  a n i m p ort a nt  me dic al  e ve nt  ( d efi ne d  as a me dic al  e ve nt(s)  t hat  ma y  n ot b e i m me di at e l y 

life-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 o n  b ut,  b as e d u p o n  a p pr o priat e  me di c al 

a n d  s cie ntifi c  j u d g me nt ,  ma y  j e o p ar dize  t he  s u bj e ct  or  ma y  r e q uir e  i nt er ve nti o n  [ e g, 

me dic al,  s ur gic al]  t o pr e ve nt  o ne  of  t he  ot her  s eri o us  o ut c o mes  list e d  i n  t he  d efi nit i o n 

a b o ve.)  E xa m ple s  of  s uc h  e ve nts  i ncl u d e,  b ut  ar e n ot  li mit e d  t o, i nt e nsi ve  tr e at me nt  i n 

a n  e mer ge nc y  r o o m or  at  h o me  f or  aller gi c  br o nc h os p as m;  bl o o d  d ys cr asias  or 

c o n v uls i o ns  t hat  d o  n ot  r es ult  i n  h os pit ali zati o n.)  

•  S us p e ct e d  tr a ns missi o n  of  a n  i nfe cti o us  a ge nt  ( e g,  p at h o ge nic  or  n o n p at h o ge ni c)  via  t h e 

st u d y  dr u g  is  a n S A E.  

Alt h o u g h  pr e g na nc y,  o ver d os e,  p ot e n tial  dr u g-i n d uc e d  li ver  i nj ur y  ( DI LI),  a n d  c a nc er  ar e n ot 

al w a ys  s eri o us  b y  r e g ulat or y  d efi niti o n,  t hes e  e ve nts  m ust  b e ha n dle d  as S A Es.  

A n y  c o m p o ne nt  of  a  st u d y  e n d p oi nt  t hat  is  c o nsi d er e d  r elat e d  t o  st u d y  t her a p y  s h o ul d  b e 

r e p ort e d as  a n S A E  ( e g, d e at h  is a n e n d p oi nt, if d e at h  o c c urr e d  d ue  t o a na p h yla xis,  a na p h yla x i s  

m ust  b e  r e p ort e d). 

N O T E :  ( PI d et er mi ne s  if  t his  i nf or mati o n  r e gar di n g  h os pit ali zati o ns  ar e c o nsi d er e d  S A Es  a n d 

s h o ul d  b e i ncl u d e d  i n  t he  pr ot o c ol.  T his  is  s u p ple me nt a l  i nf or ma t i o n  t hat  is  i nc l u d e d  i n  B M S-

s p o ns or e d  trials) 

T he  f oll o wi n g  h os pit ali zati o ns  ar e n ot  c o nsi d er e d  S A Es i n  B M S cli nic al  st u dies:  

•  a visit  t o t he e mer ge nc y   r o o m or ot her  h os pit al d e p art me nt   < 2 4 h o urs,  t hat d o es n ot  r es ult 

i n  a d missi o n  ( u nless  c o nsi d er e d  a n  i m p ort a nt  me dic al or life -t hr e at e ni n g e ve nt)  

•  ele cti ve  s ur ger y,  pla n ne d  pri or  t o si g ni n g  c o ns e nt  

•  a d missi o ns  as p er pr ot o c ol  f or  a pla n ne d  me dic al/s ur gi c al   pr o c e d ur e 

•  r o uti ne  he alt h  ass ess me nt  r e q uiri n g  a d missi o n  f or  b as eli ne/tr e n d i n g  of  he alt h  st at us  ( e g,  

r o uti ne  c ol o n os c o p y) 

•  M e dic al/s ur gi c al  a d missi o n ot her  t ha n t o r e me d y ill he alt h  a n d  pla n ne d   pri or t o e ntr y i nt o  

t he  st u d y.  A p pr o priat e  d o c u me nt ati o n  is r e q uir e d  i n  t hes e c as es.  
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•  A d missi o n  e nc o u nt er e d  f or  a n ot her  life  cir c u mst a n c e  t hat  c arries  n o  b e ari n g  o n  he alt h 

st at us  a n d  r e q uir es  n o  me dic al/s ur gic al  i nt er ve nti o n  ( e g,  la c k  of  h o usi n g,  e c o n o mi c 

i na d e q ua c y,  c ar e gi ver  r es pit e,  fa mil y  cir c u mst a nc e s,  a d mi nistr ati ve r e as o n). 

•  A d missi o n  f or  a d mi nistr ati o n  of  a ntic a nc er  t her a p y  i n  t he  a bs e nc e  of  a n y  ot her  S A Es 

( a p plies  t o o nc ol o g y pr o t o c ols) 

 

A D V E R S E  E V E N T S  

A n  A d vers e  E ve nt  ( A E) is d efi ne d  as  a n y ne w  u nt o w ar d  me dic al  o c c urr e nc e   or w ors e ni n g   of a 

pr e e xisti n g  me dic al  c o n diti o n  i n  a  cli nic a l  i n vest i ga t i o n  p artici p a nt  a d mi nis t er e d  st u d y  dr u g 

a n d  t hat  d o es  n ot  ne c ess aril y  ha ve  a  c a us al  r ela ti o ns hi p  wit h  t his  tr e at me nt.  A n  A E  c a n 

t her ef or e  b e a n y u nfa v or a b le  a n d  u ni nt e n d e d  si g n (s uc h as  a n a b n or mal  la b or at or y  fi n di n g), 

s y m pt o m,  or dis e as e  t e m p or all y  ass o ciat e d  wit h  t he  us e  of i n vesti gati o nal  pr o d uct,  w het her  or 

n ot c o nsi d er e d  r elat e d  t o t he i n vesti ga ti o na l  pr o d uct.  

T he  c a us al r elati o ns hi p t o st u d y dr u g  is d et er mi ne d   b y a p h ysicia n  a n d  s h o ul d   b e us e d  t o ass ess 

all  a d vers e  e ve nts  ( A E).  T he  c as ual  r elati o ns hi p  c a n b e o ne of t he  f oll o wi n g: 

R elat e d:  T her e  is  a r e as o na ble  c a us al  r elati o ns hi p  b et w e e n  st u d y  dr u g  a d mi nis tr a ti o n  a n d  t he  

A E.  

N ot r elat e d:  T her e  is  n ot  a r e as o na ble  c a us al  r elati o ns hi p  b et w e e n  st u d y  dr u g  a d mi nistr a t i o n 

a n d  t he  A E.  

T he  t er m  "r e as o na ble  c a us al  r elati o ns hi p "  me a ns  t her e  is  e vi d e nc e  t o  s u g gest  a  c a us al 

r elati o ns hi p. 

A d vers e  e ve n ts  c a n  b e  s p o nt a ne o usl y  r e p ort e d  or  elicit e d  d uri n g  o p e n-e n d e d  q uesti o ni n g, 

e xa mi na t i o n,   or e val uati o n   of a s u bj e ct.  (I n or d er t o pr e ve nt  r e p orti n g bias,  s u bj e cts s h o ul d  n ot 

b e q uesti o ne d  r e gar di n g  t he s p e cific  o c c urr e nc e  of  o ne or m or e  A Es.)  

N O N S E R I O U S A D V E R S E  E V E N T  

•  N o n- s eri o us  A d vers e  E ve nts  ( A E)  ar e  t o b e pr o vi d e d  t o B M S  i n  a g gr e gat e  via  i nt eri m 

or fi nal  st u d y  r e p orts  as s p e cifie d  i n  t he  a gr e e me nt  or, if  a r e g ulat or y  r e q uir e me nt  [ e g, 

I N D U S trial]  as p art of  a n a n n ual  r e p orti n g r e q uir e me nt. 

•  N o n- s eri o us  AE i nf or mati o n  s h o ul d  als o b e c olle ct e d  fr o m  t he st art  of a pla c e b o le a d - i n 

p eri o d  or  ot her  o bs er vati o nal  p eri o d  i nt e n d e d  t o  est a blis h  a  b as eli ne  st at us  f or  t he 

s u bj e cts.  

A n o n- s eri o u s a d v ers e e v e nt is  a n A E n ot  classifie d  as s eri o us. 

N o n- s e ri o us A d v e rs e Ev e nt  C oll e cti o n  a n d  R e p o rti n g  

T he  c olle cti o n  of n o n -s eri o us  A E  i nf or ma ti o n  s h o ul d  b e gi n  at i nitia ti o n  of  st u d y  dr u g.  All  n o n -

s eri o us a d vers e  e ve nts  ( n ot o nl y  t h os e d e e me d  t o  b e tr e at me nt-r elat e d) s h o ul d   b e c olle ct e d 

c o nti n u o us l y  d uri n g  t he tr e at me nt  p eri o d a n d  f or a mi ni m u m   of 3 0 d a ys  f oll o wi n g t he last  d os e 

of st u d y  tr e at me nt. 

N o n- s eri o us  A Es  s h o ul d  b e f oll o w e d  t o r es ol uti o n  or st a bili zati o n,  or r e p ort e d as S A Es if  t he y 

b e c o me  s eri o us.  F oll o w -u p  is  als o  r e q uir e d  f or  n o n -s eri o us  A Es  t hat  c a us e  i nt err u pti o n or 

dis c o nti n uati o n   of st u d y dr u g  a n d  f or t h os e pr es e nt  at  t he e n d  of st u d y tr e at me nt as  a p pr o priat e. 
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L a b o r at o r y  T e st A b n o r m aliti e s  

All  la b or at or y  t est r es ults  c a pt ur e d  as p art of t he st u d y  s h o ul d  b e r e c or d e d f oll o wi n g 

i nstit uti o na l  pr o c e d ur es.  T est  r es ults t hat  c o nstit ut e  S A Es  s h o ul d  b e d o c u me nt e d  a n d r e p ort e d 

t o B M S as s uc h. 

T he  f oll o wi n g  la b or at or y  a b n or maliti es  s h o ul d  b e d o c u me nt e d  a n d r e p ort e d  a p pr o priat el y:  

•  a n y  la b or at or y  t est r es ult  t hat  is cli nic all y  si g nifi c a nt  or me ets  t he  d efi niti o n  of a n  S A E  

•  a n y la b or at or y  a b n or m alit y  t h at r e q uir e d  t h e p artici p a nt  t o h a v e st u d y  dr u g dis c o nti n u e d  or 

i nt err u pt e d 

•  a n y  la b or at or y a b n or m alit y  t h at r e q uir e d t h e s u bje ct t o r e c ei v e s p e c ific  c orr e cti v e  t h er a p y. 

It is e x p e ct e d  t h at w h er e v er  p os si ble,  t h e c li nic a l r at h er t h a n la b or at or y t er m w o ul d  b e  us e d  b y  t h e 

r e p orti n g  i n v e sti g at or  ( e g, a n e mia  v ers us l o w h e m o gl o bi n v al u e).  

P ot e nti al D r u g I n d u c e d Li v e r I nj u r y ( D I LI)  

P ot e ntial  dr u g i n d u c e d  li v er  i nj ur y  is d efi n e d  a s:  

1)  A T ( A L T or A S T) ele v ati o n  > 3 ti m e s u p p er li mit  of n or m al  (U L N)  

A N D  

2)  T ot al  bilir u bi n  > 2 ti m e s U L N, wit h o ut  i nitial  fi n di n gs  of c h ole st a sis ( ele v at e d s er u m al k ali n e  

p h os p h at a s e)  

A N D  

3)  N o ot h er i m m e diat el y  a p p ar e nt p os si ble  c a us e s of A T ele v ati o n  a n d h y p er bilir u bi n e mia, 

i n cl u di n g,  b ut n ot  li mit e d  t o,  vir al  h e p atitis, pr e -e xisti n g  c hr o nic  or a c ut e li v er  dis e a s e, or t h e 

a d mi nistr ati o n  of ot h er dr u g(s) k n o w n  t o b e  h e p at ot o xic.  

W h er e v er p os si ble,  ti m el y  c o nfir m ati o n  of i nitial  li v er -r elat e d  la b or at or y  a b n or m alitie s s h o ul d  o c c ur 

pri or  t o t h e r e p orti n g  of a p ot e ntial  DI LI e v e nt. All  o c c urr e n c e s of p ot e ntial  DI LIs, m e eti n g  t h e 

d efi n e d crit eria, m ust b e r e p ort e d a s  S A Es.  

P r e g n a n c y  

If, f oll o wi n g i nitia ti o n of  t h e i n v e sti g ati o n al pr o d u ct,  it is s u bs e q u e ntl y dis c o v er e d  t h at a st u d y 

p artici p a nt  is  pr e g n a nt or m a y h a v e b e e n pr e g n a nt  at t h e ti m e  of i n v e sti g ati o n al  pr o d u ct e x p os ur e,  

i n cl u di n g d uri n g  at  le a st 5 h a lf -li v e s aft er  pr o d u ct  a d mi nistr ati o n,  t h e i n v e sti g ati o n al  pr o d u ct  will  b e 

p er m a n e ntl y  dis c o nti n u e d  i n  a n a p pr o priat e  m a n n er ( e g, d os e t a p eri n g  if n e c e s s ar y f or  p artici p a nt).  

T h e  i n v e sti g at or m ust  i m m e dia t e l y n otif y  W orl d wi d e. S af et y @ b ms. c o m  of  t his e v e nt  via  eit h er t h e 

CI O M S, M e d W at c h or a p pr o priat e Pr e g n a n c y S ur v eilla n c e  F or m i n  a c c or d a n c e wit h S A E r e p orti n g  

pr o c e d ur e s.  

Pr ot o c o l-r e q uir e d  pr o c e d ur e s f or st u d y dis c o nti n u ati o n  a n d f oll o w-u p  m ust b e p erf or m e d o n  t h e 

p artici p a nt.  

F oll o w -u p  i nf or m ati o n r e g ar di n g t h e c o urs e  of  t h e pr e g n a n c y,  i n cl u di n g p eri n at al  a n d  n e o n at al 

o ut c o m e a n d,  w h er e a p plic a ble,  offs pri n g  i nf or m ati o n  m ust b e r e p ort e d o n t h e CI O M S, M e d W at c h, 

B M S Pr e g n a n c y S ur v eilla n c e  F or m, o r a p pr o v e d sit e S A E f or m. A B M S Pr e g n a n c y S ur v eilla n c e 

F or m m a y b e pr o vi d e d  u p o n  r e q u e st. 

A n y pr e g n a n c y t h at o c c urs i n  a f e m ale p art n er of a m ale  st u d y p artici p a nt  s h o ul d  b e r e p ort e d t o  B M S.  

I nf or m ati o n o n  t his pr e g n a n c y  will  b e  c olle ct e d  o n  t h e Pr e g n a n c y  S ur v e illa n c e  F or m. I n or d er f or 

mailto:Worldwide.Safety@bms.com
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S p o ns or or d esi g ne e  t o c olle ct  a n y  pr e g na nc y  s ur veill a nc e  i nf or mati o n  fr o m  t he fe male 

p art ner,  t he  fe male  p art ner  m ust  si g n  a n i nf or me d  c o ns e nt  f or m  f or  dis cl os ur e  of  t his 

i nf or  mat i o n. 

O v e r d os e 

A n  o ver d os e is  d efi ne d  as t he  a c ci d e nt al  or i nt e nti o nal  a d mi nistr ati o n  of a n y  d os e of a  pr o d uct 

t hat  is  c o nsi d er e d  b ot h e xc essi ve  a n d me dic all y  i m p ort a nt.  All  o c c urr e nc es  of  o ver d os e m ust 

b e r e p ort e d as a n  S A E.  

Ot he r  S af et y C o nsi de r ati o ns 

A n y  si g nifi c a nt  w ors e ni n g  n ot e d  d uri n g  i nt eri m  or  fi nal  p h ysic al  e xa mi nati o ns, 

ele ctr o c ar di o gr a ms,  X -r a ys, a n d a n y  ot her  p ot e ntial  s afet y  ass ess me nts,  w het her  or n ot t hes e 

pr o c e d ur es  ar e r e q uir e d  b y t he  pr ot o c ol,  s h o ul d  als o  b e r e c or d e d as a n o n-s eri o us  or s eri o us 

A E, as a p pr o priat e,  a n d r e p ort e d a c c or di n gl y.  

L a b o r at o r y  As s e s s me nts  

T he  f oll o wi n g  la b or at or y  varia bles  will  b e d et er mi ne d  as o utli n e d  b el o w:  

H e m at ol o g y :  T he  f oll o w i n g  he mat ol o g y  p ar a met ers  will  b e ass ess e d:  he m o gl o b i n, he mat o cr it, 

r e d bl o o d c ell  c o u nt,  w hit e  bl o o d  c ell  c o u nt  wit h  differ e ntial  ( % a n d d eri ve d  a bs ol ut e  val ue s), 

me a n  c or p us c ular  v ol u me,  me a n  c or p us c ular  he m o gl o bi n,  me a n  c or p us c ular  he m o gl o b i n 

c o nc e ntr ati o n,  a n d a bs ol ut e  plat elet  c o u nt.  

Cli ni c al  c o m pre he ns i v e   met a b oli c t e st ( C M P) : T he   f oll o wi n g cli ni c a l c he mistr y p ar a met er s 

will  b e  ass ess e d  p er  s c he d ule  of  ass ess me nt:  T ot al  pr ot ei n,  s o di u m,  p ot assi u m,  c alci u m, 

c hl ori d e,  bic ar b o nat e  ( H C O 3 ), al b u mi n,  gl uc os e,  bl o o d  ur e a  nitr o ge n  ( B U N),  cr e ati ni ne,  t ot al 

bilir u b i n,  al k a li ne  p h os p hat as e  ( A P),  as p art at e  a mi n otr a nsf er as e  ( A S T),  ala ni n e 

a mi n otr a nsf er as e  ( A L T),  a n d  he m o gl o bi n  A 1 C. H e m o gl o bi n  A 1 C will  b e us e d  as a s urr o gat e 

f or  p a ncr e atic  e n d o cri ne f u ncti o n. A  fasti n g  li pi d  p a nel  a n d  H b A 1 c  will  b e p erf or me d  d uri n g 

t he  G TI ass ess me nt  visits. 

I m m u n o gl o b uli n :  S er u m  I g M,  I g G,  a n d  I g E  will  b e  ass ess e d  p er  s c he d ule  of  ass ess me nt. 

S er u m  I g G s u b class es  will  b e me as ur e d  p er s c he d ule  of  ass ess me nt  

C o m pl e me nt  l e v els: C 3 a n d C 4 le vels  will  b e ass ess e d p er s c he d ule  of  ass ess me nt  

U ri n al ysis a n d  Uri ne  pr ot ei n/ cr e ati ni ne  r ati o:  T he  f oll o wi n g  uri nal ysis  p ar a met ers  will  b e 

ass ess e d  p er  s c he d ule  of  ass ess me nt:  p H,  gl uc os e,  k et o nes,  s p e cific  gr a vit y,  nitrit e,  pr ot ei n, 

bilir u bi n,  ur o bili n o ge n,  le u k o c yt es  a n d  bl o o d.  Micr os c o pic  uri nal ysis  will  b e  p er f or me d  if 

cli ni c all y  i n dic at e d.  

S e r ol o g y :  H Bs A g,  H B c A b,  a n d  H C V  A b  will  b e  p erf or me d  at  S cr e e ni n g.  N ot  r e q uir e d  if 
c olle ct e d  6 m o nt hs  pri or  t o s cr e e ni n g  visit. 

U ri ne   P re g n a nc y  T e s t :  Uri ne  pr e g na nc y  t esti n g  will  b e  p erf or me d  i n  fe male  s u bj e cts  of 

c hil d b e ari n g  a ge (if  n ot  s ur gic all y  st erili z e d)  

M e c h a nisti c s a m pl e s: C o rrel ati v e  St u di e s  

P eri p her al   bl o o d m o n o n uc le a r  c ells  ( P B M C s) a n d  plas ma  will   b e is olat e d a n d  fr o ze n fr o m e a c h 

s u bj e ct  at w e e ks  0, 1, 4, 1 2 a n d  2 4 c orr es p o n di n g  wit h  cli nic al  bl o o d  dr a ws.  Fl o w  c yt o metr y 

l o o ki n g  at T c ells  will  b e ass ess e d  at w e e ks  0, 1, 4, 1 2 a n d 2 4. Fr o m  5 of  t he  e nr olle d  s u bj e ct s 
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wit h  k n o w n  e x p a nsi o ns  of  t he  r es p e cti ve  c ell  t y p e  a n d  cli nic al  r es p o nsi ve ness  t o  a b at a c e pt, 

t er mi nall y  differ e nti at e d  C D 4 + C T Ls,  t er mi nall y  differ e nti at ed  C D 8 + C T Ls  a n d  a cti vat e d  B 

c ells  will  b e s ort e d b y F A C S at w e e ks 0, 1 2 a n d 2 4. 

Bl o o d  R e q ui re  me nts :  

Bl o o d  will  b e c olle ct e d  f or  cli nic a l  la b or at or y  t esti n g  as  o utli ne d  b el o w: 

H e mat ol o g y:  Bl o o d  ( 3 m L)  will  b e c olle ct e d  i nt o  a la ve n d er- t o p  ( E D T A)  t u b e. 

C he mis tr y:  Bl o o d  ( 5. 0 m L)  will  b e c olle ct e d  i nt o  a s er u m  gel  ( S S T) t u b e. 

H e p atitis  s er ol o gies ( H Bs A g, H B c A b,  H C V A b):   Bl o o d ( 4. 0 m L)  will   b e c olle ct e d  i nt o  a s er u m 

gel  ( S S T)  t u b e.  I m m u n o gl o b uli ns  (I g G,  I g M,  I g E,  I g G4 )  a n d C o m ple me nt  C 3 a n d  C 4: Bl o o d  ( 5 

m L)  will  b e c olle ct e d  i nt o  a s er u m  gel  ( S T T)  t u b e.  

Fl o w  C yt o metr y  B  C ell  a n d  C D 1 9 R O:  Bl o o d  ( 3. 0 m L)  will  b e c olle ct e d  i nt o  a la ve n d er -t o p 

t u b e  a n d bl o o d ( 5. 0 m L)  will  b e c olle ct e d  i n  a C yt o-C he x  B C T glass  str e c k C E mar k e d  t u b e.  

Plas ma blast  a n d  C D 4 +  C T L  Ass ess me nt: Bl o o d  ( 5. 0  m L)  will  b e  c olle ct e d  i n  a  C yt o -C he x 

B C T glass  str e c k C E mar k e d  t u b e.  

L a b o r at o r y  V al ue s O utsi de  N o r m al  R a n g e:  

A n y  val ue  o utsi d e  t he  n or mal  r a n ge  will  b e  fla g ge d  f or  t he  att e nti o n  of  t he  I n vesti gat o r  or 

d esi g ne e  at  t he  sit e.  T he  I n vesti gat o r  or d esi g ne e  will  i n dic at e  w het her  or n ot  t he  val ue  is  of 

cli ni c a l si g nifi c a nc e.   L a b or at or y val ues  t hat ar e  cli nic a ll y si g nifi c a nt a n d  t hat ar e  n ot  e x plai n e d 

b y  t he  s u bj e ct’s  u n d erl yi n g  dis e as e  or  me dic ati o ns  s h o ul d  b e  e nt er e d  as  A Es  a n d  t he 

r elati o ns hi p  t o  st ud y  dr u g  assi g ne d.  A  la b or at or y  val ue  of  cli nic a ll y  si g nifi c a nc e  t y pic a ll y 

r e q uir es  a dia g n ost ic   or t her a p e utic i nt er ve nti o n ot her  t ha n r e p e ati n g t he t est. A d diti o nal t esti n g 

d uri n g  t he  st u d y  ma y  b e  d o ne  if  me dic all y  i n dic at e d.  T he  st u d y  s u bj e ct  will  b e f ol l o w e d  u ntil 

t he  t est(s)  has ( ha ve)  n or mali ze d  or st a bili ze d.  

P h ysi c al  E x a mi n ati o n  

C o m plet e  p h ysic al  e xa mi nati o ns  will  b e p erf or me d  at S cr e e ni n g,  o n  D a y  1 ( c o ul d  p ot e ntiall y 

b e t he s a me visit)  a n d  at  E O S.  A b br e viat e d  P Es  will   b e dir e ct e d   t o w ar ds t he s y m pt o ms  of I g G 4- 

R D t hat  w er e pr e vi o usl y  d efi ne d  a n d will  b e p erf or me d  at all  ot her  visits.  

T he  p h ysic al  e xa mi nati o n  i ncl u d es  a n  ass ess me nt  of  ge ner al  a p p e ar a nc e  a n d  a  r e vie w  of 

s yst e ms  ( d er mat ol o gi c,  he a d,  e yes,  e ars,  n os e,  m o ut h/t hr o at/ ne c k,  t h yr oi d,  l y m p h  n o d es, 

r es pir at or y,  c ar di o vas c ular,  gastr oi nt esti nal,  e xtr e mities,  m us c ul o s k elet al,  ne ur ol o gic,  a n d 

ps yc hiatric  s yst e ms).  

Vit al  Si g ns  

Vit al  si g ns  will  b e  ass ess e d  at  S cr e e ni n g  ( Visit  1)  a n d  at  e a c h  visit  t o  t he  PI’s  offic e.  T he 

f oll o w i n g  vit al  si g ns  will  b e me as ur e d: 

•  Bl o o d  pr ess ur e  (s yst olic  a n d diast olic  [ m m H g]); 

•  H e art  r at e ( b e ats p er mi n ut e  [ b p m]); 

•  B o d y  t e m p er at ur e  (° C); 

•  R es pir at or y  r at e ( br e at hs  p er  mi n ut e).  
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8.  S T A TI S TI C A L  E V A L U A TI O N  
 

8. 1 A n al ysis P o p ul ati o n 
 
T h e d efi niti o ns  of st u d y p o p ulati o ns  ar e a s f ol l o w s: 

• Effic a c y  P o p ulati o n:  All  s u bje cts.  T his  p o p ulati o n  will  b e  us e d  f or t h e pri m ar y effic a c y 

a n al ysis a n d ot h er effic a c y a n al ys e s e x c e pt w h er e ot h er wis e  n ot e d.  

• S af et y  P o p ulati o n:  All  s u bje cts  tr e at e d wit h  a b at a c e pt.  T his  p o p ulati o n  will  b e  us e d  f or 

s af ety a n al ys e s.  

• P atie nt  R e p ort e d  O ut c o m e  P o p ulati o n   ( P R O): All  r a n d o miz e d s u bje cts  w h o  h a v e  a n o n - 

mis si n g  b a s e li n e  a n d  at  le a st o n e  p ost -b a s e li n e  P R O a s s e s s m e nt.  S u bje cts  i n t his s u bs et 

will  b e  a n al y z e d  a c c or di n g  t o  t h eir  r a n d o miz e d  tr e at m e nt  a s si g n m e nt,  r e g ar dle s s  of 

tr e at m e nt r e c ei v e d, e x c e pt w h er e ot h er wis e n ot e d.  

• P h ar m a c o ki n etic P o p ulati o n:  S u bje cts wit h  at le a st o n e q u a ntifia ble  tr o u g h  c o n c e ntr ati o n 

r e s ult will  b e  i n c l u d e d  i n  t his p o p ulati o n.  

• P h ar m a c o d y n a mic P o p ulati o n:  S u bje cts wit h a q u a ntifia ble  b a s eli n e  a n d at le a st o n e p ost -

b a s eli n e  a s s a y r e s ult will  b e i n cl u d e d  i n  t his  p o p ulati o n.  

• O p e n -la b el P o p ulati o n:  S u bje cts  wit h  c o ntr ai n dic ati o ns  t o or  w h o  r ef us e gl u c o c ortic oi d 

t h er a p y m a y e nt er a n o p e n-la b el  st u d y  a n d r e c ei v e X m A b 5 8 7 1  if  t h e y ot h er wis e m e et all 

ot h er  i n cl usi o n  a n d  e x cl usi o n  crit eria.  T h e s e s u bje cts  will  f oll o w  t h e  s a m e  s c h e d ule of 

a s s e s s m e nts, b ut s af et y a n d effic a c y will  b e r e p ort e d  s e p ar at el y.  

• C o nti n ui n g  Gl u c ortic oi d  P o p ulati o n:  S u bje cts  w h o  c o nti n u e  o n  st u d y  aft er  a n 

u ns u c c e s sf ul  gl u c o c ortic o i d t a p er or  w h o  c o nti n u e  aft er  r e c ei vi n g gl u c o c ortic oi d  r e s c ue 

t h er a p y f oll o wi n g  a s u c c e s sf ul t a p er. 

8. 2 E n d p oi nts  

P ri m a r y  Effi c a c y  E n d p oi nt  

T h e pri m ar y  e n d p oi nt  is  c o m plet e  r e mis si o n  at 2 4  w e e ks. C o m plet e  r e mis si o n  is  d efi n e d  a s a n I g G 4 -

R D  R e s p o n d er  I n d e x  S c or e  of  0  a n d  a  pr e d nis o n e  d os e  of  0  m g/ d a y  a n d  n o  flar e  si n c e  b e gi n ni n g 

tr e at m e nt. 

S e c o n d a r y Effi c a c y  E n d p oi nts  

•  Dis e a s e r e s p o ns e at 4, 1 2,  2 4,  a n d 3 6 w e e ks. Dis e a s e r e s p o ns e will b e d efi n e d  at 6 m o nt hs a s: 1) 

i m pr o v e m e nt  of > 1  p oi nt  i n  t h e  I g G 4 -R D  RI  s c or e o v er  b a s eli n e;  2)  n o  gl u c o c ortic oi d  use 

f oll o wi n g  t h e w e e k 4  visit;  3)  n o  dis e a s e flar e s,  a s a s s e s s e d b y t h e I g G 4-R D RI. Dis e a s e flar e 

will  b e d efi n e d a s r e c urr e n c e of dis e a s e a cti vit y or d e m o nstr ati o n of a dis e a s e e x a c er b ati o n s u c h 

t h at  a d diti o n al  t h er a p y  b e y o n d  t h e  trial  pr ot o c ol  is  i n dic at e d.  S u c h  a d diti o n al  t h er a p y  m a y 

i n cl u d e  gl u c o c ortic oi ds  or alt er n ati v e i m m u n os u p pr e s si v e a g e nts.  

•  C o m plet e  r e mis si o n  at 3 6  w e e ks.  

•  Ti m e  t o dis e a s e r e mis si o n  (I g G 4 -R D RI =  0)  

•  R e  mis si o n  r at e s 
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•  N u m b er of dis e a s e flar e s  p er s u bje ct  o v er  ti m e 

•  C u m ulati v e  c ortic ost er oi d  d os e s a n d Gl u c o c ortic oi d  T o xicit y  I n d e x 

•  P h ysicia n  Gl o b al  A s s e s s m e nt ( P G A). A P G A c o nsisti n g  of a 1 0 -c e nti m et er vis u al  a n al o g s c ale 

is c olle ct e d at e a c h p atie nt visit.  O nl y a cti v e dis e a s e ( a s o p p os e d t o d a m a ge) is c o nsi d er e d i n t h e 

s c ori n g  of t h e  P G A.  

•  S y m pt o m  S e v erit y  I n d e x 

•  S er u m i m m u n o gl o b uli n  le v els,  I g G 4 s u b cla s s c o n c e ntr ati o ns,  I g E le v els,  e osi n o p hils,  a n d s er u m 

C 3 a n d  C 4 

S afe t y E n d p oi nts  

S af et y a n al ys e s will  b e p erf or m e d usi n g  all tr e at e d s u bje cts.  

•  T h e  n u m b er  a n d p er c e nt of s u bje cts e x p erie n ci n g  a tr e at m e nt -e m er g e nt a d v ers e e v e nt will  b e 

t a b ulat e d  f or e a c h c o d e d M e d D R A s yst e m-or g a n cla s s a n d pr ef err e d t er m. Tr e at m e nt -e m er g e nt 

a d v ers e e v e nts will  als o b e t a b ulat e d a c c or di n g  t o i nt e nsit y  a n d c a us alit y.  

•  All   SA Es,  dis c o nti n u ati o ns  d u e  t o A E,  or  d e at hs  o c c urri n g  d uri n g  t h e c o urs e  of  t h e tria l  will  b e  

pr e s e nt e d i n  s u bje ct  listi n gs. 

•  T h e n u m b er  a n d p er c e nt of s u bje cts e x p erie n ci n g  a gl u c o c ortic oi d -r elat e d  A E will  b e t a b ulat e d 

f or  e a c h c o d e d  M e d D R A s yst e m-or g a n cla s s a n d pr ef err e d t er m. Tr e at m e nt -e m er g e nt a d v erse 

e v e nts will  als o b e t a b ulat e d  a c c or di n g t o  i nt e nsit y  a n d c a us alit y.  

•  Cli nic al  la b or at or y  t e sts ( o bs er v e d  v al u e s) will  b e s u m m ariz e d  d e s cri pti v el y  i n  t a b ular  f or m at. 

S hift  t a ble s  will  b e  pr e s e nt e d f or s ele ct l a b or at or y  p ar a m et ers. I n  t h e  s u bje ct  listi n gs,  v al u e s  

o utsi d e  of  t h e la b or at or y’s r ef er e n c e li mits will  b e  i d e ntifie d, al o n g  wit h  t h e  I n v e sti g at or’s 

a s s e s s m e nt of cli nic al  si g nific a n c e.  A list  of all  n or m al  la b or at or y  r a n g e s will  als o  b e pr o vi d e d.  

Cli nic a l l y  si g nific a nt  la b or at or y  t e st a b n or m alitie s  t h at w er e c o nsi d er e d A Es b y t h e I n v e sti g at or 

will  b e pr e s e nt e d i n  t h e A E  listi n gs. 

•  Vit al  si g ns ( B P, p uls e,  t e m p er at ur e) will  b e s u m m ariz e d  ( o bs er v e d a n d c h a n g e fr o m b a s eli n e)  at 

e a c h visit vit al  si g ns ar e c olle c t e d usi n g  d e s cri pti v e  st atistic s a n d s u bje ct listi n gs. 

•  C o n c o mit a nt  M e dic ati o ns  will  b e s u m m ariz e d  b y t h e n u m b er  a n d p er c e nt a g e of s u bje cts i n  e a c h 

t h er a p e utic cla s s a n d pr ef err e d t er m a s c o d e d usi n g  t h e W H O Dr u g dicti o n ar y. 

P h ysic al E x a mi n ati o ns  will  b e pr e s e nt e d i n  s u bje ct listi n gs.  

8. 3 Q u alit y of Life A s s e s s me nts  

Q u alit y  of  lif e  a s s e s s m e nts will  i n cl u d e  t h e  P h ysicia n  Gl o b al  Dis e a s e A cti vit y  A s s e s s m e nt Vis u al 

A n al o g u e S c ale ( P h G A V A S), t h e P atie nt Gl o b al  Dis e a s e A cti vit y A s s e s s m e nt V A S ( Pt G A V A S), t he 

S y m pt o m  S e v erit y  I n d e x a n d t h e 3 6 -it e m  s h ort f or m h e alt h  s ur v e y ( S F-3 6). U nle s s ot h er wis e s p e cifie d, 

t h e  Q O L a n al ys e s  will  i n cl u d e  all  r a n d o miz e d  s u bje cts  w h o  h a v e a n o n-mis si n g  b a s eli n e  a n d at le a st 

o n e p ost -b a s eli n e Q O L a s s e s s m e nt. S u bje cts i n t his  s u bs et 
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w ill  b e a n al y z e d a c c or di n g t o t h eir r a n d o miz e d  tr e at m e nt a s si g n m e nt, r e g ar dle s s of tr e at m e nt r e c ei v e d. 

T h e  p er c e nt a g e  of  p artici p a nts  r a n d o miz e d  t o  e a c h  tr e at m e nt  gr o u p  w h o  c o m plet e  t h e  Q O L 

q u e sti o n n air e s  at e a c h a s s e s s m e nt p oi nt  aft er b a s eli n e (i. e., Q O L c o m pleti o n r at e s) will  b e c alc ulat e d 

a n d c o m p ar e d. If si g nific a nt  diff er e n c e s i n Q O L c o m pleti o n  r at e s ar e o bs er v e d, a d diti o n al  a n al ys e s m a y 

b e p erf or m e d t o e v al u at e t h e p ot e ntial  f or r e p orti n g  bia s e s.  

F or  e a c h  Q O L  e n d p oi nt,  d e s cri pti v e  st atistic s  will  b e  pr e s e nt e d f or  r e c or d e d v al u e s  at  e a c h  visit, 

i n cl u di n g  m e a n,  st a n d ar d d e viati o n,  m e dia n,  mi ni m u m,  m a xi m u m,  c h a n g e fr o m b a s eli n e a n d  p er c e nt 

c h a n g e fr o m  b a s eli n e.  

8. 4 St atis ti c al M et h o ds G e n e r al 

C o ns i d e r ati o ns  

S u m m ar y  st atistic s  will  b e pr e s e nt e d b y  w a y of n,  m e a n,  st a n d ar d d e viati o n  ( S D),  m e dia n,  mi ni m u m 

a n d m a xi m u m  f or c o nti n u o us  v aria ble s a n d b y w a y of gr o u p fr e q u e n cie s a n d p er c e nt a g e s  f or c at e g oric al 

v aria ble s.  P er c e nt a g e s  will  b e  c alc ulat e d  usi n g  t h e t ot al s u bje cts  p er  ar m  i n  t h e  pla n n e d  a n al ysis  

p o p ulati o n,  u nle s s s p e cifie d  ot h er wis e.  

F or  listi n gs,  i n  t h e c a s e s w h er e a s u bje ct’s r e c or d h a s b e e n c o nti n u e d  t o t h e  n e xt p a g e,  a n a p pr o priat e 

i d e ntific ati o n  ( e. g., t h e s u bje ct I D n u m b er)  m ust b e pr e s e nt e d at t h e b e gi n ni n g  of t h at p a g e. 

U nle s s ot h er wis e s p e cifie d ,  i n  s u m m ar y  t a ble s  of  c o nti n u o us  v aria ble s,  t h e  mi ni m u m  a n d  m a xi m u m 

v al u e s will  b e dis pla y e d  t o t h e s a m e n u m b er of d e ci m al  pla c e s a s t h e r a w d at a, t h e m e a n a n d m e dia n 

will  b e pr e s e nt e d t o o n e e xtr a d e ci m al  pla c e c o m p ar e d t o t h e r a w d at a, a n d t h e st a n d ar d d e viati o n  will 

b e dis pla y e d  t o  t w o e xtr a d e ci m al  pla c e s c o m p ar e d t o t h e r a w  d at a. W h er e v er p os si ble,  d at a will  be 

d e ci m al  ali g n e d.  

U nle s s  ot h er wis e  s p e cifie d fr e q u e n c y t a b ulati o ns will  b e  pr e s e nt e d  b y  n u m b er  a n d  p er c e nt a g e, w h ere 

t h e p er c e nt a g e is pr e s e nt ed i n  br a c k ets t o 1 d e ci m al  pla c e.  

P- v al u e s, if a p plic a ble,  will  b e pr e s e nt e d t o 3 d e ci m al pla c e s. If a p -v al u e  is le s s t h a n 0. 0 5 b ut is  gr e ater  

t h a n or  e q u al t o 0. 0 1,  t h e n a n  a st eris k  ( *) will  b e  a d d e d  n e xt  t o t his v al u e.  If a p-v a l u e   is  le s s t h a n 0. 0 1  

b ut  is gr e at er  t h a n or  e q u al t o 0. 0 0 1,  t h e n t w o a st eris ks  ( * *) will  b e  a d d e d  n e xt t o  t his  v al u e. Fi n all y,  if 

t h e p-v al u e  is  le s s  t h a n 0. 0 0 1  t h e n t hr e e a st eris ks  ( * * *)  will  b e a d d e d n e xt  t o t his v al u e  a n d  it will  be  

pr e s e nt e d  a s  < 0. 0 0 1.  If t h e r o u n d e d r e s ult is a v al u e  of  1. 0 0 0,  it  will  b e  dis pla y e d  a s > 0. 9 9 9.  

 

9  D I R E C T A C C E S S  T O  S O U R C E  D A T A/ N O T E S  

T he  I n vesti ga t or will  e ns ur e  t he a c c ur a c y,  c o m plet e ness,  a n d  ti meli nes s  of t he d at a  r e p ort e d t o 

t he S p o ns or. D at a  c olle cti o n pr o c ess es  a n d  pr o c e d ur es  will   b e r e vie w e d  an d  vali d at e d  t o e ns ur e  

c o m plet e ness,  a c c ur a c y,  r elia bilit y,  a n d  c o nsist e nc y.  

 
T he  I n vesti ga t or  or d esi g ne e  will  pr e p ar e  a n d  mai nt a i n  a d e q uat e  a n d  a c c ur at e  st u d y  d o c u me nt s 

( me dic al r e c or ds, E C Gs,  A E  a n d  c o nc o mit a nt me dic ati o n  r e p orti n g, r a w d at a  c olle cti o n f or ms ,  

et c.)  d esi g ne d  t o  r e c or d  all  o bs er vati o ns  a n d  ot her  p erti ne nt  d at a  f or  e a c h  s u bj e ct  r e c ei vi n g 

I M P. 

 
T he  I n vesti gat or  will  all o w  S p o ns or  r e pr es e nt ati v es,  c o ntr a ct  d esi g ne es,  a ut h orize d  r e g ulat o r y 

a ut h orit y i ns p e ct ors, a n d  t he I nstit ut i o na l R e vie w  B o a r d (I R B)/ I n d e p e n d e nt Et hics  C o m mit t e e  

(I E C) t o ha ve  dir e ct  a c c ess t o all  d o c u me nts  p ert ai ni n g  t o t he st u d y.  
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1 0  Q U A LI T Y  C O N T R O L  A N D Q U A LI T Y  A S S U R A N C E 

D at a Q u alit y  As s ur a nc e  

T he  I n vesti gat o r  m ust  pr e p ar e a n d  mai nt ai n  a d e q uat e  a n d  a c c ur at e  r e c or ds  of  all  o bs e r vati o ns 

a n d  ot her  d at a  p erti ne nt  t o  t he  cli nic al  st u d y  f or  e a c h  st u d y  p artici p a nt.  Fr e q ue nt 

c o m m u ni c ati o n  b et w e e n  t he  cli nic al  sit e  a n d t he  S p o ns or  is  ess e ntial  t o e ns ur e  t hat  t he  s afet y 

of  t he  st u d y  is  m o nit or e d  a d e q uat el y.  T he  I n vesti gat o r  will  ma k e  all  a p pr o priat e  s afet y 

ass ess me nts  o n  a n  o n g oi n g  b asis.  T he  S p o ns or’s  me dic al  r e pr es e nt ati ve  ma y  r e vie w  s afet y 

i nf or  mati o n  as it  b e c o mes  a vaila bl e  t hr o u g h o ut  t he  st u d y. 

All  as p e cts  of  t he  st u d y  will  b e  c ar ef ull y  m o nit or e d  wit h  r es p e ct  t o  G C P  a n d  S O P s  f or 

c o m p lia nc e  wit h  a p plic a ble  g o ver n me nt  r e g ulat i o ns. 

 
T he  st u d y  ma y  b e  a u dit e d  t o  ass ess  a d her e nc e  t o  t he  Cli nic al  St u d y  Pr ot o c ol.  T he 

I n vesti gat or/i n ve sti gati o nal  sit e  will  p er mit  st u d y-r elat e d  m o nit ori n g,  a u dits,  I R B/I E C  r e vi e w 

a n d  r e g ulat or y  i ns p e cti o ns  b y  pr o vi di n g  dir e ct  a c c ess t o s o ur c e  d at a/ d o c u me nts.  Dir e ct  a c c ess 

i ncl u d es p er missi o n  t o e xa mi n e,  a nal yze,  verif y,  a n d  r e pr o d uc e a n y r e c or ds a n d  r e p orts t hat ar e 

i m p ort a nt  t o t he e val uati o n  of a cli nic al st u d y.  

 
D uri n g  t he  c o n d uct  of  t he  st u d y,  pr o c ess -r elat e d a u dits  ma y  b e  p erf or me d  as w ell.  A n  a u dit 

c ertific at e  will  b e pr o vi d e d  i n  t he  fi nal  st u d y  r e p ort  o utli ni n g  t he  a u dit  p erf or me d  a n d  ot her 

r elat e d  a cti vities. 

 

1 1  E T HI C S  

1 1. 1 I n de pe n de nt  Et hi cs   C o m mitt e e /I ns tit uti o n a l  R e vi e  w B o a r d  

Pri or  t o t he  st art of  t he st u d y,  t he  i n vesti gat o r  is  r es p o nsi ble  f or  e ns uri n g  t hat  t he  pr ot o c ol  a n d  

c o ns e nt  f or m  ha ve  b e e n r e vie w e d  a n d a p pr o ve d  b y a r ele va nt  I E C/I R B.  T he  I E C/I R B  s hall  b e 

a p pr o priat el y  c o nstit ut e d  a n d  p erf or m  its  f u ncti o ns  i n  a c c or d a nc e  wit h  F D A  I C H  G C P  a n d 

l o c al  r e quir e me nt s  as a p plic a ble.  

T he  I E C/I R B  s hall  a p pr o ve  all  pr ot o c ol  a me n d me nts  ( e xc e pt  f or  l o gistic al  or  a d mi nistr at i v e 
c ha n ges),  writt e n  i nf or me d  c o ns e nt  d o c u me nts  a n d  d o c u me nt  u p d at es,  s u bj e ct  r e cr uit m e nt 

pr o c e d ur es  ( e. g.,  a d vertis e me nts),  writt e n  i nf or mati o n  t o  b e  pr o vi d e d  t o  t he  s u bj e cts, 

i n vesti gat o r' s  Br o c h ur e,  a vaila ble  s afet y  i nf or m ati o n,  i nf or mati o n  a b o ut  p a y me nt  a n d 

c o m p e ns ati o n  a vaila ble  t o s u bj e cts,  t he i n vesti gat or' s  c urric ul u m  vit a e  a n d/ or ot her  e vi d e nc e  of  

q ualifi c ati o ns  a n d  a n y ot her  d o c u me nts   re q uest e d   b y t he I E C/I R B a n d  R e g ulat or y  A ut h or it y 

( C o m p et e nt  A ut h orit y)  as a p plic a ble.  

1 1. 2 G o o d Cli ni c al  P r a cti c e 

T he  pr o c e d ur es  s et o ut  i n  t his  cli nic al  st u d y  pr ot o c ol  ar e  d esi g ne d  t o e ns ur e  t hat  t he  S p o ns or 

a n d  t he  I n vesti ga t or  a bi d e  b y  t he  pri nci p les  of  t he  I C H  g ui d eli nes  o n  G C P  as  o utli ne d  i n 

C P M P/I C H/ 1 3 5/ 9 5 a n d  t he D e clar ati o n   of H elsi n k i  ( V ersi o n  2 0 0 8). T he  cli nic a l  st u d y als o  will 

b e c arrie d  o ut  i n k e e pi n g  wit h  nati o na l  a n d  l o c al le gal r e q uir e me nts (i n a c c or d a nc e  wit h  U nit e d  

St at es I n vesti gati o nal  N e w Dr u g  [I N D] r e g ulati o ns  [ 2 1 C F R P arts 5 0, 5 6 a n d  3 1 2]). 
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T he  I n vesti gat o r  will  b e  r es p o nsi ble  f or  t he  c ar e  of  t he  s u bj e cts  t hr o u g h o ut  t he  st u d y.  If  t he  

I n vesti gat or  is  n ot  pr es e nt  at  t he  st u d y  sit e,  he/s he  will  le a ve  i nstr ucti o ns  f or  t he  st aff  a n d  a 

t ele p ho ne  n u m b er  w her e  he/s he  c a n b e r e a c he d.  

1 1. 3 Writt e n  I nf o r me d  C o ns e nt 

B ef or e  e a c h s u bj e ct  is e nr olle d  i n  t he cli nic al  st u d y,  writt e n  i nf or me d  c o ns e nt  will  b e  o bt ai ne d 

fr o m t he s u bj e ct a c c or di n g  t o t he r e g ulat or y a n d  le gal r e q uir e me nts  of t he p artici p ati n g  c o u ntr y.  

As  p art  of  t his  pr o c e d ur e,  t he  I n vesti gat or  m ust  e x plai n  or all y  a n d  i n  writi n g  t he  nat ur e ,  

d ur ati o n,  a n d  p ur p os e  of  t he  st u d y,  a n d  t he  a cti o n  of  t he  dr u g  i n  s uc h  a  ma n ner  t hat  t he  st u d y 

s u bj e ct  is  a w ar e  of  t he  p ot e ntial  ris ks,  i nc o n ve ni e nc es,  or  A Es  t hat  ma y  o c c ur.  T he  s u bj e ct 

s h o ul d  b e  i nf or m e d  t hat  he/s he  is  fr e e  t o  wit h dr a w  fr o m  t he  st u d y  at  a n y  ti me.  H e/ S he  will 

r e c ei ve all i nf or ma t i o n t hat is r e q uir e d  b y fe d er al r e g ulati o ns a n d  I C H g ui d eli ne s.  T he  Pri nci p a l 

I n vesti gat or  or  d esi g ne e  will  pr o vi de  t he  S p o ns or  wit h  a c o p y  of  t he  I R B/I E C -a p pr o ve d  I C F 

pri or  t o t he st art  of t he  st u d y.  

T he  i nf or  me d  c o ns e nt  d o c u me nt  m ust  b e  si g ne d  a n d  d at e d;  o ne  c o p y  will  b e  gi ve n  t o  t he  

s u bj e ct,  a n d  t he  I n vesti gat o r  will  r et ai n  a  c o p y  as  p art  of  t he  cli nic al  st u d y  r e c o r ds.  T h e 

I n vesti gat or  will  n ot  u n d ert a k e  a n y  i n vesti ga ti o n  s p e cific a ll y  r e q uir e d  f or  t he  cli nic a l  st u d y 

u ntil  writt e n  c o ns e nt  has  b e e n  o bt ai ne d.  T he  t er ms  of  t he  c o ns e nt  a n d  w he n  it  w as  o bt ai n e d 

m ust  als o  b e d o c u me nt e d.  

If  a  pr ot o c ol  a me n d me nt  is  r e q uir e d, t he n  t he  i nf or m e d  c o ns e nt  d o c u me nt  ma y  ne e d  t o  b e 

r e vis e d  t o r efle ct  t he  c ha n ges  t o t he  pr ot o c ol.  If  t he  i nf or me d  c o ns e nt  d o c u me nt  is  r e vis e d,  it 

m ust  b e  r e vie w e d  a n d  a p pr o ve d  b y  t he  r es p o nsi ble  I R B/I E C  a n d  si g ne d  b y  all  s u bj e ct s 

s u bs e q ue ntl y  e nr olle d  i n t he  cli nic al  st u d y  as  w ell  as  t h os e  c urr e ntl y  e nr olle d  i n  t he  cli ni c a l 

st u d y.  

1 1. 4 P r ot o c ol  A p pr o v al  a n d  A me n d me nt(s) 

B ef or e  t he  st art  of  t he cli nic al  st u d y,  t he  cli ni c al  st u d y  pr ot o c ol  a n d  ot her  r ele va nt  d o c u me nt s 

will  b e a p pr o ve d  b y  t he  I R B/I E C,  i n  a c c or d a nc e  wit h  l o c al  le gal  r e q uir e me nts.  T he  S p o ns or 

m ust  e ns ur e  t hat  all  et hic al  a n d  le gal  r e q uir e me nts  ha ve  b e e n  met  b ef or e  t he  first  s u bj e ct  is 

e nr olle d  i n  t he  cli nic a l  st u d y.  

T his  pr ot o c ol  is  t o b e f oll o w e d  e xa ctl y.  A n y  d e viati o ns  s h o ul d  b e a gr e e d  b y  b ot h t he  S p o ns or 

a n d t he  I n vesti g at or,  wit h  t he  a p pr o priat e  writt e n  a n d a p pr o ve d  pr ot o c ol  a me n d me nts  ma d e  t o 

r efle ct t he c ha n ges  a gr e e d  u p o n.   Pr ot o c ol a me n d me nts  m ust   b e r ele as e d  b y t he r es p o nsi ble st aff 

a n d  r e c ei ve  I R B/I E C  a p pr o val  pri or  t o i m ple me nt ati o n  ( as a p pr o priat e).  W her e  t he  d e viati o n 

o c c urs  f or  t he  w ell -b ei n g  of  t he  s u bj e ct,  t he  S p o ns or  m ust  b e  i nf or m e d  of  t he  a cti o n  a gr e e d 

u p o n.  

A d mi nistr ati ve  c ha n ges  ma y  b e ma d e  wit h o ut  t he  ne e d f or  a f or mal  a me n d me nt  b ut  will  als o 

b e me nti o ne d  i n  t he  i nt e gr at e d  cli n ic a l  st u d y  r e p ort.  All  a me n d me nts  will  b e  distri b ut e d  t o  a ll 

st u d y  pr ot o c ol  r e ci pie nts,  wit h  a p pr o priat e  i nstr ucti o ns.  

1 1. 5 C o nfi de nti alit y  D at a P r ot e cti o n 
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All  cli nic al  st u d y  fi n di n gs  a n d  d o c u me nts  will  b e r e gar d e d  as  c o nfi d e nti al.  St u d y  d o c u me nt s 

( pr ot o c ols, I Bs a n d  ot her  mat erial)  will  b e st or e d  a p pr o priat el y  t o e ns ur e  t heir  c o nfi d e ntialit y. 

T he  I n vesti ga t or  a n d  me m b ers  of  his/ her  r es e ar c h  t e a m  (i ncl u d i n g  t he  I R B/I E C)  m ust  n ot 

dis cl os e  s uc h i nf or ma t i o n wit h o ut   pri or writt e n   a p pr o val fr o m t he S p o ns or, e xc e pt t o t he e xt e nt 

ne c ess ar y  t o  o bt ai n  i nf or me d  c o ns e nt  fr o m  s u bj e cts  w h o  wis h  t o p artici p at e  i n  t he  trial  or t o 

c o m pl y  wit h  r e g ulat or y  r e q uir e me nts. 

T he a n o n y mit y  of p artici p ati n g  s u bj e cts m ust  b e mai nt ai ne d.  S u bj e cts will  b e s p e cifie d  o n st u d y 

d o c u me nts  b y  t heir  s u bj e ct  n u m b er,  i nit ia l  or  birt h  d at e, n ot  b y  na me.  D o c u me nts  t hat  i d e ntif y 

t he  s u bj e ct  ( e. g., t he  si g ne d  i nf or me d  c o ns e nt  d o c u me nt)  m ust  b e mai nt ai ne d  i n  c o nfi d e n c e  b y 

t he  I n vesti ga t or. 

 

1 2  D A T A H A N D LI N G A N D R E C O R D K E E PI N G  

1 2. 1 C as e R e p o rt F o r ms/ S o urc e  D a t a H a n dli n g  

T he  i n vesti g at or  m ust  mai nt ai n  s o ur c e  d o c u me nts,  s uc h  as la b or at or y  r e p orts,  X -r a ys,  E C Gs, 

c o ns ult ati o n  r e p orts,  a n d c o m plet e  me dic al  hist or y  a n d p h ysic al  e xa mi nati o n  r e p orts.  

1 2. 2 R et e nti o n of Es s e nti al D o c u me nts 

T he  s p o ns ors  m ust  r et ai n  all  s t u d y  r e c or ds  a n d  s o ur c e  d o c u me nts  f or  t he  ma xi m u m  p eri o d 

r e q uir e d  b y  a p plic a ble  r e g ulati o ns  a n d  g ui d eli nes  or  i nstit uti o n  pr o c e d ur es,  or  f or  t he  p eri o d 

s p e cifie d  b y a gr e e me nt  wit h  B M S, w hic he ver  is  l o n ger.  

 

1 3  P U B LI C A TI O N  P O LI C Y  

B y  si g ni n g  t he  cli nic a l  st u d y  pr ot o c ol,  t he  I n vesti ga t or  a gr e es  wit h  t he  us e  of  r es ults  of  t he  

cli ni c a l  st u d y  f or  t he  p ur p os es  of  nati o na l  a n d  i nt er nati o na l  r e gistr ati o n,  p u blic ati o n  a n d 

i nf or mati o n  f or  me dic al  a n d  p har ma c e uti c al  pr ofessi o nals.  If  ne c ess ar y,  t he  c o m p et e nt 

a ut h orit ie s  w ill  b e  n otifie d  of  t he  I n vesti gat o r’s  na me,  a d dr ess,  q ualifi c ati o ns  a n d  e xt e nt  of 

i n v ol ve m e nt.  A n  I n vesti gat o r  s hall  n ot  p u blis h  a n y  d at a  ( p ost er,  a bstr a ct,  p a p er, et c.)  wit h o ut 

ha vi n g  c o ns ult e d  wit h  t he  S p o ns or  i n  a d va nc e.  
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1 4  SI G N A T U R E O F  I N V E S TI G A T O R  

I agr e e t o c o n d u ct t h e st u d y o utli n e d a b o v e i n a c c or d a n c e wit h t h e t er ms a n d c o n diti o ns of  t h e pr ot o c ol, 

I C H g ui d eli n e s  o n  G C P  a n d  wit h  a p plic a ble  r e g ulat or y r e q uir e m e nts. All  i nf or m ati o n  p ert ai ni n g  t o  t he 

st u d y s h all  b e tr e at e d i n  a c o nfi d e ntial m a n n er.  

 
 
 
 
 

2 8 O ct o b er 2 0 1 8  
 

Dr. J o h n H St o n e,  M. D., M. P. H 

P ri n c i p a l  I n v e sti g at or 

 D at e ( d a y/ m o nt h/ y e ar)  
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D e s h p a n d e V, Z e n Y, C h a n J K C, et al. 2 0 1 2.  C o ns e ns us st at e m e nt o n t h e p at h ol o g y  of I g G 4 - r elat e d 
dis e a s e. M o d er n P at h ol o g y  2 5: 1 1 8 1 -1 1 9 2.  

 
H ort o n H M, B er n ett MJ, P o n g E, P ei p p M,  K ar ki S, C h u S Y,  Ric h ar ds J O, V ostiar I, J o y c e P F, R e p p 
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H ort o n H M, C h u S Y, Ortiz  E C, P o n g E, C e m ers ki S,  L e u n g I W et al. 2 0 1 1. A nti b o d y 
m e diat e d c o e n g a g e m e nt of F c g RII b a n d B c ell r e c e pt or c o m ple x  s u p pr e s s e s h u m or al 
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http://dx.doi.org/10.1016/S0140-6736
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Art hritis  R h e u m at ol  6 7: 2 4 6 6 -2 4 7 5.  

 
W alla c e Z S, K h osr os h a hi  A, C arr ut h ers M, P er u gi n o  C, C h oi  H, et al. 2 0 1 6.  A n I nt er n ati o n al,  M ulti -
S p e cialt y  V ali d ati o n  St u d y  of t h e I g G 4 -R elat e d  Dis e a s e R e s p o n d er I n d e x. Art hritis  R h e u m at ol. 2 0 1 6; 
6 8 (s u p pl  1 0),  A bstr a ct 9 4 1.  

 
W ar e J E, S h er b o ur n e  C D. 1 9 9 2. T h e M O S 3 6 -it e m  s h ort-f or m  h e alt h s ur v e y ( S F-3 6). 
M e dic al  C ar e 3 0: 4 7 3 -4 8 3.  

 
W e c hsler M E, A k ut h ot a  P, J a y n e D, K h o ur y  P, Kli o n  A, L a n gf or d C A, et al. 2 0 1 7.  M e p oliz u m a b 
or pla c e b o f or e osi n o p hilic  gr a n ul o m at osis  wit h p ol y a n giitis.  N E n gl  J M e d. 3 7 6: 1 9 2 1 -1 9 3 2.  

 
W M A D e cla r ati o n of H elsi n ki  ( 1 8t h W M A Ge n er al A s s e m bl y  1 9 6 4),  r e vis e d at 5 9t h W orl d 
M e dic al  A s s o ciati o n  Ge n er al A s s e m bl y S e o ul,  O ct o b er 2 0 0 8.  



Brist ol  M yers S q ui b b  Pr ot o c ol: 
A b at a c e pt  i n  I g G 4 -R D  

C O N FI D E N TI A L  F e br uar y  2 0 1 8  

P a ge 4 7  of 
 

 

 

 

Y a m a m ot o M, T a k a h a s hi H, S hi n o m ur a  Y. 2 0 1 4.  M e c h a nis ms a n d a s s e s s m e nt of I g G 4 - r elat e d 
dis e a s e: le s s o ns f or t h e r h e u m at ol o gist.  N at R e v R h e u m at ol  1 0: 1 4 8 -1 5 9.  

 
Y a m a m ot o M, T a k a h a s hi H, T a k a n o K, S hi miz u  Y, S a k ur ai  N, S u z u ki  C, N ais hir o  Y, Y aji m a  H, 
A w a k a w a T, Hi mi T, N a k a s e H. Effic a c y of a b at a c e pt f or I g G 4 -r elat e d dis e a s e o v er 8 m o nt hs.  A n n 
R h e u m Dis. 2 0 1 6  A u g; 7 5( 8): 1 5 7 6 -8.  
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1 7  A P P E N D I C E S 

Effi c a c y  As s e s s me nts  

A. I g G 4 -R D R e s p o n de r  I n de x  (I g G 4 -R D R I)

T he  I g G 4 -R D  RI  is  a  t o ol  d esi g ne d  t o  d et e ct  c ha n ge  i n  dis e as e  a cti vit y  a n d  i d e ntif y 

i m pr o ve  me nt s a n d  w ors e ni n g  i n t he s a me or differ e nt  or ga n  s yst e ms ( m o difi e d aft er  C arr ut her s ,  

2 0 1 2). 

At e a c h ass ess me nt,  t he p h ysicia n  e nt ers  a 0 -3 s c or e aft er  t he  or ga n/sit e  list e d  wit h; 

0 = N or mal  or r es ol ve d 

1 = I m pr o ve d  b ut  still  pr es e nt 

2 = N e w  or r e c urr e nt dis e as e  a cti vit y w hile  s u bj e ct is off  tr e at me nt,  or u nc ha n ge d  fr o m pr e vi o us 

visit *  

3 = W ors e ne d  or ne w  dis e as e  ma nife st ati o n  d es pit e  tr e at me nt 

* U nc ha n ge d  fr o m  pr e vi o us  visit  will  oft e n  r efer  t o dis e as e  ma nifest ati o ns  t hat  r e q uir e  f oll o w -

u p i ma gi n g  t o ass ess a c c ur at el y.

T he  s e c o n d c ol u m n  is  us e d t o r e c or d s y m pt o matic  dis e as e;  yes = Y,  n o = N.

T he  t hir d  c ol u m n  r e c or ds w het her  t her e  is ur ge nt  dis e as e  i n  t hat  sit e;  yes = Y,  n o = N.

D a ma ge  i n  t he  or ga n/sit e  is  r e c or d e d  i n  t he  f o urt h  c ol u m n;  yes = Y,  n o = N.

T he  fift h  c ol u m n  r e c or ds  w het her  d a ma ge  i n  t he  or ga n/sit e  is  s y m pt o matic ;  yes = Y,  n o = N.  

P h ysicia n   Gl o b al Ass ess me nt   of dis e as e  a cti vit y is d e n ot e d  o n a 1 0 0 m m  li ne as  c o ver e d  b el o w. 
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I g G 4-R D R e s p o n d er I n d e x ( V e r si o n 2 5 J ul y 2 0 1 6)  

S c ori n g R ul e s  

S c ori n g  r ef er s  t o m a nif e st ati o n s  of  di s e a s e  a cti vit y pr e s e nt  i n  t h e l a st 2 8  d a y s 

S c ori n g:  0  N or m al  or r e s ol v e d 

I m pr o v e d  b ut  still pr e s e nt 
N e w  / R e c urr e n c e  w hil e  p ati e nt  i s off  tr e at m e nt or  u n c h a n g e d  fr o m pr e vi o u s  
vi sit *  
W or s e n e d  or n e w  di s e a s e  m a nif e st ati o n  d e s pit e  tr e at m e nt  

* U n c h a n g e d  fr o m  pr e vi o u s  vi sit will  oft e n  r ef er  t o di s e a s e  m a nif e st ati o n s  t h at
r e q uir e f oll o w-u p  i m a gi n g  t o a s s e s s a c c ur at el y

D e fi niti o n s  

Or g a n/ Sit e  s c o r e: T h e  o v er all  l e v el  of  I g G 4 -R D a cti vit y wit hi n  a s p e cifi c  or g a n  s y st e m  

S y m pt o m ati c:  I s t h e di s e a s e  m a nif e st ati o n  i n a p arti c ul ar  or g a n  s y st e m  s y m pt o m ati c ?  ( Y = 
y e s; N =  n o)  

Ur g e nt  di s e a s e: Di s e a s e  t h at r e q uir e s  tr e at m e nt  i m m e di at el y t o pr e v e nt  s eri o u s or g a n 
d y sf u n cti o n  ( Y = y e s; N = n o)  ( Pr e s e n c e  of u r g e nt  di s e a s e wit hi n  a n or g a n  l e a d s  t o 
D O U B LI N G of t h at or g a n  s y st e m s c or e ) 

D a m a g e:  Or g a n  d y sf u n cti o n  t h at h a s  o c c urr e d  a s  a r es ult  of  I g G 4-R D  a n d  i s c o n si d er e d 
p er m a n e nt  ( Y =  y e s;  N  =  n o)  
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T ot al  a cti vit y  s c or e is c alc ulat e d  as gi ve n  i n  t he  l o w er  left  ha n d  c or ner  = 

S u m  of  or ga n  s c or es  ( a n y  t hat  ar e ur ge nt  ar e  m ulti p lie d  b y  2).  
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Gl o b a l A s s e s s m e nt  o f Di s e a s e  A cti vit y  ( V A S) 

B.  P h ysi ci a n’s  Gl o b al  As s e s s me nt of Dis e as e A cti vit y ( 1 0 0 m m- V A S)

Pla c e  a mar k  o n t he li ne  b el o w  t o i n dic at e  dis e as e  a cti vit y  (i n d e p e n d e nt  of  t he s u bj e ct’s  s elf - 

ass ess me nt): 

V A S P h y si ci a n Gl o b al  A s s e s s m e nt of  Di s e a s e  A cti v it y = m m  

C. S u bje ct’s Gl o b al As s e s s me nt of Dis e as e  A cti vit y  ( V A S)

S u bje ct’s  Gl o b al  As s e s s me nt of Dis e as e A cti vit y ( 1 0 0  m m -V A S)  

Pla c e  a mar k  o n t he li ne  b el o w  t o i n dic at e  dis e as e  a cti vit y:  

V A S S u bj e ct  Gl o b al  A s s e s s m e nt of  Di s e a s e  A cti v it y = m m  

V er y  G o o d  V er y  B a d  

V er y  G o o d  V er y  B a d  



P a ge 6 2  of 6 6  

Brist ol  M yers  S q ui b b  

Pr ot o c ol  

C O N FI D E N TI A L  F e br uar y  2 0 1 8  

D. S F -3 6 H e alt h S ur v e y

S F -3 6 is  a  s et  of  ge neric,  c o her e nt,  a n d  e asil y  a d mi nist er e d  q ualit y -o f -life  me as ur es.  T hes e 

me as ur es  r el y  u p o n  p atie nt  s elf -r e p orti n g  a n d  ar e n o w  wi d el y utili ze d  f or  r o uti ne  m o nit or i n g 

a n d ass ess me nt  of c ar e o ut c o mes  i n  a d ult  p atie nts.  T he  3 6 -It e m H e alt h  S ur ve y  w as d e vel o p e d 

at R A N D as p art of t he  M e dic al  O ut c o mes  St u d y  ( W ar e et al.  1 9 9 2, M c H or ne y  et al. 1 9 9 4).  

3 6 -It e m S h o rt F o r m S u r v e y I nst r u m e nt ( S F -3 6) 

R A N D 3 6 -It e m H e alt h S u r v e y 1. 0 Q u e sti o n n ai r e It e ms 

C h o os e o ne o pti o n  f or  e a c h q uesti o n nair e  it e m. 

1. I n ge ner al,  w o ul d  y o u  s a y  y o ur  he alt h  is:

1 - E xc elle nt

2 - V er y  g o o d

3 - G o o d

4  - F air

5  – P o or

2.  C o m p ar e d  t o o ne y e ar  a g o,  h o w  w o ul d  y o u  r at e  y o ur  he alt h  i n  ge ner al  n o w ?

1 - M uc h  b ett er  n o w  t ha n  o ne  ye ar  a g o

2 - S o me w hat  b ett er n o w  t ha n  o ne  ye ar a g o

3 - A b o ut  t he  s a me

4 - S o me w hat  w ors e n o w  t ha n  o ne ye ar  a g o

5 - M uc h  w ors e  n o w  t ha n  o ne  ye ar  a g o

T he  f oll o w i n g  it e ms ar e a b o ut  a cti vitie s  y o u  mi g ht  d o d uri n g  a t y pic al  d a y.  D o es  y o ur  he alt h 

n o w  li mit  y o u  i n  t hes e  a cti viti es ?  If  s o, h o w  m uc h?  

3. Vi g or o us  a cti vities,  s uc h  as r u n ni n g,  lifti n g  he a v y  o bj e cts,  p artici p ati n g  i n  str e n u o us  s p orts

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a litt le   3) N o, n ot  li mit e d  at  all 

4. M o d er at e a cti viti es,  s uc h  as m o vi n g  a t a ble,  p us hi n g  a va c u u m  cle a ner,  b o wli n g,  or pla yi n g
g olf

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at  all 

5. Lifti n g  or  c arr yi n g  gr o c eries

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at  all 
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6. C li m bi n g  s e ver al  fli g ht s  of  st airs

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at  all 

7. C li m bi n g  o ne  fli g ht   of st airs

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at  all 

8. B e n di n g,  k ne eli n g,  or  st o o pi n g

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at  all 

9. W al ki n g  m or e  t ha n  a  mile

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a little   3) N o, n ot  li mit e d  at all 

1 0. W al ki n g  s e ver al   bl o c ks

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a litt le   3) N o, n ot  li mit e d  at  all  

1 1. W al ki n g  o ne  bl o c k

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a litt le   3) N o, n ot  li mit e d  at  all  

1 2. B at hi n g  or dr essi n g  y o urs elf

1) Y es,  li mit e d  a l ot   2) Y es,  li mit e d  a litt le   3) N o, n ot  li mit e d  at  all 

D uri n g  t he  p ast 4 w e e ks, ha ve  y o u  ha d a n y  of  t he f oll o wi n g  pr o ble ms  wit h  y o ur  w or k or ot her 

r e g ular  d ail y  a cti viti es  as a r es ult  of y o ur  p h ysic al  he alt h?  

1 3. C ut  d o w n  t he  a m o u nt  of  ti me  y o u  s p e nt  o n  w or k  or ot her  a cti viti es

1) Y es  2) N o

1 4. A c c o m plis he d  less  t ha n  y o u  w o ul d  li k e

1) Y es  2) N o

1 5. W er e li mit e d  i n  t he  ki n d  of  w or k or ot her  a cti viti es

1) Y es  2) N o

1 6. H a d diffic ult y  p erf or mi n g  t he  w or k or ot her  a cti viti es  (f or  e xa m ple,  it  t o o k e xtr a  eff ort)

1) Y es  2) N o

D uri n g t he  p ast 4 w e e ks, ha ve  y o u  ha d  a n y  of t he  f oll o wi n g  pr o ble ms  wit h  y o ur  w or k or ot her  

r e g ular  d ail y  a cti viti es  as  a  r es ult  of  a n y  e m oti o nal  pr o ble ms  (s uc h  as  fe eli n g  d e pr ess e d  or 

a n xi o us) ?  

1 7. C ut  d o w n  t he  a m o u nt  of  ti me  y o u  s p e nt  o n  w or k  or ot her  a cti viti es

1) Y es  2) N o

1 8. A c c o m plis he d  less  t ha n  y o u  w o ul d  li k e
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1) Y es  2) N o  

1 9. Di d n't  d o w or k or ot her a cti viti es  as c ar ef ull y  as us ual

1) Y es  2) N o

2 0. D uri n g  t he  p ast  4 w e e ks,  t o w hat  e xt e nt  has  y o ur  p h ysic al  he alt h  or e m oti o na l  pr o ble ms

i nt erfer e d  wit h  y o ur n or mal  s o cial  a cti vit ies  wit h  fa mil y,  frie n ds,  nei g h b ors,  or  gr o u ps ?

1 - N ot at  all 

2 - Sli g ht l y

3 - M o d er at el y

4 - Q uit e  a bit

5 - E xtr e mel y

2 1. H o w  m uc h  b o dil y  p ai n  ha ve  y o u  ha d  d uri n g  t he  p ast  4  w e e ks ?

1 - N o ne

2 - V er y  mil d

3 - Mil d

4  - M o d er at e

5  - S e ver e

6  - V er y  s e ver e

2 2. D uri n g  t he  p ast  4 w e e ks,  h o w  m uc h  di d  p ai n  i nt erfer e  wit h  y o ur  n or mal  w or k  (i ncl u d i n g

b ot h w or k o utsi d e  t he h o me  a n d  h o us e w or k) ?

1 - N ot at  all 

2 - A  little  bit

3 - M o d er at el y

4 - Q uit e  a bit

5 - E xtr e mel y

T hes e  q uesti o ns  ar e a b o ut  h o w  y o u  fe el  a n d  h o w  t hi n gs  ha ve  b e e n  wit h  y o u  d uri n g  t he  p ast  4 

w e e ks. F or e a c h  q uesti o n,  ple as e  gi ve  t he  o ne  a ns w er  t hat  c o mes  cl os est  t o t he  w a y  y o u  ha v e 

b e e n fe eli n g.  

H o w m uc h  of t he  ti me  d uri n g  t he p ast 4 w e e ks...  
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2 3.  Di d  y o u  fe el  f ull  of  p e p ? 

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

2 4.  H a ve  y o u  b e e n  a ver y  ner v o us   p ers o n? 

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

2 5.  H a ve  y o u  felt  s o d o w n  i n  t he  d u m ps  t hat  n ot hi n g  c o ul d  c he er  y o u  u p ?  

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

2 6.  H a ve  y o u  felt  c al m  a n d  p e a c ef ul?  

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

2 7.  Di d  y o u  ha ve  a l ot  of  e ner g y?  

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little    

of t he  ti me   6) N o ne of  t he  ti me 

2 8.  H a ve  y o u  felt  d o w n he art e d  a n d  bl ue ?  

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

2 9.  Di d  y o u  fe el  w or n  o ut ?  

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

3 0.  H a ve  y o u  b e e n a ha p p y   p ers o n? 

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

3 1.  Di d  y o u  fe el   tir e d ? 

1) All  of  t he  ti me  2) M ost  of  t he  ti me  3) A  g o o d  bit  of  t he  ti me  4) S o me  of  t he  ti me  5) A  little   

of t he  ti me   6) N o ne of  t he  ti me 

 
 
3 2.  D uri n g  t he  p ast  4 w e e ks,  h o w  m uc h  of  t he  ti me  has  y o ur  p h ysic al  he alt h  or  e m oti o na l 

pr o ble ms  i nt erfer e d  wit h  y o ur  s o cial  a c ti vit ie s  (li k e  visit i n g  wit h  frie n ds,  r elati ves, et c.) ?  

1  - All  of  t he  ti me 

2  - M ost of t he ti me   3 

- S o me  of  t he  ti me  4 - 

A  little  of  t he  ti me 
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5 - N o ne  of  t he  ti me  
 
 
H o w T R U E  or F A L S E  is  e a c h of  t he f oll o wi n g  st at e me nts  f or  y o u.  

3 3.  I s e e m  t o get sic k  a little  e asier  t ha n  ot her   p e o ple 

1) D efi nit el y  tr ue   2) M ostl y  tr ue   3) D o n't  k n o w   4) M ostl y  fals e   5) D efi nit el y  fals e 

3 4.  I a m  as he alt h y  as  a n y b o d y  I k n o w 

1) D efi nit el y  tr ue   2) M ostl y  tr ue   3) D o n't  k n o w   4) M ostl y  fals e   5) D efi nit el y  fals e 

3 5.  I e x p e ct  m y  he alt h  t o get w ors e  
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1  

 

 

D at e   Pill ai  I D   
 
 
 

E.  I g G 4-R el at e d  Dis e as e  S y m pt o m  Distr e ss I n d e x  
 

 

 

S ur v e y  I n str u cti o ns 
 

1.  T hi s s h o ul d r efl e ct a n y s y m pt o m s y o u m a y h a v e e x p eri e nc e d o v er t h e l ast 3 0 d a y s. F or e a c h  s y m pt o m, c h o o s e h o w  oft e n, if at all,  

y o u e x p eri e n c e   t h e s y m pt o m. 

2.  If  pr es e nt,  c h o o s e h o w  m u c h t h e s y m pt o m c a u s es  y o u  di str es s.  

3.  Of all t h e s y m pt o m s y o u i d e ntif y o n t hi s s ur v e y, c h o o s e u p t o t hr e e w hi c h y o u w o ul d s a y ar e t h e m o st b ot h er s o m e, s e v er e, or 

i m p ort a nt t o y o u. R a n k t h es e t hr e e b y m ar ki n g a 1 f or t h e m o st i m p ort a nt, 2 as t h e n e xt m o st i m p ort a nt, a n d 3 as t h e l e ast 

i m p ort a nt of t h es e  t hr e e. 

4.  D o n ot c al c ul at e  t h e s c or e.  T his  will b e d o n e  b y y o ur  p h y si ci a n.  
 

E x a m pl e:  
 

 1.) Fr e q u e n c y 
( C h e c k o n e) 

2.) H o w m u c h distr e s s d o e s t h e s y m pt o m c a us e 
y o u ?   ( C h e c k o n e)  

S c or e  

S y m pt o m  N e v er  
 

 
( 0) 

A f e w 
d a y s a 
m o nt h 

( 1) 

A f e w 
d a y s a 
w e e k 
( 2) 

E v er y 
D a y  

 
( 3) 

N o n e  
 

 
( 0) 

A littl e bit 

( 1) 

S o m e - 
w h at  

 
( 2) 

Q uit e a 
bit  

 
( 3) 

V er y 
m u c h  

 
( 4) 

 

S w elli n g of s ali v ar y gl a n d s 
u n d er  or si d e of t h e j a w  

   X    X    8  

Dr y m o ut h  X           

S w elli n g  ar o u n d  t h e e y es  X           

C h a n g e  i n vi si o n    X    X     3  
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 Fr e q u e n c y  
( C h e c k o n e) 

H o w m u c h   di str e s s d o e s t h e s y m pt o m c a u s e y o u ?  
( C h e c k o n e) 

S c or e  

S y m pt o m  N e v er  
 
 
 

( 0) 

A f e w 
d a y s a 
m o nt h  

 
( 1) 

A f e w 
d a y s a 
w e e k  

 
( 2) 

E v er y 
D a y  

 

 
( 3) 

N o n e  
 
 
 

( 0) 

A littl e 
bit  

 

 
( 1) 

S o m e - 
w h at  

 

 
( 2) 

Q uit e a 
bit  

 

 
( 3) 

V er y 
m u c h  

 

 
( 4) 

 

S ali v ar y Gl a n d s            

S w elli n g of s ali v ar y gl a n ds u n d er  or 
si d e of t h e j a w 

          

Dr y m o ut h            

Or bit ( E y e Ar e a)            

S w elli n g ar o u n d   t h e e y e s            

C h a n g e i n vi si o n            

Dr y e y e s            

Ot h er H e a d a n d N e c k            

Si n us c o n g e sti o n/ di s c h ar g e            

Si n us p ai n            

L os s of s e ns e of s m ell            

C h e st            

S h ort n e s s   of br e at h            

C o u g h            

A b d o m e n            

P ai n i n t h e  a b d o m e n            

L os s of a p p etit e            

N a us e a a n d/ or  v o miti n g            

L o os e st o ol a n d/ or  di arr h e a            
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 Fr e q u e n c y 
( C h e c k o n e) 

H o w m u c h  di str e s s d o e s t h e s y m pt o m c a u s e y o u ? 
( C h e c k o n e) 

S c or e  

S y m pt o m  N e v er  
 
 

( 0) 

A f e w 
d a y s a 
m o nt h 

( 1) 

A f e w 
d a y s a 
w e e k 
( 2) 

E v er y 
D a y  

 
( 3) 

N o n e  
 
 

( 0) 

A littl e 
bit  

 
( 1) 

S o m e - 
w h at  

 
( 2) 

Q uit e a 
bit  

 
( 3) 

V er y 
m u c h  

 
( 4) 

 

G e nit o uri n ar y ( m al e o nl y)            

P ai n i n t h e  gr oi n            

Diffi c ult y st arti n g a uri n ar y 
str e a m 

          

Uri n ati n g fr e q u e ntl y            

W a ki n g u p at ni g ht t o uri n at e            

S ki n a n d E xtr e miti e s            

Y ell o wi n g of t h e s ki n           

S w elli n g of t h e l o w er l e g s            

Ot h er S y m pt o m s            

1.            

2.            

3.            

T ot al S c or e s            

Of all   t h e s y m pt o m s  list e d a b o v e,  w hi c h t hr e e d o y o u  c o nsi d er  t o b e t h e m ost  b ot h er s o m e, s e v er e, or  i m p ort a nt  t o y o u ? 

1.  
 

2.  

 
3.  
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P ati e nt S ur v e y ( S u bj e ct  s h o ul d c o m pl et e  t hi s  f or m) 
 
 

I n str u cti o n s:  Pl e as e r at e y o ur o v er all  h e alt h  r el at e d  t o y o ur I g G 4 -R el at e d  Di s e as e i n t h e p ast w e e k  b y s el e cti n g  a  
w h ol e n u m b er  b el o w, u si n g t h e f oll o wi n g s c al e:  1 = E xtr e m el y  P o or a n d 1 0 =  E x c ell e nt . 

 
* H e alt h  pr o bl e m s  d u e t o a  di s e as e ot h er t h a n  I g G 4 -r el at e d  Di s e as e s h o ul d  n ot b e c o n si d er e d  i n t hi s e v al u ati o n. 

  P A R TI CI P A N T  G L O B A L  A S S E S S M E N T   

T o d a y' s  D at e:  |   |  |  - |   |   |  - |   |   |  | _    |  ( M M-D D -Y Y Y Y)  

  O n a s c al e  of 1- 1 0, H o w w as y o ur o v er all  h e alt h i n t h e l ast  w e e k ?   

( E xtr e m el y  P o or)  1   2  3  4  5  6  7   8  9  1 0  ( E x c ell e nt)  



 

 

F . T he  Gl uc o c o rti c oi d  T o xi cit y  I n de x  
c h e c k if p r e s e nt  C o m p o sit e G TI  It e m Wei g ht S pe cifi c List  

B o d y  m as s  i n de x  

  

I m pr o ve me nt  i n  B MI 
- 8 

M aj or i ncr e as e  i n 
B MI  

 N o c ha n ge  i n  B MI  0   

 M o d er at e i ncr e as e  i n 
B MI  

2 1 
 

 M aj or i ncr e as e  i n 
B MI  

3 6 
 

Gl uc os e t ol e r a nc e  
 I m pr o ve me nt  i n 

gl uc os e  t oler a nc e  
- 8 

 

Dia b etic  r eti n o p at h y  
 N o c ha n ge  i n  gl uc os e 

t oler a nc e 
0 

 

Dia b etic  ne p hr o p at h y  
 W ors e ni n g  of 

gl uc os e  t oler a nc e  
3 2 

 

Dia b etic  ne ur o p at h y  
 W ors e ni n g  of  

gl uc os e  t oler a nc e 
d es pit e  tr e at me nt  

 
4 4 

 

Bl o o d  pre s s ure  

 I m pr o ve me nt  i n 
bl o o d pr ess ur e  

- 1 0 
H y p ert e nsi ve  
e mer ge nc y  

  

N o c ha n ge  i n  bl o o d 
pr ess ur e  

 
0 

P ost eri or  r e versi ble 

e nc e p hal o p at h y 
s y n dr o me  

 W ors e ni n g 

h y p ert e ns i o n  
1 9 

 

 W ors e ni n g 
h y p ert e ns i o n  d es pit e 

tr e at me nt 

 
4 4 

 

Li pi ds  
 I m pr o ve me nt  i n 

li pi ds 
- 9 

 

 N o c ha n ge  i n  li pi ds  0   

 W ors e ni n g  h y p erli p i d 

e mia  
1 0 

 

 W ors e ni n g  h y p erli p i d 
e mia  d es pit e 
tr e at me nt 

 
3 0 

 

B o ne  de ns it y  
 I m pr o ve me nt  i n  b o ne 

d e nsit y  
- 1 

M aj or d e cr e as e i n 

b o ne d e nsit y  



 

 

 N o c ha n ge  i n  b o ne 
d e nsit y  

0 
I ns uffi c ie nc y 
fr a ct ur e 

 D e cr e as e  i n  b o ne 
d e nsit y  

2 9 
 

St e r oi d  m y o p at h y  
  

N o st er oi d  m y o p at h y  
0 

S e ver e  

st er oi d  m y o p at h y 
 Mil d  

st er oi d  m y o p at h y 
9 

 

 M o d er at e  
st er oi d  m y o p at h y  or 
gr e at er  

 
6 3 

 

S ki n t o xi cit y  
 N o s ki n  t o xicit y  0  S e ver e  s ki n  t o xicit y  
 Mil d  s ki n  t o xicit y  8   

 M o d er at e s ki n 
t o xicit y  or gr e at er 

2 6 
 

N e ur o ps y c hi at ri c  t o xi cit y  
 N o ne ur o ps yc hiatric 

s y m pt o ms 
0 

 
P s yc h osis  

 Mil d 
ne ur o ps yc hia tr i c 
s y m pt o ms 

 
1 1 

 
 

G G -i n d uc e d  vi ole nc e 
 M o d er at e 

ne ur o ps yc hia tr i c 
s y m pt o ms  or gr e at er 

 
7 4 

Ot her s e ver e 
ne ur o ps yc hia tr i c 
s y m pt o ms 

I nf e cti o n 
 N o si g nifi c a nt 

i nfe ct i o n 
0 

 
Gr a d e 4 i nfe cti o n  

 Or al/ va gi n al  c a n di dia 

sis  or u nc o m pli c at e d 
z ost er  

 
1 9 

 
 

Gr a d e 5 i nfe cti o n  
 Gr a d e 3 i nfe cti o n  or  

gr e at er  9 3 
 

E n d o c ri ne  

   A dr e nal  
i ns uffi cie n c y 

G ast r oi nt e sti n al  

   P erf or ati o n  
   P e ptic  ulc er  dis e as e  

M us c ul os k el et al  
   A vas c ular  ne cr osis  
   T e n d o n  r u pt ur e  

O c ul a r  



C e ntr al  s er o us  
r eti n o p at h y 

I ntr a o c ular  pr ess ur e 
ele vati o n 

P ost eri or  s u b c a ps ular  

c at ar a ct  

T ot al  

-3 6 t o 4 3 9
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