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St u d y Inf o r m ati o n

Titl e C o m p ar ati v e Eff e cti v e n ess o f E lr a n at a m a b
(P F- 0 6 8 6 3 1 3 5) i n Cli ni c al St u d y C 1 0 7 1 0 0 3 V ers us 
St a n d ar d o f C ar e ( S O C) i n R e al -W orl d ( R W)
E xt er n al C o ntr ol Ar m s i n P ati e nts w it h Tri pl e-Cl ass 
R efr a ct o r y ( T C R) M ulti pl e M y el o m a ( M M)

P r ot o c ol n u m b e r C 1 0 7 1 0 3 1

P r ot o c ol v e rsi o n i d e ntifi e r 1. 0

D at e 0 1 M a y 2 0 2 3

A cti v e s u bst a n c e Elr a n at a m a b ( P F -0 6 8 6 3 1 3 5)

R es e a r c h q u esti o n a n d o bj e cti v es P ri m a r y o bj e cti v e s:

 T o c o m p ar e P F S a m o n g T C R M M p ati e nts 
tr e at e d wit h elr a n at a m a b i n St u d y  C 1 0 7 1 0 0 3 
wit h a c o m p ar a bl e c o h ort of T C R M M 
p ati e nts r e c ei vi n g S O C t h er a py fr o m t h e 
C O T A d at a b as e.

 T o c o m p ar e P F S a m o n g T C R M M p ati e nts 
tr e at e d wit h elr a n at a m a b i n St u d y C 1 0 7 1 0 0 3 
wit h a c o m p ar a bl e c o h ort of T C R M M 
p ati e nts r e c ei vi n g S O C t h er a py fr o m t h e 
Fl atir o n H e alt h d at a b as e.

S e c o n d a r y o bj e cti v e:

 T o c o m p ar e O S i n T C R M M p ati e nts tr e at e d 
wit h elr a n at a m a b i n St u d y C 1 0 7 1 0 0 3 wit h a 
c o m p ar a bl e c o h ort of T C R M M p ati e nts 
r e c ei vi n g S O C t h er a py fr o m t h e C O T A 
d at a b as e .

 T o c o m p ar e O S i n T C R M M p ati e nts tr e at e d 
wit h elr a n at a m a b i n St u d y  C 1 0 7 1 0 0 3 wit h a 
c o m p ar a bl e c o h ort of T C R M M p ati e nts 
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r e c ei vi n g S O C t h er a py fr o m t h e Fl at ir o n 
H e alt h d at a b as e.

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

 T o c o m p ar e t h e c h a n g e of p ati e nt -r e p ort e d 
o ut c o m es i n T C R M M p ati e nts tr e at e d w it h 
elr a n at a m a b i n St u d y  C 1 0 7 1 0 0 3 wit h a 
c o m p ar a bl e c o h ort of T C R M M p ati e nts 
r e c ei vi n g S O C t h er a py fr o m t h e pr os p e cti v e 
o bs er v ati o n al st u di es C 1 0 7 1 0 1 3 a n d 
C 1 0 7 1 0 1 4 .

A ut h o r , P h D
 

Pfi z er , I nc
6 6 H u ds o n B o ul e v ar d , N e w Y or k, N Y 1 0 0 0 1

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

A b b r e vi ati o n T e r m

A D C A nti b o d y -D r u g C o nj u g at e
A E A d v ers e E v e nt
A L T A l a ni n e A mi n otr a nsf er as e
A MI A c ut e M y o c ar di al Inf ar cti o n
A nti -C D 3 8 m A b A nti -C D 3 8 M o n o cl o n al A nti b o d y
A S T A s p art at e A mi n otr a nsf er as e
A T E A v er a g e Tr e at m e nt Eff e ct
A T T A v er a g e Tr e at m e nt Eff e ct A m o n gst Tr e at e d
B C M A B -C ell M at ur ati o n A nti g e n
B M B o n e M arr o w
C A R C hi m eri c A nti g e n R e c e pt or
C A T E C o n diti o n al A v er a g e T r e at me nt E ffe ct
C CI C h arls o n C o m or bi dit y  In d e x
CI C o nfi d e n c e I nt er v al
C V D C ar di o v as c ul ar Dis e as e
D O R D ur ati o n of R es p o ns e
E C O G E ast er n C o o p er ati v e O n c ol o g y  Gr o u p
e C R F El e ctr o ni c C as e R e p ort F or m
E H R El e ctr o ni c H e alt h R e c or d
E M A E ur o p e a n M e di ci n es A g e n c y
E M D E xtr a m e d ull ar y  Dis e as e
E O R T C Q L Q- C 3 0 E ur o p e a n Or g a ni z ati o n f or R e s e ar c h a n d Tr e at m e nt of C a n c er Q u alit y  

of L if e Q u esti o n n air e V ersi o n 3. 0
E O R T C Q L Q-
M Y 2 0

E ur o p e a n Or g a ni z ati o n f o r R es e ar c h a n d Tr e at m e nt of C a n c er M ulti pl e 
M y el o m a Q u esti o n n air e

E Q -5 D E ur o p e a n Q u alit y  of Li f e 5 Di m e nsi o n 
E Q -V A S E ur o Q o L – Vis u al A n al o g S c al e
F C S F ull y  C o n diti o n al S p e cifi c ati o n
F D A F o o d a n d Dr u g A d mi nistr ati o n
F L C Fr e e Li g ht C h ai n
G B S G uill ai n -B arr e S y n dr o m e
G V H D Gr aft V ers us H ost Dis e as e
H B V H e p atitis B Vir us
H C V H e p atitis C Vir us
H C P H e alt h c ar e Pr o vi d er
HI V H u m a n I m m u n o d efi ci e n c y  Vir us
I Mi D I m m u n o m o d ul at or y Dr u g
I M W G I nt er n ati o n al My e l o m a W or ki n g Gr o u p
I P T W I n v ers e Pr o b a bilit y of Tr e at m e nt W ei g hts
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K ar M M a -R W C o m p aris o n o f I d e c a bt a g e n e Vi cl e u c el wit h R e al- W orl d O ut c o m es i n 
R el a ps e d a n d R efr a ct or y  M ulti pl e M yel o m a

L V E F L eft V e ntri c ul ar Ej e cti o n Fr a cti o n
L O T Li n e of T h er a p y
M A M M O T H M o n o cl o n al A nti b o di es i n M ulti pl e M y el o m a: O ut c o m es aft er T h er a p y  

F ail ur e
M A R Missi n g n ess at R a n d o m
MI M ulti pl e I m p ut ati o n
MI C E M u lti pl e Im p ut ati o n s b y C h ai n e d E q u ati o ns
M M M ulti pl e M y el o m a
M M R M Mi x e d -E ff e cts M o d el wit h R e p e at e d M e as ur es
M -pr ot ei n M o n o cl o n al Im m u n o gl o b uli n P r ot ei n
M U G A M ulti g at e d A c q uisiti o n S c a n
NI  N o n -I nt er v e nti o n al
NI C E N ati o n al I nstit ut e f or H e alt h a n d C ar e E x c ell e n c e
O R R O bj e cti v e R es p o ns e R at e 
O S O v er all S ur vi v al
P D Pr o gr essi v e Dis e as e
P GI C P ati e nt Gl o b al I m pr essi o n of C h a n g e
PI Pr ot e as o m e I n hi bit or
P F S Pr o gr essi o n -Fr e e S ur vi v al
P O E M S P ol y n e ur o p at h y , Or g a n o m e g al y , E n d o cri n o p at h y, M o n o cl o n al

G a m m o p at h y , a n d S ki n C h a n g es
P S Pr o p e nsit y  S c or es
P R O P ati e nt -R e p ort e d O ut c o m es
Q o L Q u alit y  of Lif e
Q T Ti m e fr o m th e b e gi n ni n g of t h e Q R S C o m pl e x t o t h e E n d of t h e T 

W a v e
Q T c F C orr e ct e d Q T ( Fri d eri ci a M et h o d)
R C T R a n d o mi z e d C o ntr oll e d Tri al
R W R e al -W orl d
R W D R e al -W orl d D at a
R W E R e al -W orl d E vi d e n c e
R R M M R el a ps e d or R efr a ct or y  M M
S A P St atisti c al a n al y sis pl a n
S A R S -C o v 2 S e v er e A c ut e R es pir at or y S y n dr o m e - C or o n a vir us 2
S L A M F 7 Si g n ali n g L y m p h o c y ti c A cti v ati o n M ol e c ul e F a mil y M e m b er 7
S M D St a n d ar di z e d M e a n Diff er e n c e
S O C St a n d ar d of C ar e
S P E P S er u m P r ot ei n E l e ctr o p h or esis
T C R Tr i pl e-Cl ass R efr a ct or y
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A b b r e vi ati o n T e r m

U L N U p p er Li mit of N or m al
U P E P Uri n e Pr ot ei n El e ctr o p h or esis 
U S U nit e d St at es
V A S Vis u al A n al o g S c al e
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3. R E S P O N SI B L E P A R TI E S

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

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

, P h D Pfi z er , I n c 6 6 H u ds o n B o ul e v ar d , 
N e w  Y or k, N Y 1 0 0 0 1

, M P H Pfi z er , I n c 6 6 H u ds o n B o ul e v ar d, 
N e w  Y or k, N Y 1 0 0 0 1

, M D Pfi z er, I n c W alt o n O a ks, D or ki n g 
R o a d, T a d w ort h, U K 

S urr e y K T 2 0 7 N S
, P h ar m D, M B A Pfi z er, I n c 6 6 H u ds o n B o ul e v ar d, 

N e w  Y or k, N Y 1 0 0 0 1
, P h D Pfi z er, I n c 5 0 0 Ar c ol a R o a d, 

C oll e g e vill e, P A 1 9 4 2 6
, M P H Pfi z er, I n c 6 6 H u ds o n B o ul e v ar d, 

N e w  Y or k, N Y 1 0 0 0 1
, P h D S T A T L O G, 

I n c
4 6 7 3 Cl ar a Br o uss e a u, 
Q u é b e c, Q C G 1 Y 3 M 9

, M P H S T A T L O G, 
I n c

4 6 7 3 Cl ar a Br o uss e a u, 
Q u é b e c, Q C G 1 Y 3 M 9
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4. A B S T R A C T

N ot a p pli c a bl e .
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5. A M E N D M E N T S A N D U P D A T E S

N o n e.
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6. MI L E S T O N E S

M il est o n e Pl a n n e d d at e

St art of d at a c oll e ct i o n 1 5 M a y 2 0 2 3

E n d of d at a c oll e cti o n 2 2 M a y 2 0 2 3

Fi n al st u d y r e p ort 2 6 J ul y 2 0 2 3
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7. R A T I O N A L E A N D B A C K G R O U N D

M M is a r ar e a n d pr o gr essi v e t y p e of c a n c er t h at is c h ar a ct eri z e d b y  t h e r a pi d a c c u m ul ati o n 
of m o n o cl o n al pl as m a c ells i n t h e b o n e m arr o w ( B M). T his r es ults i n t h e pr o d u cti o n of 
m o n o cl o n al i m m u n o gl o b uli n pr ot ei n ( M -pr ot ei n) a n d e v e nt u all y l e a ds t o e n d -or g a n d a m a g e. 
T h e gl o b al i n ci d e n c e of M M is risi n g a n d is esti m at e d at 1 6 0, 0 0 0 i n 2 0 1 8, wit h 
1 0 6, 0 0 0 d e at hs attri b ut e d t o M M a n n u all y . I n t he p ast 3 d e c a d es, fr o m 1 9 9 0 t o 2 0 1 6, t h e 
gl o b al i n ci d e n c e of M M h as i n cr e as e d b y 1 2 6 %, wit h t h e hi g h est i n ci d e n c e r at es r e p ort e d i n 
A ustr ali a, W est er n E ur o p e, a n d t h e U nit e d St at es ( U S). 1

O v er t h e y e ars, a d v a n c e m e nts h a v e b e e n m a d e i n t h e dis c o v er y  a n d utili z ati o n of M M 
t h er a pi es, wit h t h e c urr e nt S O C i n cl u di n g pr ot e as o m e i n hi bit ors ( PIs) ( b ort e z o mi b, 
c arfil z o mi b, i x a z o mi b), i m m u n o m o d ul at or y  dr u gs (I Mi Ds) (t h ali d o mi d e , l e n ali d o mi d e, 
p o m ali d o mi d e), a n d a nti -C D 3 8 m o n o cl o n al a nti b o di es ( a nti -C D 3 8 m A b : d ar at u m u m a b a n d 
is at u xi m a b).2

D es pit e t h es e tr e at m e nt a d v a n c es, a m aj or pr o p orti o n of M M p ati e nts will f ail all 3 cl ass es of 
t h e c urr e nt S O C r e gi m e ns (i n cl u di n g PI, I MI Ds, a nd a nti -C D 3 8) a n d b e c o m e tri pl e cl ass 
r efr a ct or y ( T C R). T h e tr e at m e nt of T C R M M pr es e nts a t h er a p e uti c c h all e n g e b e c a us e of t h e 
i n h er e nt cl o n al h et er o g e n eit y a n d g e n eti c i nst a bilit y of M M t u m or c ells, i nfl u e n ci n g t h e 
e v e nt u al d e v el o p m e nt of t h er a p e ut i c r esist a n c e.3 T h er ef or e, as T C R p ati e nts pr o gr ess a n d ar e 
e x p os e d t o a n i n cr e asi n g n u m b er of t h er a pi es, t h e d ur ati o n of r es p o ns e ( D O R) d e cr e as es 
al o n g wit h P F S a n d O S u ntil t h e dis e as e is ulti m at el y  f at al.4 -6

B el a nt a m a b m af o d oti n -bl mf w as t h e first B -c ell m at ur ati o n a nti g e n ( B C M A) t h er a p y 
a p pr o v e d b y t h e F D A i n A u g ust 2 0 2 0 ,7 a n d i n N o ve m b er 2 0 2 2, t h e U S m ar k eti n g 
a ut h ori z ati o n w as wit h dr a w n .8 Si n c e 2 0 2 0, t h e F D A h as a p pr o v e d 3 ot h er B C M A t h er a pi es , 
i n cl u di n g 2 C A R T -c ell t h er a pi es (i d e c a bt a g e n e vi cl e u c el a n d cilt a c a bt a g e n e a ut ol e u c el) a n d 
m os t r e c e ntl y t h e first-i n-cl ass B C M A bis p e cifi c a nti b o d y  t h er a py t e clist a m a b -c q y v .9 -1 1

Pfi z er h as d e v el o p e d elr a n at a m a b ( P F -0 6 8 6 3 1 3 5), a n i n v esti g ati o n al B -c ell m at ur at i o n 
a nt i g e n ( B C M A) C D 3-t ar g et e d bis p e cifi c a nti b o d y, f or t h e tr e at m e nt of p ati e nts wit h T C R 
M M. T h e pr eli mi n ar y r es ults of t h e P h as e 1 st u d y ( N C T 0 3 2 6 9 1 3 6) d e m o nstr at e d m a n a g e a bl e 
s af et y of elr a n at a m a b a n d a r es p o ns e r at e of 6 9 % (i e, 9/ 1 3 p ati e nts) a t t h e re c o m m e n d e d d os e 
of 1 0 0 0 µ g/ k g .1 2 A d diti o n all y , elr a n at a m a b h as b e e n gr a nt e d F ast Tr a c k D esi g n ati o n b y t h e 
U S F o o d a n d Dr u g A d mi nistr ati o n ( F D A) a n d E ur o p e a n M e di ci n es A g e n c y ( E M A) t o ai d t h e 
r a pi d d e v el o pm e nt a n d r e vi e w of t his n o v el a g e nt a n d t h er e b y a d dr es s t h e u n m et m e di c al 
n e e ds of T C R M M p ati e nts .1 3 Pfi z er is c urr e ntl y c o n d u cti n g a P h as e 2 st u d y t o e v al u at e t h e 
cli ni c al b e n efit of elr a n at a m a b i n T C R M M p ati e nts ( S t u d y C 10 7 1 0 0 3). T h e u p d at e d r es ults 
fr o m t h e M a g n etis M M-3 st u d y  s h o w e d a n o bj e cti v e r es p o ns e r at e ( O R R ) of 6 1. 0 % aft er a 
m e di a n f oll o w -u p of 1 0. 4 m o nt hs .1 4 B as e d o n t h es e r es ults, i n N o v e m b er 2 0 2 2, elr a n a t a m a b 
re c ei v e d F D A Br e a kt hr o u g h T h er a p y  D esi g n ati o n f or t h e tr e at m e nt of p ati e nts wit h r el a ps e d 
or r efr a c t or y M M ( R R M M).1 5 C o nsi d eri n g t h e et hi c al a n d pr a cti c al c h all e n g es ass o ci at e d 
wit h c o n d u cti n g a r a n d o mi z e d cli ni c al tri a l wit hi n a p arti c ul arl y diffi c ult-t o-tr e at p o p ul ati o n 
of M M p ati e nts wit h u n m et n e e ds a n d n o cl e ar si n gl e S O C, a si n gl e ar m d esi g n w as a d o pt e d 
f or t h e P h as e 2 st u dy. 1 6 T h us, t h er e is a n e e d t o g e n e r at e e vi d e n c e o n t h e cli ni c al o ut c o m es of 
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T C R p ati e nts w h o r e c ei v e S O C t o h el p c o nt e xt u ali z e t h e r es ults fr o m St u d y C 1 0 7 1 0 0 3. T his 
h as b e e n a c c o m plis h e d b y  cr e ati n g a n e xt er n al c o ntr ol ar m usi n g re al - worl d d at a ( R W D) t o 
s u p p or t t h e o n g oi n g e v al u ati o n of elr a n at a ma b.

Ot h er st u di es us e d t h e R W d at a t o a n al y z e cli ni c al o ut c o m es i n p ati e nts wit h 
r el a ps e d/r efr a ct or y M M ( R R M M). I n t h e M A M M O T H st u d y,1 7 2 4 9 M M p ati e nts st arti n g a 
n e w tr e at m e nt aft er b e c o mi n g r efr a ct or y to a n a n ti-C D 3 8 m A b (d ar at u m u m a b or is at u xi m a b ) 
w er e i d e ntifi e d fr o m 1 4 U S a c a d e mi c i nstit uti o ns. I n t h es e p ati e nts, t h e O R R f or t h e first 
r e gi m e n aft er b e c o mi n g r efr a ct or y t o a nti- C D 3 8 m A b w as 3 1 %, a n d me di a n P F S a n d O S 
fr o m t h e ti m e w h e n p ati e nts b e c a m e refr a ct o r y t o an a nti -C D 3 8 m A b w er e 3. 4 m o nt hs 
( 9 5 % c o nfi d e n c e i nt er v al, CI : 2. 8- 4. 0) a n d 9. 3 m o nt hs ( 9 5 % CI : 8. 1- 1 0. 6) , r es p e cti v ely. 1 7

T h e K ar M M a -R W st u d y  w as a gl o b al NI, r etr os p e cti v e st u d y t h at ass ess e d tr eat m e nt p att er n s 
a n d o ut c o m es i n R W R R M M p ati e nts tr e at e d wit h c urr e ntl y a v ail a bl e t h er a pi es, a n d w h os e 
c h ar a ct eristi cs w er e si mil ar t o t h e K ar M M a st u d y, a P h as e 2 si n gl e -ar m st u d y  of 
i d e c a bt a g e n e vi cl e u c el i n h e a vil y pr etr e at e d R R M M p ati e nts w h o w er e tri ple- cl ass e x p os e d 
a n d r efr a ct or y  t o t h e l ast r e gi m e n.1 8 A p pr o x i m at el y 4 3 % of t h e K ar M M a-R W p o p ul ati o n 
w er e T C R. T h e O R R of t h e 1 9 0 eli gi bl e R R M M p ati e nts i n t h e R W s etti n g w as 3 2 % 
( 9 5 % CI : 2 4. 4 - 4 2. 3), a n d 2 9. 4 % ( 9 5 % CI: 2 0. 2-4 2. 8) i n t h e m at c h e d eli gi bl e R R M M s u bs et. 
I n t h e eli gi bl e R R M M c o h orts, t h e m e di a n P F S w as 3. 5 m o nt hs, a n d t h e m e di a n O S w as 
1 4. 7 m o nt hs.

R e g ul at or y  A g e n ci es, i n cl u di n g F D A a n d E M A, h a v e r e c o g ni z e d t h e utilit y of e xt er n al 
c o ntr ol ar ms d eri v e d fr o m R W D i n d e cisi o n -m a ki n g, a n d h a v e est a blis h e d g ui d a n c e o n 
c o n diti o ns t h at s h o ul d b e s atisfi e d b ef or e a n e xt er n al c o ntr ol a p pr o a c h is d e e m e d a p pr o pri at e, 
as w ell as k e y  m et h o d ol o gi c al c o nsi d er ati o ns t o b e a d dr ess e d.1 9 -2 1 A c c or di n g t o t h es e 
g ui d eli n es, a n e xt er n al c o ntr ol a p pr o a c h is c o nsi d er e d a p pr o pri at e u n d er c ert ai n c o n diti o ns, 
i n cl u di n g ( a) t h er e is a hi g h u n m et n e e d ( e g, s eri o us r ar e dis e as es), ( b) t h er e is a w ell -
d o c u m e nt e d, hi g hl y  pr e di ct a bl e dis e as e c o urs e t h at c a n b e o bj e cti v el y m e as ur e d a n d v erifi e d, 
a n d ( c ) t h er e is an e x p e ct e d dr u g eff e ct t h at is l ar g e, s elf -e vi d e nt, a n d t e m p or all y  cl os ely 
ass o ci at e d wit h t h e i nt er v e nti o n. 2 2 ,2 3 A r e c e ntl y p u blis h e d r e vi e w of t h e N ati o n al I nstit ut e f or 
H e alt h a n d C ar e E x c el l e n c e ( NIC E) a p pr ais als s h o w e d t h at 2 2 t e c h n ol o gi es ( 1 2 i n a n 
o n c ol o g y  i n di c ati o n) w er e a p pr ais e d b y NI C E fr o m 20 0 0 t o 2 0 1 6 b a s e d o n n o n -r a n d o mi z e d 
c o ntr oll e d tri al ( R C T) d at a; 2 7 % of t h os e us e d o bs er v ati o n al d at a t o est a blis h c o m p ar ati v e 
eff e cti v e n ess ;2 4 o v er h alf of t h e NI C E a p pli c ati o ns w er e m a d e i n t h e l ast 2 y e ars al o n e.

T o c o nt e x t u ali z e t h e cli ni c al pr ofil e of elr a n at a m a b, a r etr os p e cti v e c o h ort st u d y  (St u d y  
C 1 0 7 1 0 2 4; N C T 0 5 5 6 5 3 9 1), w as c o n d u ct e d t o c o m p ar e t h e effi c a c y  o ut c o m es o bs er v e d i n 
t h e p arti ci p a nts of St u d y  C 1 0 7 1 0 0 3 ( wit h at l e ast 9 m o nt hs of f oll o w- u p ) a n d R W p ati e nts 
s el e ct e d fr o m 2 U S -b as e d o n c ol o g y  el e ctr o ni c h e alt h r e c or d ( E H R) d at a b as es, Fl atir o n 
H e alt h a n d C O T A. T h e r es ults of St u d y  C 1 0 7 1 0 2 4 s h o w e d t h at a m o n g T C R M M p ati e nts, 
t h os e tr e at e d wit h elr a n at a m a b h a d si g nifi c a ntly hi g h er O R R t h a n t h os e tr e at e d wit h S O C. 
T h u s, i n t h e IP T W a n al ysis c o m p ari n g p arti ci p a nts fr o m St u d y  C 1 0 7 1 0 0 3 wit h R W p ati e nts 
fr o m CO T A or Fl atir o n H e alt h, t h e esti m at e d r el ati v e ris k ( R R) w as 2. 2 2 ( 9 5 % CI : 1. 6 9- 2. 9 0, 
p <. 0 0 0 1) a n d 1. 7 9 ( 9 5 % CI : 1. 0 1- 3. 1 5, p =. 0 4 4 7), r es p e cti v ely. Di ff er e n c es i n t h e ti m e t o 
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r es po ns e ( T T R) b et w e e n t h os e tr e at e d wit h elr a n at a m a b a n d S O C w er e n ot c o nsist e nt l y 
o bs er v e d, h o w e v er, D O R w as si g nifi c a ntl y i m pr o v e d f or elr a n at a m a b c o m p ar e d t o S O C 
(IP T W h a z ar d r ati o [ H R] 0. 1 1, 9 5 % CI : 0. 0 6 - 0. 2 2, p <. 0 0 0 1 a n d 0. 2 1, 9 5 % C I: 0. 1 0 - 0. 4 5, 
p <. 0 0 0 1 w h e n c o m p ari n g p arti ci p a nts fr o m St u d y C 1 0 7 1 0 0 3 wit h R W p ati e nts fr o m C O T A 
or Fl atir o n H e alt h, r es p e cti v el y ). T h e c urr e nt st u d y is t h e c o nti n u ati o n of t h e C 1 0 7 1 0 2 4 wit h 
a l o n g er a v ail a bl e f oll o w-u p of t h e St u d y C 1 0 7 1 0 0 3 p ar ti ci p a nts a n d a l ar g er s et of
o ut c o m es . 

T his st u d y  ai ms t o c o m p ar e t h e P F S a n d O S i n p arti ci p a nts of St u d y C 1 0 7 1 0 0 3 tr e at e d wit h 
elr a n at a m a b v ers us R W T C R M M p ati e nts tr e at e d wit h S O C t h er a pi es. T o r e d u c e t h e 
p ot e nti al f or bi as, e xt er n al c o ntr ol ar ms will b e c o nst r u ct e d b y  s el e cti n g fit-f or-p ur p os e R W D 
s o ur c es (i e, r eli a bl e a n d r el e v a nt),2 5 a n d a p pr o pri at e c o m p ar ati v e eff e cti v e n ess m et h o ds,
i n cl u di n g st atisti c al t e c h ni q u es ( e g, I P T W) 2 6 -2 8 A d diti o n all y , a n e x pl or at or y a n al ys is of 
p ati e nt r e p ort e d o ut c o m es ( P R Os ) will b e c o n d u ct e d.

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

T hi s st u d y ai ms t o ass ess t h e c o m p ar ati v e eff e cti v e n ess of elr a n at a m a b v ers us S O C tr e at m e nt 
i n T C R M M p ati e nts usi n g e xt er n al c o ntr ol ar ms f or t h e o p e n-l a b el, m ulti c e nt er, n o n-
ra n d o mi z e d si n gl e -ar m P h as e 2 St u d y  C 1 0 7 1 0 0 3 .

P ri m a r y o bj e cti v e s:

 T o c o m p ar e P F S a m o n g T C R M M p ati e nts tr e at e d wit h elr a n at a m a b i n St u d y  
C 1 0 7 1 0 0 3 wit h a c o m p ar a bl e c o h ort of T C R M M p ati e nts r e c ei vi n g S O C t h er a py 
fr o m t h e C O T A d at a b as e.

 T o c o m p ar e P F S a m o n g T C R M M p ati e nts tr e at e d wit h elr a n at a m a b i n St u d y  
C 1 0 7 1 0 0 3 wit h a c o m p ar a bl e c o h ort of T C R M M p ati e nts r e c ei vi n g S O C t h er a py 
fr o m t h e Fl atiro n H e alt h d at a b as e .

S e c o n d a r y o bj e cti v es:

 T o c o m p ar e O S i n T C R M M p ati e nts tr e at e d wit h elr a n at a m a b i n St u dy C 1 0 7 1 0 0 3 
wit h a c o m p ar a bl e c o h ort of T C R M M p ati e nts r e c ei vi n g S O C t h er a py fr o m t h e 
C O T A d at a b as e.

 T o c o m p ar e O S i n T C R M M p ati e nts tr e at e d wit h elr a n at a m a b in St u d y C 1 0 7 1 0 0 3 
wit h a c o m p ar a bl e c o h ort of T C R M M p ati e nts r e c ei vi n g S O C t h er a py fr o m t h e 
Fl at ir o n H e alt h d at a b as e.

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

 T o c o m p ar e t h e c h a n g e of p ati e nt -r e p ort e d o ut c o m es i n T C R M M p ati e nts tr e at e d 
wit h elr a n at a m a b i n St u d y  C 1 0 7 1 0 0 3 wit h a c om p ar a bl e c o h ort of T C R M M p ati e nts 
r e c ei vi n g S O C t h er a py fr o m t h e pr os p e cti v e o bs er v ati o n al st u di es C 1 0 7 1 0 1 3 a n d 
C 1 0 7 1 0 1 4 .
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9. R E S E A R C H M E T H O D S

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

T his r etr os p e cti v e c o h ort st u d y  will us e p ati e nt -l e v el d at a fr o m si n gl e ar m cli ni c al St u d y  
C 1 0 7 1 0 0 3 a n d e xt er n al c o ntr ol ar ms i d e ntifi e d pr e vi o usl y fr o m R W D s o ur c es. T h e r el ati n g 
st u d y pr ot o cols ar e i n A n n e x 1 . T o m a xi mi z e c o m p ar a bilit y , t h e eli gi bilit y crit eri a f or t h e
p arti ci p a nts fr o m St u d y C 1 0 7 1 0 0 3 h a v e b e e n a p pli e d t o p ati e nt s fr o m t h e R W D so ur c es (s e e 
S e cti o n 9. 2. 3 f or m or e d et ail).

M M p ati e nts eli gi bl e f or s el e cti o n i nt o e xt er n al c o ntr ol ar ms ar e t h os e p ati e nts w h o ar e 
r efr a ct or y t o at l e ast 1 PI, 1 IMi D, a n d 1 a nti -C D 3 8 m A b a n d h a v e st art e d at l e ast 1 n e w 
tr e at m e nt si n c e t h e d o c u m e nt ati o n of T C R st at us. R efr a ct or y  is d efi n e d as h a vi n g dis e as e 
pr o gr essi o n, a c c or di n g t o I nt er n ati o n al M y el o m a W or ki n g Gr o u p (I M W G) crit eri a or cli ni c al 
ass ess m e nt, w hil e o n t h er a p y  or wit hi n 6 0 d a y s of t h e l ast d os e i n a n y lin e of t h er a p y ( L O T), 
r e g ar dl ess of r es p o ns e. I n Fl atir o n H e alt h a n d C O T A, if a s u bs e q u e nt L O T w as i niti at e d a n d 
a pr o gr essi o n w as o bs er v e d aft er at l e ast 3 0 d a y s of t h e L O T st art, t h e p ati e nt is c o nsi d er e d 
r efr a ct ory t o t h e s u bs e q u e nt L O T e v e n if t h e pr o gr essi o n o c c urr e d wit hi n 6 0 d a y s aft er t h e 
l ast d os e of t h e pr e c e di n g LO T. D et ails o n t h e o p er ati o n al d efi niti o ns of I M W G crit eri a f or 
pr o gr essi o n us e d i n Fl atir o n H e alt h , C O T A, C 1 0 7 1 0 1 3, a n d C 1 0 7 1 0 1 4 a n d a si d e- b y -si d e 
c o m p aris o n wit h t h e crit eri a us e d i n S t u d y C 1 0 7 1 0 0 3 ar e pr o vi d e d i n t h e r el at e d st u d y 
pr ot o c ols i n A n n e x 1 .

I n t h e R W s etti n g, n o si n gl e S O C c urr e ntly e xists f or T C R M M p ati e nts, a n d c o m bi n ati o ns of 
tr e at m e nts ar e fre q u e ntl y us e d i n li e u of m o n ot h er a p y. 2 9 . F or si m pli cit y, i n t his pr ot o c ol, t h e 
t er m “ S O C ” r ef ers t o all st a n d ar d tr e at m e nt o pti o ns a v ail a bl e f or T C R M M p ati e nts. 
S el e cti o n of T C R M M p ati e nts i niti at i n g a n e w tr eat m e nt i n t h e e xt er n al c o ntr ol ar m e n a bl es 
c o m p ar a bilit y  of p ati e nts at a si mil ar st a g e i n dis e as e pro gr essi o n f oll o wi n g T C R 
d o c u m e nt ati o n.

T h e d at e of i niti ati o n of t h e first r e gi m e n aft er T C R M M eli gi bilit y  will b e d efi n e d as t h e 
i n d e x d at e. F or t h e c o m p ar ati v e a n al ys is of P F S a n d O S , onl y  p ati e nts wit h a n i n d e x d at e 
o c c urri n g b et w e e n 1 6 N o v e m b er 2 0 1 5, a n d 3 0 J u n e 2 0 2 2 will b e s el e ct e d (t h e first a nti -
C D 3 8 m A b t h er a p y w as a p pr o v e d by t h e F D A o n 1 6 N o v e m b er 2 0 1 5) fr o m C O T A a n d 
Fl atir o n H e alt h .  

 
T h e st u d y  p eri o d will b e c o m pris e d of t h e b as eli n e p eri o d (ti m e pr e c e di n g t h e 

i n d e x d at e) a n d t h e obs er v at i o n al p eri o d (ti m e f oll o wi n g t h e i n d e x d at e). T h e b as eli n e p eri o d 
(s cr e e ni n g p eri o d) f or t h e parti ci p a nts of C 1 0 7 1 0 0 3 is 2 8 d a ys b ef or e t h e i niti ati o n of 
elr a n at a m a b. D u e t o t h e o bs er v ati o n al n at ur e of d at a , t h e b as eli n e p eri o d f or R W p ati e nts f or
th e c oll e cti o n of p ati e nts’ hist or y  a n d l a b m e as ur e m e nts e xt e n ds fr o m t h e ti m e of t h e first 
M M di a g n os is t o t h e i n d e x d at e. T h e s p e cifi c ti m e wi n d o ws f or e a c h ass ess m e nt ar e d et ail e d 
i n t h e r es p e cti v e R W pr ot o c ols (A n n e x 1 ) a n d i n t h e list of c o v ari at es pr o vi d e d i n 
S e cti o n 9. 3 . T h e o bs er v ati o n al p eri o d will s p a n fr o m t h e i n d e x d at e t o t h e e arli est of d e at h, or 
t h e l at est a v ail a bl e p ati e nt r e c or d, w hi c h e v er c o m es first. T h e pr i m ar y cli ni c al o ut c o m e of 
i nt er est will b e P F S. T h e s e c o n d ar y  cli ni c al o ut c o m e of i nt er est will be O S . It is e x p e ct e d t h at 

0
9
0
1
7
7
e
1
9
d
6
a
1
0
1
2\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
5-

M
ay

-
2
0
2
3 

0
2:

3
3 

(
G

M
T)

C CI



P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 1 6 of 7 6

t h e m e di a n O S will n ot b e r e a c h e d i n St u d y C 1 0 7 1 0 0 b e c a us e of i ns uffi ci e nt f oll o w- u p d at a 
us e d i n t his a n al y sis . For t h e e x pl or at or y  a n al ys is, P R Os m e as ur e d usi n g s elf-a d mi nist er e d 
q u esti o n n air es will b e ass ess e d .

I n t h e m ai n a n alys is c o m pari n g P F S a n d O S, diff er e n c es i n b as eli n e c h ar a ct eristi cs 
( d e m o gr a p hi c c h ar a ct eristi cs, tr e at m e nt hist or y, a n d dis e as e -r el at e d c h ara ct eristi cs ) b et w e e n 
p ati e nts i n St u d y  C 1 0 7 1 0 0 3 a n d e a c h e xt er n al c o ntr ol ar m will b e b al a n c e d usi n g I P T W (s e e 
S e cti o n 9. 7. 2 ). S e nsiti vit y  a n al ys es of P F S a n d O S will b e c o n d u ct e d t o e v al u at e t h e eff e ct of 
alt er n ati v e m et h o ds t o a d dr ess c o nf o u n di n g a n d s el e cti o n bi as, i n cl u di n g t h e d o u bl y r o b ust 
m et h o d, a n d u si n g a lt er n ati v e i n cl usi o n/ e x cl usi o n crit eri a. A q u a ntit ati v e bi as a n al ys is 
( n ullifi c ati o n a n alys is) will b e p erf or m e d t o e v al u at e t h e r o b ust n ess of r esult s i n t h e pr es e n c e 
of p ot e nti al t hr e ats t o i nt er n al v ali dit y  (s e e S e cti o n 9. 7. 3 ).

A s c h e m ati c fi g ur e of St u d y  C 1 0 7 1 0 0 3 a n d e xt er n al c o ntr ol ar ms is pr o vi d e d i n Fi g ur e 1 a n d 
Fi g ur e 2 , r es p e cti v el y.
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Fi g u r e 1. B as eli n e a n d O bs e r v ati o n P e ri o ds i n St u d y C 1 0 7 1 0 0 3

Fi g u r e 2 . B as eli n e a n d O bs e r v ati o n P e ri o ds i n E xt e r n al C o nt r ol A r ms
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9. 2. S etti n g

9. 2. 1. St u d y C 1 0 7 1 0 0 3 

St u d y  C 1 0 7 1 0 0 3 is a n o p e n-l a b el, m ulti-c e nt er, n o n -r a n d o mi z e d P h as e 2 st u d y of 
elr a n at a m a b (P F -0 6 8 6 3 1 3 5 ) m o n ot h er a p y , w hi c h w as i niti at e d i n F e br u ar y 2 0 2 1.3 0 T o 
d et er mi n e t h e eff e cts of pri or B C M A - dir e ct e d t her a p y  o n t h e r es p o ns e t o elr a n at a m a b
m o n ot h er a p y, St u d y C 1 0 7 1 0 0 3 e nr oll e d 2 i n d e p e n d e nt a n d p ar all el c o h orts, 1 wit h p ati e nts 
w h o ar e n aï v e t o B C M A -dir e ct e d t h er a pi es ( C o h ort A; 1 2 3 p ati e nts) a n d t h e ot h er wit h 
p ati e nts pr e vi o usl y e x p os e d t o B C M A - dir e ct e d t h er a p y ( C o h ort B; 6 4 p ati e nts ). B e c a us e f e w 
p ati e nts w er e e x p os e d t o B C M A- dir e ct e d t h er a p y  i n our R W d at a b as e s o ur c es, t h e f o c us of 
t h e c o m p aris o ns will b e o n C o h ort A i n St u d y  C 1 0 7 1 0 0 3, t h o u g h a d diti o n al a n alys es will 
i n cl u d e b ot h C o h orts A a n d B.

9. 2. 2. R e al -W o rl d D at a S o u r c es

T h e c o h orts of R W T C R M M p ati e nts f or t h e e xt er n al c o ntr ol ar m will b e i d e ntifi e d fr o m 
E H R d at a b as es Fl atir o n H e alt h a n d C O T A a n d p r os p e cti v e o bs er v ati o n al st u di es C 1 0 7 1 0 1 3 
a n d C 1 0 7 1 0 1 4 . T h es e d at a b as es h a v e b e e n s el e ct e d a c c or di n g t o d at a a v ail a bilit y a n d as 
fit-f or-p ur p os e f or f ulfilli n g st u d y  o bj e cti v es ( 2 3). T h e eli gi bl e p eri o d f or t h e i n d e x d at es of 
p ati e nts fr o m e a c h R W d at a b as e h a s b e e n s el e ct e d t o ali g n as cl os el y  as p ossi bl e t o e a c h 
ot h er a n d St u d y  C 1 0 7 1 0 0 3 .

Fl ati r o n H e a lt h

T h e F l atir o n H e alt h d at a b as e is a l o n git u di n al, d e m o gr a p hi c ally, a n d g e o gr a p hi c all y di v ers e 
d at a b as e d eri v e d f r o m E H R d at a. Fl atir o n i n cl u d es d at a fr o m o v er 2 8 0 c o m m u nit y c a n c er 
c e nt ers a n d a c a d e mi c i nstit uti o ns ( ~ 8 0 0 sit es of c ar e) r e pr es e nti n g m o r e th a n 2. 4 m illi o n U S 
a cti v e c a n c er p ati e nts a v ail a bl e f or a n al ys is. T h e s o ur c e p o p ul ati o n is t h e o v er all p o p ul ati o n 
r e p ort e d i n t h e E H R a n d i n cl u d es p ati e nts m a n a g e d i n at l e ast 1 of t h e U S o n c ol o g y c e nt ers 
t a ki n g p art i n t h e Fl atir o n H e alt h n et w or k fr o m 0 1 J a n u ar y 20 1 1 o n w ar ds.

Fl atir o n H e alt h d at a b as es c o nsist of l o n git u di n al d at a o n M M p ati e nts, i n cl u di n g n or m ali z e d 
d at a fr o m str u ct ur e d E H R, e n h a n c e d d at a o n p ati e nts’ c h ar a ct eristi cs a bstr a ct e d fr o m 
u nstr u ct ur e d E H R, a n d d eri v e d d at a t h at is cr e at e d b a s e d o n Fl ati ro n-s p e cifi c b usi n ess 
r ul es.3 1

Str u ct ur e d d at a i n cl u d e i nf or m ati o n o n p ati e nts’ d e m o gr a p hi cs, visit d at es, di a g n os es, vit als, 
m e di c ati o ns, t h e E ast e r n C o o p er ati v e O n c ol o g y Gr o u p ( E C O G) p erf or m a n c e stat us , a n d 
l a bor at or y  t ests. U nstr u ct ur e d d at a c o nt ai n a d diti o n al i nf or m ati o n o n c o m or bi diti es, 
bi o m ar k er r e p orts, a n d d et ails of tr a ns pl a nts. Fl atir o n H e alt h als o pr o vi d es d eri v e d d at a s u c h 
as pr o gr essi o n a n d r es p o ns e v ari a bl es w h er e al g orit h ms ar e d e v el o p e d f oll o wi n g a d a pt e d 
I M W G crit eri a t o i d e ntif y t h es e e v e nts t hr o u g h o ut t h e c o urs e of a p ati e nt’s j o ur n e y.

D et ails o n t h e i d e ntifi c ati o n of t h e e xt er n al c o ntr ol ar m usi n g Fl atir o n H e alt h d at a c a n b e 
f o u n d in t h e r el at e d pr ot o c ol as D o c u m e nt 0 0 1 i n A n n e x 1 .
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C O T A

C O T A m ai nt ai ns a m ulti dis ci pli n ar y  d at a c ur ati o n a p pr o a c h. T h e C O T A d at a b as e is a 
l o n git u di n al d at a b as e d eri v e d fr o m t h e E H R of h e alt h c ar e pr o vi d er ( H C P) sit es i n cl u di n g 
a c a d e mi c i nstit uti o ns, c o m m u nit y  c e nt ers, a n d h os pit al s yst e ms r e pres e nti n g 5 0 0, 0 0 0 p ati e nts 
fr o m o ver 2 0 0 sit es of c ar e i n t h e U S. D at a el e m e nts ar e st a n d ar di z e d a cr oss s o u r c es t o cr e at e 
a si n gl e, str u ct ur e d d at as et t o c o v er t h e f ull l o n git u di n al hist or y  of a p ati e nt’s cli ni c al c ar e. 
F or e a c h p ati e nt, t h e d a t a s ets c o nt ain i nf or m ati o n fr o m t h e ti m e of i niti al M M di a g n osis t o 
t h e m ost r e c e nt d o c u m e nt ati o n i n t h e H E R. 3 2

As wit h Fl atir o n H e alt h, C O T A c oll e cts i nf or m ati o n fr o m str u ct ur e d a n d u nstr u ct ur e d d at a 
s o ur c es. D eri v e d d at a b as e d o n a d a pt e d I M W G crit eri a ar e als o pr o vi d e d ( e g, dis e as e 
pr o gr essi o n a n d tr e at m e nt r es p o ns e). C O T A dif f ers fr o m Fl atir o n H e alt h i n t h e pr o visi o n of 
s p e cifi c d at a b as es t h at ar e d e di c at e d t o r e p orti n g f a ct ors r el e v a nt t o t h e e x p eri e n c e of a 
p ati e nt wit h M M a n d i n cl u d es d at as ets c o nt ai ni n g a bstr a ct e d i nf or m ati o n o n b o n e l esi o ns, 
pl as m a c y t o m as, r a di ati o n t h er ap y , a n d a d v ers e e v e nts ( A Es ).

D et ails o n t h e i d e ntifi c ati o n of t h e e xt er n al c o ntr ol ar m usi n g C O T A d at a c a n b e f o u n d i n t h e 
r el at e d pr ot oc ol as D o c u m e nt 0 0 2 i n A n n e x 1 . 
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9. 2. 3. I n cl usi o n a n d E x cl usi o n C rit e ri a f o r E xt e r n al C o nt r ol A r ms

C o m p ar a bilit y  of p ati e nts b et w e e n St u d y C 1 0 7 1 0 0 3 a n d t h e e xt er n al c o ntr ol ar ms is o n e of 
t h e k e y c o nsi d er ati o ns t o mi ni mi z e bi as. C ar e will b e t a k e n t o e ns ur e t h at p ati e nts i d e ntifi e d 
fr o m e ac h R W T C R M M c o h ort ar e si mil ar t o t h e St u d y  C 1 0 7 1 0 0 3 p ati e nts b y s ati sf yi n g 
pr e -s p e cifi e d i n cl usi o n a n d e x cl usi o n crit eri a. I n cl u si o n a n d e x cl usi o n c rit eri a fr o m St u d y 
C 1 0 7 1 0 0 3 ar e pr o vi d e d i n T a bl e 1 a n d will b e m o difi e d f or e a c h c o h ort of R W T C R p ati e nts 
b as e d o n d at a a v ail a bilit y. O p er ati o n al d efi niti o ns of i n cl usi o n a n d e x cl usi o n crit eri a f or e a c h 
R W D s o u r c e ar e s u m m ari z e d i n A n n e x 2 .
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 2 1 of 7 6

D u e t o t h e missi n g n ess pr es e nt wit hi n R W D s o ur c es, t h er e is a n i n h er e nt tr a d e off b et w e e n 
a n al y z a bl e s a m pl e si z e a n d t h e d e gr e e of c o m p ar a bilit y  of p ati e nts fr o m St u d y C 1 07 1 0 0 3 
wit h t h e e xt er n al c o ntr ol ar m s a m pl e. I n ot h er w or ds, t h e m or e cl os el y t h e 
i n cl usi o n/ e x cl usi o n crit eri a f or t h e e xt er n al c o ntr ol ar ms ar e ali g n e d t o St u d y C 1 0 7 1 0 0 3, t h e 
s m all er t h e a v ail a bl e s a m pl e si z e. T h er ef or e, f or t h e c o m p ar ati v e a n al ys is of P F S a n d O S , 2 
s a m pl es of e xt er n al c o n tr ol ar ms (t h e criti c al eli gi bilit y crit eri a s a m pl e a n d t h e e x p a n d e d 
eli gi bilit y  crit eri a s a mpl e) will b e s el e ct e d fro m e a c h c o h ort of R W T C R M M p ati e nts
i d e ntifi e d i n C O T A or Fl atir o n H e alt h (s e e T a bl e 1 ). B ot h s a m pl es will i n c or p or at e c or e
i n cl usi o n/ e x cl usi o n crit eri a fr o m St u d y C 1 0 7 0 1 0 0 3 w hi c h r e pr es e nt k e y cli ni c al v ari a bl es t o 
d efi n e t h e c o h ort. F urt h er m or e, t h e e x p a n d e d eli gi bilit y  crit eri a s a m pl e will i n c or p or at e 
a d diti o n al i n cl usi o n/ e x cl usi o n crit eri a fr o m St u d y C 1 0 7 1 0 0 3 ( e g, l a b v al u es) at t h e e x p e ns e 
of a s m all er s a m pl e si z e.

F or t h e c o m p ar ati v e a n al y s es of P F S a n d O S , th e criti c al eli gi bilit y  crit eri a s a m pl e will 
c o nstit ut e t h e m ai n a n al ysis s et. S e nsiti vit y  a n alys es will b e c o n d u ct e d usi n g t h e e x p a n d e d 
eli gi bilit y  crit eri a t o ass ess t h e p ot e nti al i nfl u e n c e of t h e s el e cti o n pr o c ess o n t h e o bs er v e d 
eff e cts (i e, m a i n a n al y s es will b e r e p e at e d usi n g t his s a m pl e). T h e n u m b er of p ati e nts 
i n cl u d e d/ e x cl u d e d at e a c h st e p of t h e st u d y will b e r e p ort ed.

T a bl e 1 pr o vi d es a t a b ul ar vi ew s u m m ari zi n g t h e i n cl usi o n a n d e x cl usi o n crit eri a of St u d y  
C 1 0 7 1 0 0 3 w hi c h ar e a v ail a bl e a n d will b e a p pli e d f or t h e s el e cti o n of criti c al a n d e x p a n d e d 
eli gi bilit y  crit e ri a s a m pl es of R W p ati e nts (si g nifi e d wit h a c h e c k m ar k s y m b ol w h er e t h e 
criti c al a n d/ or e x p a n d e d s el e cti o n crit eri a d efi niti o ns ar e a p pli c a bl e).
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 2 2 of 7 6

T a bl e 1. I n cl usi o n a n d E x cl usi o n C rit e ri a f o r St u d y C 1 0 7 1 0 0 3 a n d R W D at a S o u r c es.

P ati e nt c rit e ri a p e r St u d y C 1 0 7 1 0 0 3 I mpl e m e nt ati o n i n 
Fl ati r o n H e alt h

I mpl e m e nt ati o n i n 
C O T A

I mpl e m e nt ati o n 
i n C 1 0 7 1 0 1 3 a n d

C 1 0 7 1 0 1 4
C riti c al

eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

I n cl usi o n C rit e ri a

M al e or f e m al e p ati e nts a g e d ≥ 1 8 y e ar s ü ü ü ü ü

Willi n g a n d a bl e t o c o m pl y wit h all s c h e d ul e d visits, 
tr e at m e nt pl a ns, l a b or at or y t ests, lif est yl e 
c o nsi d er ati o ns, a n d ot h er st u d y pr o c e d ur es

N/ A  N/ A  N/ A  N/ A N/ A

Pri or di a g n osis of M M as d efi n e d a c c or di n g t o 
I M W G crit eri a*

ü ü ü ü ü

M e as ur a bl e dis e as e, b as e d o n I M W G crit eri a as 
d efi n e d b y at l e ast 1 of t h e f oll o wi n g

a) S er u m M -pr ot ei n ≥ 0. 5 g/ d L b y S P E P
b) Uri n ar y M -pr ot ei n e x cr eti o n ≥ 2 0 0 m g/ 2 4 h o urs 
b y Uri n e Pr ot ei n El e ctr o p h or esis ( U P E P)

c) S er u m i m m u n o gl o b uli n Fr e e Li g ht C h ai n 
( F L C)≥ 1 0 m g/ d L ( ≥ 1 0 0 m g/ L) a n d a b n or m al s er u m 
i m m u n o gl o b uli n k a p p a t o l a m b d a F L C r ati o ( < 0. 2 6 
or > 1. 6 5)

ü ü ü ü ü

P ati e nts ar e T C R d efi n e d as b ei n g r efr a ct or y t o all 
3 of t h e f oll o wi n g:

a) R efr a ct or y t o at l e a st 1 I Mi D
b) R efr a ct or y t o a t l e ast 1 PI
c) R efr a ct or y t o at l e ast 1 a nti -C D 3 8 m A b

R el a ps e d/r efr a ct or y t o l ast a nti -M M r e gi m e n

ü ü ü ü ü

I niti at e d at l e ast 1 a nti-M M s yst e mi c t h er a p y aft er 
b e c o mi n g T C R eli gi bl e. T h e first s yst e mi c tr e at m e nt 
i niti ati on aft er b e c o mi n g T C R eli gi bl e m us t n ot 
c o m pris e a n y st u d y or i n v esti g ati o n al a g e nt. * *

ü ü ü ü ü

E C O G p erf or m a n c e st a t u s ≤ 2 ü ü ü ü ü

A d e q u at e h e p ati c f u n cti o n c h ar a ct eri z e d b y all of t h e 
f oll o wi n g:

a) T ot al bilir u bi n ≤ 2 x U p p er Li mit of N or m al 
( U L N) (≤ 3 x U L N if d o c u m e nt e d Gil b ert’s 
s yn dr o m e)
b) as p art at e a mi n otr a nsf er as e ( A S T) ≤ 2. 5 x U L N

c) a l a ni n e a mi n otr a nsf er as e ( A L T) ≤ 2. 5 x U L N

X ü  X ü X

A d e q u at e r e n al f u n cti o n, d efi n e d b y a n 
esti m at e d cr e ati ni n e cl e ar a n c e ≥ 3 0 m L/ mi n 
( a c c or di n g t o t h e C o c k cr oft G a ult f or m ul a, b y 
2 4 h o ur uri n e c oll e cti o n f or cr e ati ni n e cl e ar a n c e, or 
a c c or di n g t o t h e l o c al i nstit uti o n al st a n d ar d m et h od)

X ü  X ü X

A d e q u at e B M f u n cti o n c h ar a ct eri z e d b y all of t h e 
f oll o wi n g

a) A bs ol ut e n e utr o p hil c o u nt ≥ 1. 0 × 1 0 9/ L ( us e of 
gr a n ul o c yt e -c ol o n y sti m ul ati n g f a ct ors is 
p er mitt e d if c o m pl et e d at l e ast 7 d a ys b ef or e 
pl a n n e d st art of d osi n g)
b) Pl at el ets ≥ 2 5 × 1 0 9/ L (tr a nsf us i o n s u p p ort is 
p er mitt e d if c o m pl et e d at l e ast 7 d a ys b ef or e t h e 
pl a n n e d st art of d osi n g)

X ü  X ü X
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 2 3 of 7 6

P ati e nt c rit e ri a p e r St u d y C 1 0 7 1 0 0 3 I mpl e m e nt ati o n i n 
Fl ati r o n H e alt h

I mpl e m e nt ati o n i n 
C O T A

I mpl e m e nt ati o n 
i n C 1 0 7 1 0 1 3 a n d

C 1 0 7 1 0 1 4
C riti c al

eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

c) H e m o gl o bi n ≥ 8 g/ d L (tr a nsf usi o n s u p p ort is 
p er mitt e d if c o m pl et e d at l e ast 7 d a ys b ef or e t h e 
pl a n n e d st art of d osi n g)
L eft v e ntri c ul ar ej e cti o n fr a cti o n ≥ 4 0 % as 
d et er mi n e d b y a m ulti g at e d a c q uisiti o n s c a n 
( M U G A) or e c h o c ar di o gr a m

X  X  X  X X

R es ol v e d a c ut e eff e cts of a n y pri or t h er a p y t o 
b as eli n e s e v erit y or C o m m o n T er mi n ol o g y Crit eri a 
f or A E Gr a d e ≤ 1

X  X  X  X X

E x cl usi o n C rit e ri a

A cti v e pl as m a c ell l e u k e mi a ü ü ü ü ü

A m yl oi d osis ü ü ü ü ü

Pr e vi o us tr e at m e nt wit h a n a nti -B C M A bis p e cifi c 
a nti b o d y.

X  X  X  X X

Pr e vi o us a d mi nistr ati o n wit h a n i n v esti g ati o n al dr u g 
wit hi n 3 0 d a ys ( or as d et er mi n e d b y t h e l o c al 
r eq uir e m e nt) or 5 h alf -li v es pre c e di n g t h e first d os e 
of st u d y i nt er v e nti o n us e d i n t his st u d y ( w hi c h e v er is 
l o n g er).

ü ü ü ü ü

S m ol d eri n g M M ü ü ü ü ü

St e m c ell tr a ns pl a nt wit hi n 1 2 w e e ks b ef or e 
e nr ol m e nt or a cti v e Gr aft V ers us H ost Dis e as e 
( G V H D).

ü ü ü ü ü

A n y ot h er a cti v e m ali g n a n c y  wit hi n 3 y e ars b ef or e 
e nr ol m e nt, e x c e pt f or a d e q u at el y tr e at e d b as al c ell or 
s q u a m o us c ell s ki n c a n c er, or c ar ci n o m a i n sit u.

ü ü ü ü ü

P O E M S s y n dr o m e X  X  X  X ü

I m p air e d c ar di o v as c ul ar f u n cti o n or cli ni c all y 
si g nifi c a nt car di o v as c ul ar dis e as es, d efi n e d b as e d o n 
t h e hist or y of a n y of t h e f oll o wi n g c o n diti o ns wit hi n 
6 m o nt hs b ef or e e nr ol m e nt:

a) A c ut e m y o c ar di al i nf ar cti o n or a c ut e c or o n ar y 
s yn dr o m es ( e g, u nst a bl e a n gi n a, c or o n ar y art er y 
b y p ass gr aft, c or o n ar y a n gi o pl ast y or st e nti n g, 
s y m pt o m ati c p eri c a r di al eff usi o n)
b) Cli ni c all y si g nifi c a nt c ar di a c arr h yt h mi as 
( e g, u n c o ntr oll e d atri al fi brill ati o n or u n c o ntr oll e d 
p ar o x ys m al s u pr a v e ntri c ul ar t a c h y c ar di a)
c) T hr o m b o e m b oli c or c er e br o v as c ul ar e v e nts 
( e g, tr a nsi e nt is c h e mi c att a c k, c er e br o v as c ul ar 
a c ci d e n t, d e e p v ei n t hr o m b osis, or p ul m o n ar y 
e m b olis m)

d) Pr ol o n g e d Ti m e fr o m t h e b e gi n ni n g of t h e Q R S 
C o m pl e x t o t h e E n d of t h e T W a v e ( Q T) s y n dr o m e 
( or tri pli c at e a v er a g e C orr e ct e d Q T ( Fri d eri ci a 
M et h o d) ( Q T c F) > 4 7 0 ms e c).

X ü  X ü X

A cti v e H e p atitis B Vir us ( H B V), H e p atitis C Vir us 
( H C V), S e v er e A c ut e R es pir at or y S y n dr o m e-
C or o n a vir us 2 ( S A R S -C o V 2), k n o w n H u m a n 

ü ü ü ü ü
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 2 4 of 7 6

P ati e nt c rit e ri a p e r St u d y C 1 0 7 1 0 0 3 I mpl e m e nt ati o n i n 
Fl ati r o n H e alt h

I mpl e m e nt ati o n i n 
C O T A

I mpl e m e nt ati o n 
i n C 1 0 7 1 0 1 3 a n d

C 1 0 7 1 0 1 4
C riti c al

eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

E x p a n d e d
eli gi bilit y 
c rit e ri a

C riti c al
eli gi bilit y 
c rit e ri a

I m m u n o d efi ci e n c y Vir us ( HI V), or a n y a cti v e, 
u n c o ntr oll e d b a ct eri al, f u n g al, or vir al i nf e cti o n. 
A cti v e i nf e cti o ns m ust b e r es ol v e d at l e ast 1 4 d a ys 
b ef or e e nr ol m e nt.
Ot h er s ur gi c al (i n cl u di n g m aj or s ur g er y wit hi n 
1 4 d a ys b ef or e e nr ol m e nt), m e di c al, or ps y c hi atri c 
c o n diti o ns i n cl u di n g r e c e nt ( wit hi n t h e p ast y e ar) or 
a cti v e s ui ci d al i d e ati o n/ b e h a vi or or l a b or at or y 
a b n or m alit y t h at m a y i n cr e as e t h e ris k of st u d y 
p arti ci p ati o n or, i n t h e i n v esti g at or’s j u d g m e nt, m a k e 
t h e p ati e nt i na p pr o pri at e f or t h e st u d y.

X  X  X  X X

O n g oi n g Gr a d e ≥ 2 p eri p h er al s e ns or y or m ot or 
n e ur o p at h y.

X ü  X  X X

Hist or y of a n y gr a d e p eri p h er al s e ns or y or m ot or 
n e ur o p at h y wit h pri or B C M A -dir e ct e d t h er a p y 
( C o h ort B).

X ü  X ü X

Hist or y of G uill ai n - B arr e S y n dr o m e ( G B S) or G B S 
v ari a nts, or hist or y of a n y Gr a d e ≥ 3 p eri p h er al m ot or 
n e ur o p at h y

X ü  X  X X

I n v esti g at or sit e st aff or Pfi z er e m pl o y e es dir e ctl y 
i n v ol v e d i n t h e c o n d u ct of t h e st u d y, sit e st aff 
ot h er wis e s u p er vis e d b y t h e i n v esti g at or, a n d t h eir 
r es p e cti v e f a mil y m e m b ers.

X  X  X  X X

K n o w n or s us p e ct e d h y p ers e nsiti vit y t o t h e st u d y 
i nt er v e nti o n or a n y of its e x ci pi e nts.

X  X  X  X X

Li v e att e n u at e d v a c ci n e m ust n ot b e a d mi nist er e d 
wit hi n 4 w e e ks of t h e first d os e of t h e st u d y 
i nt er v e nti o n.

X  X  X  X X

A b b r e vi ati o ns : A S T = as p art at e a mi n otr a nsf er as e; A L T = al a ni n e a mi n otr a nsf er as e; B C M A = B-c ell m at ur ati o n a nti g e n; 
B M = b o n e m arr o w; E C O G = E ast er n C o o p er ati v e O n c ol o g y Gr o u p; H C V = h e p atitis C vir us; F L C =fr e e li g ht c h ai n; G B S = 
G uill ai n -B arr e s y n dr o m e; G V H D = gr aft v ers us h ost dis e as e; H B V = h e p atitis B vir us; HI V = h u m a n i m m u n o d efi ci e n c y vir us; 
I mi D =i m m u n o m o d ul at or y dr u g; I M W G =I nt er n ati o n al M y el o m a W or ki n g Gr o u p; M M = m ulti pl e m y el o m a; PI = pr ot e as o m e 
i n hi bit or; P O E M S = p ol y n e ur o p at h y, or g a n o m e g al y, e n d o cri n o p at h y, m o n o cl o n al g a m m o p at h y, a n d s ki n c h a n g es; 
Q T c F = c orr e ct e d Q T ( Fri d eri ci a m et h o d); S A R S -C o V 2 =s e v er e a c ut e r es pir at or y s y n dr o m e c or o n a vir us 2; S P E P =s er u m 
pr ot ei n el e ctr o p h or esis; T C R =tri pl e -cl ass r efr a ct or y; U L N = u p p er li mit of n or m al; U P E P = ur i n e pr ot ei n el e ctr o p h or esis.
N ot e:
* A c c or di n g t o R aj k u m ar S V, Di m o p o ul os M A, P al u m b o A, et al. I nt er n ati o n al M y el o m a W or ki n g Gr o u p u p d at e d crit eri a f or 
t h e di a g n osis of m ulti pl e m y el o m a. L a n c et O n c ol. 2 0 1 4; 1 5( 1 2): e 5 3 8 -e 5 4 8. d oi: 1 0. 1 0 1 6/ S 1 4 7 0 - 2 0 4 5( 1 4) 7 0 4 4 2- 5.
* * T his crit eri o n is n ot a m o n g t h e i n cl usi o n/ e x cl usi o n crit eri a of St u d y C 1 0 7 1 0 0 0 3 a n d is a p pli e d o nl y t o R W p ati e nts.
L e g e n d : ü : t his crit eri o n c a n b e a p pli e d usi n g t his R W d at as et;

X: t his crit eri o n c a n n ot b e a p pli e d/ ass ess e d d u e t o a l a c k of i nf or m ati o n i n t his R W d at as et.

9. 3. V a ri a bl es

E x p os u r e d efi niti o n

I n e a c h c o m p aris o n, p ati e nts will b e cl assifi e d i nt o 1 of t h e 2 tr e at m e nt gr o u ps a c c or di n g t o 
t h e t h er a py r e c ei v e d aft er T C R eli gi bilit y , as t h os e tr e at e d wit h elr a n at a m a b a n d t h os e tr e at e d 
wit h a S O C r e gi m e n ( a n y st a n d ar d tr e at m e nt o pti o n a v ail a bl e f or R W T C R M M p ati e nts).
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St u d y o ut c o m es

C o nsist e n c y  b et w e en o ut c o m e d efi niti o ns a cr oss d at a s o ur c es is a n ot h er k e y  c o nsi d er ati o n t o
mi ni mi z e bi as. C o m p ar ati v e eff e cti v e n ess e n d p oi nts P F S a n d O S will b e e v al u at e d b as e d o n 
a v ail a bilit y  wit hi n e a c h R W D s o ur c e. D efi niti o ns of t h e o ut c o m es will b e ali g n e d, w h er e 
p ossi bl e, wit h St u d y  C 1 0 7 1 0 0 3 (T a bl e 2 ).

T a bl e 2. D efi niti o ns of C o m p a r ati v e E ff e cti v e n ess O ut c o m es i n St u d y C 1 0 7 1 0 0 3, 
Fl ati r o n H e alt h, a n d C O T A

O ut c o m e St u d y C 1 0 7 1 0 0 3 Fl ati r o n H e alt h C O T A

1 Pr o gr essi o n
-fr e e
s ur vi v al 
( P F S)

Ti m e fr o m t h e d at e of 
t h e first d os e u ntil 
c o n fir m e d P D p er 
I M W G crit eri a or 

d e at h d u e t o a n y c a us e, 
w hi c h e v er o c c urs first.

T i m e fr o m i niti ati o n of 
t h e first li n e aft er T C R t o 

eit h er t h e d at e of 
pr o gr essi o n * or d e at h 

d u e t o a n y c a us e, 
w hi c h e v er o c c urs first .

T i m e fr o m i niti ati o n of 
t h e first li n e aft er T C R t o 

eit h er t h e d at e of 
pr o gr essi o n * or d e at h 

d u e t o a n y c a us e, 
w hi c h e v er o c c urs first.

2 O v er all 
s ur vi v al 
( O S)

Ti m e fr o m t h e d at e of 
t h e first d os e u ntil 

d e at h d u e t o a n y c a us e

Ti m e fr o m i niti ati o n of 
t h e first li n e aft er T C R 
u ntil t h e d at e of d e at h 

d u e t o a n y c a us e.

Ti m e fr o m i niti ati o n of 
t h e first li n e aft er T C R 
u ntil t h e d at e of d e at h 

d u e t o a n y c a us e.
N ot e: *
C O T A us es a t hir d-p art y o bit u ar y d at a s o ur c e t o c a pt ur e m ort ali t y d at a. C O T A d efi n es pr o gr es si o n b as e d o n 
I M W G crit eri a. C O T A d efi n es a pr o gr essi o n as a n in cr e as e of ≥ 2 5 % fr o m t h e l o w est r es p o ns e v al u e i n a n y o n e 
or m or e of t h e f oll o wi n g crit eri a: S P E P w it h a n a bs ol ut e i n cr e as e > 0. 5 g/ d L ; 2 4 -h o ur U P E P wit h a n a bs ol ut e 
i n cr e as e > 2 0 0 m g/ 2 4 h ; i n p ati e nts wit h o ut m e as ur a bl e s er u m a n d uri n e M-pr ot ei n, t h e a b s ol ut e i n cr e as e of
> 1 0 m g/ d L i n t h e diff er e n c e b et we e n i n v ol v e d a n d u ni n v ol v e d F L C l e v els ; or a n a bs ol ut e b o n e m arr o w  pl as m a 
c el l p er c e nt a g e > 1 0 %.
Fl atir o n H e alt h’s m ort alit y v ari a bl e is cr e at e d t hr o u g h a n a m al g a m ati o n of str u ct ur e d d at a el e m e nts, 
u nstr u ct ur e d d o c u m e nts, a n d li n ki n g t o e xt er n al m ort alit y s o ur c es a n d t h e S o ci al S e c urit y D e at h I n d e x ( S S DI). 
Fl atir o n H e alt h d efi n es pr o gr essi o n b as e d o n I M W G crit eri a. Fl atir o n H e alt h d efi n es a pr o gr essi o n as a n 
in cr e as e of ≥ 2 5 % fr o m b as eli n e/ n a d ir v al u e i n a n y o n e or m or e of t h e f oll o wi n g: a n a bs ol ut e i n cr e as e i n ser u m 
M- pr ot ei n b y S P E P b y ≥ 0. 5 g/ d L ; ser u m M -pr ot ei n ≥ 1 g/ d L if t h e l o west M c o m p o n e nt w as ≥ 5 g/ d L ; a n 
a bs ol ut e i n cr e as e i n u ri n e M-pr ot ei n b y U P E P b y ≥ 2 0 0 m g/ 2 4 h ; i n p ati e nts wit h o ut m e as ur a bl e s er u m a n d 
uri n e M -pr ot ei n l e v els , a n a bs ol ut e i n cr e as e i n t h e diff er e n c e b et we e n i n v ol v e d a n d u ni n v ol v e d F L C l e v els of
> 1 0 m g/ d L .
A b br e vi ati o ns: I M W G =I nt er n ati o n al M y el o m a W or ki n g Gr o u p; P D = pr o gr essi v e dis e as e; T C R =tri pl e -cl ass 
r efr a ct or y.
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Ot h e r v a ri a b l es

E ns uri n g t h at b as eli n e f a ct ors r el at e d t o tr e at m e nt assi g n m e nt a n d o ut c o m es ar e c a pt ur e d is 
of ut m os t i m p ort a n c e f or t h e v ali dit y of e xt er n al c o ntr ol ar ms. T h e a v ail a bilit y of t h es e 
v ari a bl es i n s el e ct e d R W D s o ur c es d et er mi n es t h e f e asi bilit y  of t h e e xt er nal c o ntr ol ar m. 

B as eli n e c o v ari at es will b e s el e ct e d t o c o m p ar e p ati e nts fr o m elr a n at a m a b a n d e xt er n al 
c o ntr ol ar ms a n d t o p erf or m f urt h er st atisti c al a dj ust m e nts t o c o ntr ol f or t h e b as eli n e 
c o nf o u n di n g ( e g, vi a I PT W).
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B as eli n e c o v ari at es t o b e c a pt ur e d w ill i n cl u d e t h os e r el at e d t o p ati e nt d e m o gr a p hi c 
c h ar a ct eristi cs, dis e as e c h ar a ct eristi cs, c o m or bi di t y pr ofil e, l a b or at or y m e as ur e m e nts, a n d 
M M tr e at m e nt p att er ns, i n cl u di n g L O T. E a c h v ari a bl e will b e t a k e n o n or b ef or e t h e i n d e x 
d at e; if b ef or e, t h e m ost r e c e nt m e as ur e m e nt will b e us e d. All v ari a bl es list e d b el o w will b e 
us e d t o d es cri b e t h e st u d y c o h or ts a n d t o a dj ust f or t h e b as eli n e c o nf o u n di n g. Si n c e a s m all 
s a m pl e si z e li mit s t h e n u m b er of c o v ari at es t h at c a n b e r e as o n a bly a c c o u nt e d f or i n t h e 
st atisti c al a dj ust m e nt ( e g, I P T W), a s ys t e m ati c lit er at ur e r e vi e w w as c o n d u ct e d t o i d e ntif y t h e 
v ari a bl es m ost str o n gl y a n d c o nsist e ntl y  c orr el at e d wit h o ut c o m es i n R W D st u di es c o n d u ct e d
a m o n g R R M M p ati e nts.  

 
 

 
 

A d diti o n al c o nf o u n d ers i d e ntifi e d i n t h e pr e vi o us p h as e of t h e st u d y will b e i n cl u d e d i n t h e 
a n al ys is t o o pti mi z e t h e b al a n c e i n cli ni c al c h ar a ct eristi cs b et w e e n p arti ci p a nts fr o m St u d y 
C 1 0 7 1 0 0 3 a n d e a c h R W D s o u r c e. T h es e c o nf o u n d ers h a v e b e e n s el e ct e d b as e d o n t h eir 
cli ni c al i m p ort a n c e a n d r el e v a n c e t o t h e dis e as e pr o g n osis a n d dis e as e c o m pli c ati o ns (l e v el 
of s er u m al b u mi n, s er u m c al ci u m l e v el, pr es e n c e of b o n e l esi o ns, e xtr a m e d ull ar y  dis e as e 
[ E M D], h e m o gl o bi n, a n d s er u m cr e ati ni n e), li v er d y sf u n cti o n (l e v els of bilir u bi n, as p art at e 
a mi n ot r a nsf er as e [ A S T], a n d al a ni n e a mi n otr a nsf er as e [ A L T]), a n d b ur d e n of c o m or bi d 
c o n diti o ns ( C h arls o n c o m or bi dit y  i n d e x [ C CI]). Of n ot e, t h e pr es e n c e of E M D is o nl y 
a v ail a bl e f or t h e a n al ys es usi n g c o m bi n e d d at as ets of St u d y  C 1 0 7 1 0 0 3 a n d C O T A p ati e nts.

M ulti p l e i m p ut ati o ns will b e us e d t o a d dr ess t h e pr es e n c e of missi n g v al u es f or c o v ari at es i n 
R W D .

List of c o v a ri at es

 A g e at i n d e x d at e

 S e x ( m al e; f e m al e) 

 I S S (I nt er n ati o n al St a gi n g S y st e m) st a g e (I; II; III) wit hi n 9 0 d a y s b ef or e or o n t h e 
i n d e x d at e, if f e asi bl e

 E C O G p erf or m a n c e st at us wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e, if f e asi bl e 

 Ti m e si n c e i niti al M M di a g n osis ( y e ars)

 N u m b er of pr e -i n d e x tr e at m e nt li n es

 P e nt a -r efr a ct ory st at us at i n d e x d at e

 H i g h cyt o g e ni c ris k ( y es ; n o) at i n d e x d at e, if f e asi bl e

 E M D i d e ntifi e d wit hi n 1 2 m o nt hs b ef or e or o n t h e i n d e x d at e
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 Pr es e n c e of b o n e l esi o ns i n p ati e nts wit h n o e xtr a m e d ull ar y dis e as e wit hi n 1 2 m o nt hs 
b ef or e or o n t h e i n d e x d at e

 C h a rls o n C o m or bi dit y In d e x wit hi n 1 2 m o nt hs b ef or e or o n t h e i n d e x d at e 

 As p art at e a mi n otr a nsf er as e ( mi cr o k at/ L ) wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e, 
if f e asi bl e

 Al a ni n e a mi n otr a nsf er as e ( mi cr o k at/ L ) wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e, if 
f e asibl e

 Cr e ati ni n e cl e ar a n c e ( m L/ mi n) wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e, if f e asi bl e

 H e m o gl o bi n ( g/ L) wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e, if f e asi bl e

 Bilir u bi n ( m g/ d L) Bilir u bi n ( m g/ d L) wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e

 C al ci u m i n s er u m or pl as m a ( m m ol/ L ) r e p ort e d wit hi n 9 0 d a ys b ef or e or o n t h e i n d e x 
d at e

 S er u m al b u mi n ( g/ d L) r e p ort e d wit hi n 9 0 d a y s b ef or e or o n t h e i n d e x d at e .

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

D at a i nt e g r ati o n

U p o n c o nstr u cti n g t h e a n al y ti c al fil e f or t h e c o m p aris o n b et w e e n St u d y C 1 0 7 1 0 03 a n d 
Fl atir o n H e alt h, St u d y C 1 0 7 1 0 0 3 a n d C O T A, St u d y  C 1 0 7 1 0 0 3, a n d pr os p e cti v e 
o bs er v ati o n al st u di es , a c o m m o n d at a m o d el f or St u d y C 1 0 7 1 0 0 3 a n d e a c h of t h e e xt er n al 
c o ntr ol ar m s will b e cr e at e d wit h st a n d ar di z e d d at a el e m e nts. T h e v ari a bl e tr a nsf or m ati o n
will i n cl u d e t h e cr e ati o n of t h e c o m m o n v ari a bl e t y p e, f or m at, a n d t a x o n o m y . C o nsist e nt 
d efi niti o ns will b e a p pli e d t o cr e at e d eri v e d v ari a bl es f or tr e at m e nts, i n d e x d at e, o ut c o m es, 
a n d c o m or bi diti es. All d at a tr a nsf or m ati o n will b e d o c u m e nt e d f or tr a ns p a r e n c y.

C o m bi n e d st u d y d at as ets

C o m bi n e d st u d y  d at as ets will b e cr e at e d fr o m t h e e ntir et y of t h e St u d y  C 1 0 7 1 0 0 3 ar m pl us 
t h e s el e ct e d e xt er n al c o ntr ol ar m b as e d o n t h e d at a s o ur c e a n d eli gi bilit y  crit eri a.

A t ot al of 7 c o m bi n e d st u d y  d at as ets will b e cr e at ed. E a c h will us e t h e s a m e p ati e nts fr o m 
St u d y  C 1 0 7 1 0 0 3 al o n g wit h v ar y i n g R W p ati e nts, d e p e n di n g u p o n t h e R W D s o ur c e a n d 
i n cl usi o n/ e x cl usi o n crit eri a a p pli e d t o i d e ntif y t h em, as i n di c at e d b el o w.

F or t h e m ai n a n alys is a n d s e nsiti vit y  a n alys es t o a d dr ess t he pri m ar y  a n d s e c o n d ar y  
o bj e cti v es :

 S t u d y C 1 0 7 1 0 0 3 C o h ort A ar m pl us t h e e xt er n al c o ntr ol ar m s el e ct e d usi n g criti c al
eli gi bilit y  crit eri a fr o m C O T A

0
9
0
1
7
7
e
1
9
d
6
a
1
0
1
2\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
5-

M
ay

-
2
0
2
3 

0
2:

3
3 

(
G

M
T)



P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 2 9 of 7 6

 S t u d y C 1 0 7 1 0 0 3 C o h ort A ar m pl us t h e e xt er n al c o ntr ol ar m s el e ct e d usi n g criti c al
eli gi bilit y  crit eri a fr o m Fl atir o n H e alt h

F or a s e n siti vit y a n alys is b as e d o n alt er n ati v e i n cl usi o n/ e x cl usi o n crit eri a :

 S t u d y C 1 0 7 1 0 0 3 C o h ort A ar m pl us t h e e xt er n al c o ntr ol ar m s el e ct e d usi n g e x p a n d e d
eli gi bilit y  crit eri a fr o m C O T A

 S t u d y C 1 0 7 1 0 0 3 C o h ort A ar m pl us t h e e xt er n al c ontr ol ar m s el e ct e d usi n g e x p a n d e d
eli gi bilit y  crit eri a fr o m Fl atir o n H e alt h

F or t h e a d diti o n al a n al ys es :

 St u d y  C 1 0 7 1 0 0 3 C o h ort A a n d C o h ort B ar m s pl us e xt er n al c o ntr ol ar m s el e ct e d 
usi n g criti c al eli gi bilit y  crit eri a fr o m C O T A

 St u d y  C 1 0 7 1 0 0 3 C o h ort A a n d C o h ort B ar m s pl us e xt er n al c o ntr ol ar m s el e ct e d 
usi n g criti c al eli gi bilit y  crit eri a fr o m Fl atir o n H e alt h

 St u d y  C 1 0 7 1 0 0 3 C o h ort A pl us e xt er n al c o ntr ol ar m s el e ct e d usi n g criti c al eli gi bilit y  
crit eri a fr o m pr os p e cti v e o bs er v ati o n al st u d y C 1 0 7 1 0 1 3 a n d st u d y C 1 0 7 1 0 1 4.

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

T h e st u d y  s a m pl e will b e i d e ntifi e d fr o m t h e a n al ysis of s e c o n d ar y d at a t h at h as alr e a d y b e e n 
c oll e ct e d. A c c or di n gl y, t h e s a m pl e si z e will b e li mit e d b y  t h e d ur ati o n of t h e o bs er v ati o n 
wi n d o w. All p ati e nts w h o m e et t h e i n cl usi o n/ e x cl u si o n crit eri a d efi n e d i n S e cti o n 9. 2. 3 will 
b e i n cl u d e d i n t h e a n al y s es. R etr os p e cti v e c o h ort St u d y  C 1 0 7 1 0 2 4 , r ef er e n c e d i n S e cti o n 7 ,
i d e ntifi e d 3 4 2 a n d 4 7 7 T C R M M p ati e nts i n Fl atir o n H e alt h a n d C O T A, r es p e cti v el y b ef or e 
a p pl y i n g i n cl usi o ns a n d e x cl usi o n crit eri a.  

N o f or m al s a m pl e si z e esti m ati o ns h a v e b e e n 
p erf or m e d f or t his o bs er v ati o n al st u d y .

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

T his st u d y  will us e str u ct ur e d d at a b as es fr o m St u d y  C 1 0 7 1 0 0 3, a n o p e n -l a b el, m ulti-c e nt er, 
n o n -r a n d omi z e d P h as e 2 st u d y of elr a n at a m a b (P F - 0 6 8 6 3 1 3 5) m o n ot h er a p y, 3 0 Fl atir o n 
H e alt h, a n d C O T A (t h e l att er 2 d at a b as es c oll e ct i nf or m ati o n o n M M p ati e nts tr e at e d a cr oss 
t h e U S), a n d pr os p e cti v e o bs er v ati o n al st u di es C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4. T h e R W d at a 
s o ur c es h a v e b e e n s el e ct e d a c c or di n g t o d at a a v ail a bilit y a n d as fit -f or-p ur p os e f or f ulfilli n g 
st u d y o bj e cti v es (t h e U S F D A, 2 0 1 8 Fr a m e w or k). T h e p eri o d f or i n d e x d at es f or e a c h R W 
d at a b as e h as b e e n s el e ct e d t o ali g n as cl o s el y  as p ossi bl e t o e a c h ot h er a n d t o St ud y  
C 1 0 7 1 0 0 3 w hi c h will i n cl u d e a p pr o xi m at el y 1 5 m o nt hs of f oll o w - u p.
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9. 7. D at a A n al ys es

D et ail e d m et h o d ol o g y  f or s u m m ar y a n d st atisti c al a n al ys es of t h e d at a c oll e ct e d i n t his st u d y  
will b e d o c u m e nt e d i n t h e st atisti c a l a n alys is pl a n ( S A P), w hi c h will b e d at e d, fil e d, a n d 
m ai nt ai n e d b y t h e s p o ns or. 

T h e S A P m a y  m o dif y t h e pl a ns o utli n e d i n t h e pr ot o c ol; a n y m aj or m o difi c ati o ns of pri m ar y 
e n d p oi nt d efi niti o ns or t h eir a n al ys es w o ul d b e r efl e ct e d i n a pr ot o c ol a m e n d m e nt.

T a bl e 3 pr o vi d es t h e s u m m ar y  of st atisti c al a n alys es f or t h e c o m bi n e d st u d y c o h orts .
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T a bl e 3 . S u m m a r y of S t atisti c al A n al ys es f o r C o m bi n e d S t u d y C o h o rts.

C riti c al eli gi bilit y c rit e ri a 
s a m pl es s el e ct e d f r om 

C O T A o r Fl ati r o n H e alt h 

E x p a n d e d 
eli gi bilit y 
c rit e ri a 
s a m pl es 

s el e ct e d f r o m 
C O T A o r
Fl ati r o n 
H e alt h

C riti c al eli gi bilit y c rit e ri a 
s a m pl e s el e ct e d f r o m 

C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4

M ai n a n al ys es  I P T W c o m p aris o n of P F S i n 
elr a n at a m a b ( C o h ort A) v ers us 
S O C -tr e ate d p ati e nts s el e ct e d 
fr o m C O T A

 I P T W c o m p aris o n of  P F S i n 
elr a n at a m a b ( C o h ort A) v ers us 
S O C -tr e at e d p ati e nts s el e ct e d 
fr o m Fl atir o n H e alt h

 I P T W c o m p aris o n of O S i n 
elr a n at a m a b ( C o h ort A) v ers u s 
S O C -tr e at e d p ati e nts s el e ct e d 
fr o m C O T A

 I P T W c o m p aris o n of  O S in 
elr a n at a m a b ( C o h ort A) v ers us 
S O C -tr e at e d p ati e nts s el e ct e d 
fr o m Fl atir o n H e alt h

S e nsiti vit y  
a n al ys es

 D o u bl y r o b ust c o m p aris o ns of 
P F S i n elr a n at a m a b ( C o h ort A) 
v ers us S O C -tr e at e d p ati e nts
s el e ct e d fr o m C O T A

 D o u bl y r o b ust c o m p aris o ns of 
P F S i n elra n at a m a b ( C o h ort A) 
v ers us S O C -tr e at e d p ati e nts
s el e ct e d fr o m Fl atir o n H e alt h

 D o u bl y r o b ust c o m p aris o ns of 
O S i n elr a n at a m a b ( C o h ort A) 
v ers us S O C -tr e at e d p ati e nts
s el e ct e d fr o m C O T A

 D o u bl y r o b ust c o m p aris o ns of 
O S i n elr a n at a m a b ( C o h ort A) 
v ers us S O C -tr e at e d p ati e nts
s el e ct e d fr o m Fl atir o n H e alt h

 Q u a ntit ati v e bi as ass ess m e nts 
( usi n g I P T W esti m at es) w h e n 
c o m p ari n g P F S i n elr a n at a m a b 
( C o h ort A) v ers us S O C -tr e at e d 
p ati e nts s el e ct e d fr o m C O T A

 Q u a ntit ati v e bi as ass ess m e nts 
( usi n g I P T W esti m at es) w h e n 
c o m p ari n g P F S i n elr a n at a m a b 
( C o h ort A) v ers us S O C -tr e at e d 

 I P T W 
c o m p aris o n of 
P F S i n 
elr a n at a m a b 
( C o h ort A) 
v ers us S O C -
tr e at e d p ati e nts 
s el e ct e d fr o m 
C O T A

 I P T W 
c o m p aris o n of 
P F S i n
elr a n at a m a b 
( C o h ort A) 
v ers us S O C -
tr e at e d p ati e nts 
s el e ct e d fr o m 
Fl atir o n H e alt h

 I P T W 
c o m p aris o n of 
O S i n 
elr a n at a m a b 
( C o h ort A) 
v ers u s S O C -
tr e at e d p ati e nts 
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C riti c al eli gi bilit y c rit e ri a 
s a m pl es s el e ct e d f r om 

C O T A o r Fl ati r o n H e alt h 

E x p a n d e d 
eli gi bilit y 
c rit e ri a 
s a m pl es 

s el e ct e d f r o m 
C O T A o r
Fl ati r o n 
H e alt h

C riti c al eli gi bilit y c rit e ri a 
s a m pl e s el e ct e d f r o m 

C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4

p ati e nts s el e ct e d fr o m Fl atir o n 
H e alt h

 Q u a ntit ati v e bi as ass ess m e nts 
( u si n g I P T W esti m at es) w h e n 
c o m p ari n g O S i n elr a n at a m a b 
( C o h ort A) v ers us S O C -tr e at e d 
p ati e nts s el e ct e d fr o m C O T A

 Q u a ntit ati v e bi as ass ess m e nt s 
( usi n g I P T W esti m at es) w h e n 
c o m p ari n g O S i n elr a n at a m a b 
( C o h ort A) v ers us S O C -tr e at e d 
p ati e nts s el e ct e d fr o m Fl atir o n 
H e alt h

s el e ct e d fr o m 
C O T A

 I P T W
c o m p aris o n of 
O S i n 
elr a n at a m a b 
( C o h ort A) 
v ers us S O C -
tr e at e d p ati e nts 
s el e ct e d fr o m  
Fl atir o n H e alt h

A d diti o n al 
a n al ys es

 C o m p aris o ns of P F S i n P S 
m at c h e d elr a n at a m a b ( C o h ort A) 
a n d S O C -tr e at e d p ati e nts
s el e ct e d fr o m C O T A

 C o m p aris o ns of P F S i n P S 
m at c h e d elr a n at a m a b ( C o h ort A) 
a n d S O C -tr e at e d p ati e nts
s el e ct e d fr o m Fl atir o n H e alt h

 C o m p aris o ns of O S i n P S 
m at c h e d elr a n at a m a b ( C o h ort A) 
a n d S O C -tr e at e d p ati e nts
s el e ct e d fr o m C O T A

 C o m p aris o ns of O S i n P S 
m at c h e d elr a n at a m a b ( C o h ort A) 
a n d S O C -tr e at e d p ati ent s
s el e ct e d fr o m Fl atir o n H e alt h

 I P T W c o m p aris o n of P F S i n 
elr a n at a m a b ( C o h ort A+ C o h ort 
B ) v ers us S O C- tr e at e d p ati e nts 
s el e ct e d fr o m C O T A

 I P T W c o m p aris o n of P F S i n 
elr a n at a m a b ( C o h ort A + C o h ort 
B ) v ers us S O C-tr e at e d p ati e nts 
s el e ct e d fr o m Fl atir o n H e alt h

 I P T W c o m p aris o n of O S i n 
elr a n at a m a b ( C o h ort A + C o h ort 
B ) v ers us S O C-tr e at e d p ati e nts 
s el e ct e d fr o m C O T A

 I P T W c o m p aris o n of O S i n 
elr a n at a m a b ( C o h ort A + C o h ort 

 N u m b er a n d p er c e nt a g e of 
p arti ci p a nts w h o c o m pl et e d 
Q L Q -C 3 0 d o m ai ns , Q L Q-
M Y 2 0 d o m ai ns , E Q-5 D i n d e x, 
E Q -5 D -V A S, a n d P GI C at 
b as eli n e a n d e a c h f oll o w - u p 
visit .

 D es cri pti v e st a tisti cs of 
Q L Q -C 3 0 d o m ai ns , Q L Q-
M Y 2 0 d o m ai ns , E Q-5 D i n d e x, 
E Q -5 D -V A S, a n d P GI C i n 
e lr a n at a m a b ( C o h ort A) a n d 
S O C -tr e at e d p ati e nts, i n cl u di n g 
m e a n a n d a bs ol ut e c h a n g e i n 
P R O s c or es (fi n al ass ess m e nt 
s c or e mi n us b as eli n e s c or e)

B as e d o n t h e r es ults of t h e 
d es cri pti v e a n al ysis of 
c o m pl et e n ess, a n d t h e ti mi n g of 
ass ess m e nts i n t h e t w o tr e atm e nt 
ar m s, t h e f oll o wi n g a n al ys es m a y 
b e c o n d u ct e d:
 C o m p aris o n of c h a n g e fr o m 

b as eli n e o n t h e Q L Q -C 3 0
d o m ai ns , Q L Q-M Y 2 0 d o m ai n s , 
E Q - 5D i n d e x, a n d E Q -5 D -V A S
usi n g n aï v e a n d a dj ust e d mi x e d -
eff e ct m o d el s
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C riti c al eli gi bilit y c rit e ri a 
s a m pl es s el e ct e d f r om 

C O T A o r Fl ati r o n H e alt h 

E x p a n d e d 
eli gi bilit y 
c rit e ri a 
s a m pl es 

s el e ct e d f r o m 
C O T A o r
Fl ati r o n 
H e alt h

C riti c al eli gi bilit y c rit e ri a 
s a m pl e s el e ct e d f r o m 

C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4

B) v ers us S O C -tr e at e d p ati e nts 
s el e ct e d fr o m Fl atir o n H e alt h

 S u b gr o u p a n al ys es t o 
c o m p ar e P F S a n d O S i n 
p arti ci p a nts of St u d y C 1 0 7 1 0 0 3 
a n d p ati e nts fr o m Fl atir o n 
H e alt h a n d C O T A 

I n t his st u d y, m e as ur es t a k e n t o r e d u c e p ot e nti al bias i n cl u d e a pr e -s p e cifi e d a n d d et ail e d 
S A P. A d diti o n all y , t h e pr o p e nsit y s c or e ( P S) b al a n ci n g st e ps will b e c o n d u ct e d 
i n d e p e n d e ntly a n d b ef or e a v ail a bilit y / k n o wl e d g e of t h e o ut c o m es (i e, b al a n ci n g will b e 
c o n d u ct e d usi n g o nl y  b as eli n e c h ar a ct eristi c dat a fr o m a pr eli mi n ar y d at a c ut rat h er t h a n t h e 
fi n al d at a c ut c o nt ai ni n g St u d y C 1 0 7 1 0 0 3 effi c a c y o ut c o m e d at a).

M ulti pl e i m p ut ati o ns

MI  will b e p erf or m e d t o a d dr ess missin g v al u es o nl y i n b as eli n e c o v ari at es u n d er t h e 
ass u m pti o n of missi n g n ess at r a n d o m ( M A R) . MA R ass u m es t h at t h er e mi g ht b e s ys t e m ati c 
diff er e n c es b et w e e n t h e missi n g a n d o bs er v e d v al u es of pr o g n osti c c h ar a ct eristi cs , b ut t h es e 
c a n b e e ntir el y e x pl ai n e d b y ot h er o bs er v e d pr o g n osti c c h ar a ct eristi cs, t h e tr e at m e nt v ari a bl e,
a n d t h e o bs er v e d ov er a ll s ur vi v al . M ulti pl e i m p ut ati o ns b y  c h ai n e d e q u ati o ns ( MIC E) will b e 
p erf or m e d usi n g t h e f ull y c o n diti o n al s p e cifi c ati o n ( F C S) m et h o d .3 4 T his a p pr o a c h i m p ut es 
m ulti v ari at e missi n g d at a o n a v ari a bl e -b y -v ari a bl e b asis, b y  s p e cif yi n g a n i m p ut ati o n m o d el 
f or e a c h v ari a bl e. T h e t e c h ni q u e is it er ati v e a n d pr o c e e ds vi a Gi b bs s a m pli n g if t h e i niti al 
j oi nt distri b uti o n d efi n e d b y t h e s p e cifi e d c o n diti o n al distri b uti o ns e xists.3 5

As wit h ot h er it er ati v e pr o c e d ur es, di a g n osti cs ar e ess e nti al t o ass ess a n d e v al u at e t h e 
r es ulti n g i m p ut ati o n m o d els o bt ai n e d vi a MI C E a n d t o d et er mi n e w h et h er c o n v er g e n c e h as 
b e e n a c hi e v e d ( 3 6). Vis u al ass ess m e nt will b e p erf or m e d usi n g w or m pl ots , stri p pl ots, a n d 
d e nsit y  pl ots t o e x a mi n e t h e o bs er v e d a n d i m p ut e d d at a a n d c o m p ar e t h eir distri b uti o ns. 
C o n v er g e n c e will b e e v al u at e d b y  pl otti n g t h e m e a n a n d v ari a n c e of e a ch i m p ut ati o n r u n 
a cr oss it er ati o ns, t o c o nfir m t h at t h er e ar e n o a p p ar e nt tr e n d s. If c o n v er g e n c e h as n ot b e e n 
a c hi e v e d, t h e n u m b er of it er ati o ns will b e i n cr e as e d u ntil m e a ns a n d v ari a n c es st a bili z e.

F or e a c h i m p ut e d d at as et, t h e c o m p ar ati v e a n alys is of P FS a n d O S will b e c o n d u ct e d, t h e 
i n di vi d u al esti m at es will b e c o m bi n e d usi n g R u b i n’ s r ul es2 4 (th e d et a ils ar e pr o vi d e d i n t h e 
S A P ).
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P r o p e nsit y s c o r es a n d i n v e rs e p r o b a bilit y of t r e at m e nt w ei g hti n g

I n a n alys es of R W D, a n i m p ort a nt c o nsi d er ati o n i n t h e i d e ntifi c ati o n of p ot e nti all y  c a us al 
eff e cts is a c o ntr ol f or c o nf o u n di n g. I P T W is a w ell-est a blis h e d m et h o d f or c a us al i nf er e n c e 
i n n o nr a n d o mi z e d st u di es, w hi c h ai ms t o eli mi n at e t h e eff e ct of c o nf o u n di n g b y o bs er v e d
b as eli n e p ati e nt c h ar a ct eristi cs, i m pr o v e c o v ari at e b al a n c e, a n d t h er e b y o bt ai n u n bi as e d 
esti m at es of tr e at m e nt eff e cts . Esti m ati n g t h e P S, o n w hi c h I P T W r eli es, is a f or m of 
di m e nsi o n alit y  r e d u cti o n, i n w hi c h s e v er al i n di vi d u al c h ar a ct eristi cs r el e v a nt to tr e at m e nt 
assi g n m e nt a n d t h e o ut c o m e, or t h os e r el at e d o nl y  t o o ut c o m e d e v el op m e n t, ar e us e d t o 
esti m at e t h e c o n diti o n al pr o b a bilit y  t h at t h e p ati e nt is assi g n e d t o a gi v e n tr e at m e nt. I P T W is 
a n a p pr o a c h oft e n us e d i n n o n-r a n d o mi z e d st u di es t o cr e at e a ps e u d o -p o p ul ati o n i n w hi c h t h e 
c o v ari at es ar e i n d e p e n d e nt of t h e tr e at m e nt assi g n m e n t, t h er e by p er mitti n g a n u n bi as e d 
esti m at e of t h e A T E , pr o vi de d t h at f u n d a m e nt al ass u m pti o ns of c a us al i nf er e n c e ar e s atisfi e d .

T h e P S will b e esti m at e d usi n g l o gisti c r e gr e ssi o n m o d els, w h er e t h e d e p e n d e nt v ari a bl e is a 
bi n ar y  i n di c at or of t h e tr e at m e nt ar m ( elr a n at a m a b v ers us S O C). C o v ari at es d es cri b e d i n
S e cti o n 9. 3 will b e e nt er e d i nt o t h e l o gisti c r e gr essi o n m o d el . Di a g n osti cs of t h e esti m at e d P S 
will b e a p pli e d b y  e x a mi ni n g t h e distrib u tio n of t h e P S i n e a c h tr e at m e nt gr o u p t o i d e ntif y t h e 
d e gr e e of o v erl a p a n d r e gi o n of c o m m o n s u p p ort .3 7 T h e esti m at e d P S will b e u s e d t o g e n er at e 
I P T Ws, w hi c h m a y  b e st a bili z e d t o r e d u c e v ari a n c e a n d t h e eff e ct o f v er y l ar g e w ei g hts. A 
st a n d ar di z e d m e a n diff er e n c e ( S M D) of ≥ 2 0 % will b e us e d as a n i n di c at or of c o v ari at e 
i m b al a n c e b et w e e n t h e tr e at m e nt ar ms re q uiri n g f urt h er i n v esti g ati o n a n d r efi ni n g t h e l o gisti c 
m o d el f or d eri vi n g t h e w ei g hts .3 8 ,3 9

9. 7. 1. D es c ri pti v e S t atisti cs

T a b ul ar s u m m ari es of b as eli n e p ati e nt d e m o gr a p hi cs a n d cli ni c al c h ar a ct eristi cs b y  tr e at m e nt 
ar m will b e pr es e nt e d. S u m m ar y st atisti cs will i n cl u d e fr e q u e n ci e s a n d p er c e nt a g es 
( cat e g ori c al v ari a bl es) a n d m e a n/ m e di a n, mi ni m u m/ m a xi m u m wit h st a n d ar d 
d e vi ati o n/i nt er q u artil e r a n g e ( c o nti n u o us v ari a bl es).

P F S a n d O S will b e d es cri b e d usi n g K a pl a n -M ei er ( K M) m et h o ds .4 0 T h e esti m at es of t h e 
ti me- t o- e v e nt c ur v es will b e pl ott e d a n d t h e m e di a n P F S a n d O S wit h 9 5 % CI  will b e 
r e p ort e d. T h e 9 5 % CI f or t h e m e di a n will b e esti m at e d usi n g t h e Br o o k m e y er a n d Cr o wl e y 
m et h o d .4 1 T h e P F S a n d O S e v e nt r at es (t h e e ve nts of P D a n d d e at h, r es p e cti v el y ) will b e 
esti m at e d wit h c orr es p o n di n g t w o -si d e d 9 5 % CIs. T h e CIs f or t h e s ur vi v al f u n cti o n esti m at es 
will b e d eri v e d usi n g t h e l o g( -l o g) m et h o d a c c or di n g t o K al bfl eis c h a n d Pr e nti c e.4 2 T h e 
esti m at e of t h e st a n d ar d er r or will b e c o m p ut e d usi n g Gr e e n w o o d’s f or m ul a.4 3 F or P F S, t h e 
fr e q u e n c y ( n u m b er a n d p er c e nt a g e) of p ati e nts wit h e a c h e v e nt ty p e ( P D or d e at h) a n d
c e n s ori n g r e as o ns f or P F S will b e pr es e nt e d al o n g wit h t h e o v er all e v e nt a n d c e ns or r at es.
T h e t ot al n u m b er of d e at hs a n d c e ns ori n g r e as o ns f or O S will b e pr es e nt e d al o n g wit h t h e 
o v er all e v e nt a n d c e ns or r at es.
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9. 7. 2. M ai n A n al ys es

F or c o m p ar ati v e eff e cti v e n ess , P FS a n d O S will b e ass ess e d usi n g I P T W c o m p aris o ns 
esti m ati n g t h e a v er a g e tr e at m e nt eff e ct ( A T E).

P F S a n d O S will b e c o m p ar e d b et w e e n tr e at m e nt ar ms usi n g h a z ar d r ati os esti m at e d fr o m 
C o x pr o p orti o n al h a z ar ds m o d els. T h e pr o p orti o n al h a z ar ds ass u m pti o n w ill b e c h e c k e d, a n d 
i n cas e of d e vi ati o ns, a r estri ct e d m e a n s ur vi v al ti m e m o d el will b e a p pli e d i nst e a d of t h e 
C o x pr o p orti o n al h a z ar ds r e gr essi o n m o d el .4 4 St a n d ar d err ors a n d CI f or t h e I P T W esti m at or 
will b e o bt a i n e d vi a a r o b ust s an d wi c h -t yp e esti m at or of v ari a n c e. 4 5

B e c a us e m e di a n O S li k el y will n ot b e r e a c h e d i n St u d y C 1 0 7 1 0 0 3, o nl y  f or t h e c o m bi n e d 
st u d y c o h orts s el e ct e d usi n g criti c al eli gi bilit y  crit eri a, I P T w ei g ht e d s ur vi v al pr o b a b iliti es 
will b e d es cri b e d usi n g K M esti m at or a n d c o m p ar e d b et w e e n t w o tr e at m e nt gr o u ps usi n g t h e 
l o g-r a n k t est 4 6 ,4 7 at 1 2 a n d 1 5 m o nt hs of f o ll o w- u p.

9. 7. 3. S e nsiti vit y A n a l ys es

T o e v al u at e t h e r o b ust n ess of r es ults fr o m t h e pri m ar y a n alys es, s e nsiti vit y  a n al ys es will b e 
c o n d u ct e d.

D o u bl y r o b ust c o m p a ris o n

A c o n diti o n al a v er a g e tr e at m e nt eff e ct ( C A T E) a n d its ass o ci at e d h a z ar d r ati o will b e 
esti m at e d usi n g a s e mi -p ar a m etri c a p pr o a c h d es cri b e d b y  Y a dl o w s k y et al.4 8 ,4 9 T his esti m at or 
will pr o vi d e a d o u bl y  r o b ust c o m p aris o n f or P F S a n d O S b et w e e n tr e at m e nt ar ms. St a n d ar d
err ors a n d 9 5 % c o nf i d e n c e i nt er v als ar e o bt ai n e d f or t his esti m at or usi n g t h e n o n-p ar a m etri c 
b o otstr a p. T h e m et h o d is i m pl e m e nt e d i n R i n t h e pr e c m e d p a c k a g e, usi n g t h e a tefits ur v 
f u n cti o n.

A n al y s e s e m pl o y i n g a d o u bl y r o b ust esti m at or r e q uir e fitti n g 2 m od els: a m o d el f or tr e at m e nt 
or e x p os ur e st at us, a n d a s e c o n d m o d el f or t h e o ut c o m e of i nt er est. As wit h ot h er c a us al 
i nf er e n c e m et h o ds, v ali d a n d u n bi as e d esti m at es r e q uir e ass u m pti o ns of n o u n m e as ure d 
c o nf o u n di n g ( e x c h a n g e a bilit y ), p ositi vit y (t h e e x p eri m e nt al tr e at m e nt as s u m pti o n), n o 
i nt erf er e n c e, a n d c o nsist e n c y.5 0 Ass u mi n g t h es e ass u m pti o n s ar e u p h el d, if at l e ast 1 of t h es e 
2 m o d els is c orr e ctl y s p e cifi e d, r es ulti n g i n a d o u bl y  r o b ust esti m at e t h at m a y  r e m ai n 
c o nsist e nt a n d u n bi as e d .5 1

Di a g n osti cs will b e a p pli e d t o ass ess w h et h er t h e d o u bl y  r o b ust m o d el a p p e ars t o b e 
w ell -s p e cifi e d .5 2
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Q u a ntit ati v e bi as ass ess m e nt

Q u a nt it ati v e bi as ass ess m e nt will b e d o n e usi n g n ullifi c ati o n a n al ysis t o ass ess t h e p ot e nti al 
i nfl u e n c e of u n m e as ur e d c o nf o u n di n g o n t h e H R esti m at es fr o m t h e m ai n a n al y sis . A 
s h ortlist of s us p e ct e d u n m e as ur e d c o nf o u n d ers will b e i d e ntifi e d; t h es e ar e v ari a bl e s t h at 
w er e o bs er v e d i n St u d y  C 1 0 7 1 0 0 3 b ut n ot a v ail a bl e ( or o nl y wit h s u bst a nti al missi n g n ess) i n 
t h e R W D s o ur c es . T h e E- v al u e will b e c o m p ut e d a n d r efl e cts t h e mi ni m um str e n gt h of 
ass o ci ati o n t h e c o nf o u n d er w o ul d n e e d t o h a v e wit h t h e e x p os ur e a n d o ut c o m e, c o n diti o n al 
o n t h e m e as ur e d c o v ari at es, t o f ull y e x pl ai n a w a y t h e o bs er v e d tr e at m e nt eff e ct .5 3

E -v al u es ar e r el ati v el y i nt uiti v e a n d off er a c o m pr e h e nsi bl e, e asil y c o m m u ni c at e d s u m m ar y 
of t h e fi n di n gs . T h e l ow est p ossi bl e E - v al u e is 1, a n d as t h e v al u e i n cr e as es, s o d o es t h e 
i m pli e d d e gr e e of bi as r e q uir e d t o ex pl ai n t h e r es ults .5 4

S e nsiti vit y a n al ys es b as e d o n t h e R W s a m pl e i d e ntifi e d usi n g e x p a n d e d eli gi bi lit y 
c ri t e ri a

T o ass ess t h e p ot e nti al i nfl u e n c e of p o p ul ati o n s el e cti o n o n t h e o bs er v e d eff e ct esti m at es, 
P F S a n d O S will b e c o m p ar e d i n elr a n at a m a b ( C o h ort A) v ers us S O C-tr e at e d p ati e nts i n
c o m bi n e d st u d y  c o h orts s el e ct e d u si n g t h e e x p a n d e d eli gi bilit y crit eri a. I PT W s wi ll b e 
esti m at e d as d es cri b e d i n S e cti o n 9. 7 . Des cri pti v e st atisti cs will b e r e p ort e d as d es cri b e d i n 
S e cti o n 9. 7. 1 . P F S a nd O S will b e c o m p ar e d b et w e e n tr e at m e nt ar ms usi n g I PT- w ei g ht e d 
C o x pr o p orti o n al h a z ar ds m o d els . T h e pr o p orti o n al h a z ar ds ass u m pti o n will b e c h e c k e d, a n d 
i n c as e of d e vi ati o ns, a r estri ct e d m e a n s ur vi v al ti m e m o d el will b e a p pli e d i nst e a d of t h e 
C o x pr o p or ti o n al h a z ar ds r e gr essi o n m o d el .4 4

9. 7. 4. A d diti o n al A n al ys es

A n al ysis of p ati e nts m at c h e d o n P S f o r t h e esti m ati o n of t h e A T T eff e ct

T his a n al y sis will b e c o n d u ct e d i n t h e c o m bi n e d st u d y  c o h orts s el e ct e d wit h criti c al
eli gi bilit y  crit eria. T o esti m at e t h e A T T eff e ct, e a c h p at i e nt fr o m t h e C 1 0 7 1 0 0 3 tri al will b e 
m at c h e d t o p ati e nts fr o m a n o bs er v ati o n al c o h ort usi n g gr e e d y n e ar est n ei g h b or m at c hi n g o n 
0. 2 st a n d ar d d e vi ati o n of t h e l o git of t h e P S .5 5 Pr e vi o us st u di es s h o w e d t h at t his c ali p er 
all o w e d t h e eli mi n ati o n of a b o ut 9 9 % of t h e bi as d u e t o t h e m e as ur e d c o nf o u n d ers. P ati e nts 
wit h n o m at c h will b e e x cl u d e d fr o m t h e a n al ys is. P S will b e esti m at e d as d es cri b e d a b o v e i n 
S e cti o n 9. 7 . D es cri pti v e st atisti cs will b e r e p ort e d as d es cri b e d i n S e cti o n 9. 7. 1 . P F S a n d O S 
will b e c o m p ar e d b et w e e n tr e at m e nt ar ms usi n g h a z ar d r ati os es ti m at e d fr o m C o x 
pr o p orti o n al h a z ar ds m o d els. T h e pr o p orti o n al h a z ar ds ass u m pti o n will b e c h e c k e d, a n d i n 
c as e of d e vi ati o ns, a r estri ct e d m e a n s ur vi v al ti m e m o d el will b e a p pli e d i nst e a d of t h e C o x 
pr o p orti o n al h a z ar ds r e gr es si o n m o d el .4 4
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C o m p a r ati v e a n al ys es of P F S a n d O S i n cl u di n g p a rti ci p a nts f r o m St u d y C 1 0 7 1 0 0 3 
p r e vi o usl y e x p os e d t o B C M A -di r e ct e d t h e r a pi es

T h e g o al of t his a n al ys is is t o e x pl or e if pr e vi o us tr e at m e nt wit h B C M A-dir e ct e d t h er a pi es 
m a y  i m p a ct t h e effi c a c y o ut c o m es o bs er v e d i n St u d y  C 1 0 7 1 0 0 3. T his a n al ysis will b e 
p erf or m e d usi n g all p arti ci p a nts of St u d y  1 0 7 1 0 0 3 (i e, C o h ort A a n d C o h ort B) a n d R W 
p ati e nts s el e ct e d wit h criti c al eli gi bilit y  crit eri a. I PT Ws will b e e sti m at e d as d es cri b e d i n 
S e cti o n 9. 7 . D es cri pti v e st atisti cs will b e r e p ort e d as d es cri b e d i n S e cti o n 9. 7. 1 . P F S a n d O S 
will b e c o m p ar e d b et w e e n tr e at m e nt ar ms us i n g I P T-w ei g ht e d C o x pr o p orti o n al h a z ar ds 
m o d els. T h e pr o p orti o n al h a z ar ds ass u m pti o n will b e c h e c k e d, a n d i n c as e of d e vi ati o ns, a 
r estri ct e d m e a n s ur vi v al ti m e m o d el will b e a p pli e d i nst e a d of t h e C o x pr o p orti o n al h a z ar ds 
r e gr essio n m o d el .4 4

A n al ysis of P R O s

F or e a c h tr e at m e nt gr o u p ( elr a n at a m a b or S O C) , t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts 
w h o c o m pl et e d t h e i nstr u m e nts at e a c h visit , will b e s u m m ari z e d . T h e ti mi n g of P R O 
c o m pl eti o n b y  tr e at m e nt gr o u p will b e d es cri b e d. A n i nstr u m e nt will b e c o nsi d er e d 
c o m pl et e d if at l e ast o n e it e m w as a ns w er e d b y t h e p arti ci p a nt.

D es cri pti v e st atisti cs of P R Os i n elr a n at a m a b a n d S O C -tr e at e d p ati e nts

S u m m ar y  st atisti cs will b e r ep ort e d f or e a c h of t h e P R Os liste d i n S e cti o n 9. 3 b y  visit (t h e 
b as eli n e visit a n d t h e f oll o w- u p visit s) as w ell as c h a n g e s i n s c or es fr o m t h e b as eli n e t o t h e
f oll o w- u p visit s.   

 
 

 

If t h e s a m pl e siz e p er mits, t h e c o m p ar ati v e a n al y s es of P R O s d es cri b e d b el o w will b e 
c o n d u ct e d .

 

 
O nl y  p ati e nts w h o c o m pl et e d t h e P R O 

i nstr u m e nts at b as eli n e will b e i n cl u d e d i n t h e a n al ysi s.

C o m p aris o n of c h a n g e fr o m b aseli n e i n elr a n at a m a b a n d S O C -tr e at e d p ati e nts

A m o n g p ati e nts f or w h o m a b as eli n e a n d at l e ast t w o f oll o w - u p m e as ur es f or t h e s a m e P R O 
o ut c o m e ar e a v ail a bl e, a r e p e at e d m e as ur es mi x e d -eff e cts m o d el will b e fit t o t h e d at a t o 
e x a mi n e t h e eff e cts o f ti m e ( visit) a m o n g p ati e nts tr e at e d wit h elr a n at a m a b v ers us S O C.
Mi x e d -eff e ct s m o d el wit h r e p e at e d m e as ur es ( M M R M) will b e c arri e d o ut f or t h e d o m ai ns of 
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Q L Q -C 3 0 a n d Q L Q -M Y 2 0, E Q -5 D i n d e x , a n d E Q -V A S t o e x a mi n e t h e eff e cts of ti me 
( visit) b y c o h ort a n d ov e r all. In t h e m o d el, o ut c o m es ar e p ost -b as eli n e s c or es ( a n d c h a n g e 
s c or es s e p a r at ely) , t h e pr e di ct or is t h e tr e at m e nt gr o u p ( elr a n at a m a b v ers us S O C), a n d t h e 
c o ntr olli n g c o v ari at e s ar e t h e c orr es p o n di n g b as eli n e P R O s c or e,  

 

S u b g r o u p a n al ysis

B e c a us e t h e tr e at m e nt p att er ns d es cri b e d i n C O T A a n d Fl a tir o n m a y n ot g e n er ali z e t o all 
n o n- U S c o u ntri es , s u b gr o u p a n al ys es will b e p erf or m e d t o o nl y  i n cl u d e tr e at m e nts fr e q u e ntly 
a v ail a bl e f or t his p ati e nt p o p ul ati o n i n n o n- U S c o u ntri es.   T h e list of tr e at m e nts f or 
s u b -gr o u p a n al ys es is pr o vi d e d i n A n n e x 3 .

S u b gr o u p a n al ys es will b e c o n d u ct e d t o c o m p ar e P F S a n d O S i n p arti ci p a nts of St u d y  
C 1 0 7 1 0 0 3 C o h ort A a n d p ati e nts fr o m Fl atir o n H e alt h a n d C O T A s el e ct e d wit h criti c al 
eli gi bilit y  crit eri a.

F or e a c h tr e at m e nt s u b gr o u p, I PT Ws will b e esti m at e d as d es cri b e d i n S e cti o n 9. 7 . If t h e 
s a m pl e si z e is s uffi ci e nt, P F S a n d O S will b e c o m p ar e d b et w e e n p arti ci p a nts of St u d y  
C 1 0 7 1 0 0 3 a n d p ati e nts fr o m Fl atir o n H e alt h a n d C O T A usi n g I PT w ei g ht e d C o x’s 
pr o p orti o n al h a z ar d m o d el .

I n c as e of i ns uffi ci e nt s a m pl e si z e, o nl y d es cri pti v e a n alys is will b e pr o vi d e d (S e cti o n 9. 7. 1 ).

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

T his is a r etr os p e cti v e st u d y, s o iss u es of q u alit y c o ntr ol at st u d y  sit es, e g, d at a q u eri es, d o 
n ot a p pl y . A n al y s es ar e pr o gr a m m e d a c c or di n g t o t h e s p e cifi c ati o ns i n t h e pr ot o c ol, a n d if 
a p pli c a bl e, t h e st atisti c al a n al ys is pl a n a n d d o cu m e nt e d i n a pr o gr a m mi n g pl a n. Fi n al 
d eli v er a bl es ar e r e vi e w e d a n d v erifi e d b y a s e c o n d, i n d e p e n d e nt pr o gr a m m er w h o m a y  also 
p erf or m d o u b l e pr o gr a m mi n g. All q u alit y  c h e c ks ar e d o c u m e nt e d i n t h e pr o gr a m mi n g pl a n.

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

U nli k e cli ni c al tri al s etti n gs wit h s p e cifi c d efi niti o ns of st u d y  o ut c o m es a n d s c h e d ul e d 
ass ess m e nts d es cri b e d i n t h e pr ot o c ol, t h e ass ess m e nt of t r e at m e nt r es p o ns e i n cl u di n g 
pr o gr essi o ns i n R W cli ni c al pr a cti c e s etti n gs m a y  n ot b e m a d e c o nsist e ntly a cr oss p ati e nts 
a n d p h y si ci a ns. S p e cifi c all y , i n r e al-w orl d o bs er v ati o n al st u di es, es p e ci all y  t h os e p erf or m e d 
r etr os p e cti v ely, it is n ot p ossi bl e t o i m pl e m e nt c o nsist e nt m o nit ori n g a n d a p pli c ati o n of 
h o m o g e n o us e v al u ati o n crit eri a ( e g, I M W G) t h at ar e i n h er e nt t o cli ni c al tri al d esi g n. As s u c h, 
i n R W p ati e nts, d e p e n di n g o n ho w oft e n cli ni c al ass ess m e nts ar e m a d e, t h e d at e of dis e as e 
pr o gr essi o n is m or e li k e l y t o b e di a g n os e d l at er t h a n it w o ul d b e di a g n os e d if p ati e nts h a d 
s c h e d ul e d ass ess m e nts si mil ar t o cli ni c al st u d y  s etti n gs.5 6 ,5 7 T his m a y  r es ult i n l o n g er P F S 
a n d bi as t h e c o m p ar ati v e eff e cti v e n ess esti m at es i n f a v or of t h e R W ar ms.
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T h e us e of R W D s o ur c es h as f urt h er li mit ati o ns. First, missi n g d at a a n d t h e a c c ur a c y  of 
r e c or d e d d at a on dis e as e c h ar a ct eristi cs, l a b r es ults, a n d c o m o r bi diti es i n R W D m a y 
i ntr o d u c e a n i nf or m ati o n bi as a n d r esi d u al c o nf o u n di n g. S e c o n d, p ati e nts wit h o ut s uffi ci e nt 
i nf or m ati o n i n t h eir E H Rs w er e e x cl u d e d fr o m t h e d at as ets by t h e d at a pr o vi d ers t o a v oi d 
i nf or mati o n bi as. H o w e v er, t his m a y  i ntr o d u c e a s el e cti o n bi as. T hir d, t h e v ari a bilit y i n 
p o p ul ati o ns a n d diff er e n c es i n t h e pr o p orti o ns of a v ail a bl e v al u es of c o v ari at es ( n o n -missi n g 
v al u es) c a n r es ult i n s o m e dis cr e p a n ci es i n t h e esti m at es usi n g diff er e nt R W s o ur c es.

T o a d dr ess a n d/ or r e d u c e t h e i m p a ct of p ot e nti al bi as a n d i m pr o v e e x c h a n g e a b ilit y b et w e e n 
t h e tri al a n d t h e e xt er n al c o ntr ol ar ms2 7 ,5 8 ,5 9 m e as ur es will b e t a k e n t o ali g n c o m p ar a bl e 
p o p ul at i o ns, ad v a n c e d a dj ust m e nt m et h o ds will b e e m pl o y e d, a n d a s eri es of s e nsiti vit y  
a n al ys es will b e c o n d u ct e d t o e v al u at e t h e i m p a ct of k e y  ass u m pti o ns a n d s el e cti o n crit eri a. 
H o w e v er, t his a n alys is is still s u bj e ct t o u n m e as ur e d c o nf o u n di n g. Q u a ntit ati v e bi as a n al y si s 
will att e m pt t o esti m at e t h e p ot e nti al bi as fr o m u n m e as ur e d c o nf o u n d ers, b ut t h es e esti m at es 
ar e li k el y t o b e c o ns er v ati v e a n d m a y n ullif y a tr u e tr e at m e nt eff e ct.

P arti c i p ati o n i n t h e C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4 pr os p e cti v e o bs er v ati o n al st u di es w as 
d e p e n d e nt o n p h y si ci a ns’ a n d p ati e nts’ a bilit y  a n d willi n g n ess t o p arti ci p at e. H e n c e, t h er e is 
a p ossi bilit y  t h at i n cl u d e d p h ysi ci a ns ar e n ot f ull y r e pr es e nt ati v e of t h e c o m pl et e t a r g et e d 
p h y si ci a n p o p ul ati o n, w hi c h c o ul d i m p a ct p ati e nt r e pr es e nt ati v e n ess. Si mil a rly, r es ults m a y 
n ot b e tr a nsl at a bl e t o ot h er g e o gr a p hi es wit h v astl y  diff er e nt h e alt h c ar e sys t e ms a n d 
tr e at m e nt a p pr o a c h es. I n a d diti o n, t h e a v ail a bilit y  of i nf or m ati o n i n re c or ds m a y  v ar y b y 
p h y si ci a n pr a cti c e a n d m a y r efl e ct diff er e n ces i n pr a cti c e p att er ns, r e c or di n g pr a cti c es, a n d 
m e di c al n or ms. T h es e ar e as pr o vi d e o p p ort u niti es f or f ut ur e r es e ar c h.

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

N ot a p pli c a bl e.

1 0. P R O T E C TI O N O F H U M A N S U B J E C T S

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

T his st u d y  i n v ol v es d at a t h at e xist i n a n a n o n y mi z e d str u ct ur e d f or m at a n d c o nt ai n n o p ati e nt 
p ers o n al i nf or m ati o n.

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

As t his st u d y  i n v ol v es a n o n ymi z e d str u ct ur e d d at a, w hi c h a c c or di n g t o a p pli c a bl e l e g al 
r e q uir e m e nts d o n ot c o nt ai n d at a s u bj e ct t o pri v a c y l a ws, o bt ai ni n g i nf or m e d c o ns e nt fr o m 
p at i e nts b y Pfi z er is n ot r e q uir e d.

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

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

A p pr o v al fr o m a n i nstit uti o n al r e vi e w b o ar d /in d e p e n d e nt et hi cs c o m mitt e e is n ot r e q uir e d f or 
t his st u d y as o nl y  d e-i d e ntifi e d s e c o n d ar y dat a s o ur c es a n d a n o n ymi z e d m e di c al r e c or d d at a 
fr o m E H R will b e us e d. T h er ef or e, t his st u d y is c o nsi d er e d e x e m pt fr o m t h e r e q uir e m e nts f or 
“ h u m a n s u bj e cts r es e ar c h ”.

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

T h e st u d y  will b e c o n d u ct e d i n a c c or d a n c e wit h l e g al a n d r e g ul ator y  r e q uir e m e nts, as w ell as 
wit h s ci e ntifi c p ur p os e, v al u e, a n d ri g or , a n d f oll o w g e n er all y  a c c e pt e d r es e ar c h pr a cti c es 
d es cri b e d i n t h e G ui d eli n es of G o o d P h ar m a c o e pi d e mi o l o g y Pr a cti c es (G P P) iss u e d b y  t h e
P u bli c P oli c y  C o m mitt e e, I nt er n ati o n al S o ci ety for P h ar m a c o e pi d e mi ol o g y (I S P E), G o o d 
Pr a cti c es f or O ut c o m es R es e ar c h iss u e d b y t h e I nt er n ati o n al S o ci et y f or P h ar m a c o e c o n o mi cs 
a n d O ut c o m es R es e ar c h (I S P O R), I nt er n ati o n al E t hi c al G ui d eli n es f or E pi d e mi ol o gi c al 
st u di es iss u e d b y t h e C o u n cil f or I nt er n ati o nal Or g a ni z ati o ns of M e di c al S ci e n c es ( CI O M S). 
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1 1. M A N A G E M E N T A N D R E P O R TI N G O F A D V E R S E E V E N T S/ A D V E R S E 
R E A C TI O N S

T his st u d y  is r etr os p e cti v e, it i n v ol v es d at a t h at e xist as str u ct ur e d d at a by t h e ti m e of st u d y  
st art .

I n t h es e d at a s o ur c es, i n di vi d u al p ati ent d at a ar e n ot r etri e v e d or v ali d at e d, a n d it is n ot 
p ossi bl e t o li n k (i e, i d e ntif y a p ot e nti al ass o ci ati o n b et w e e n) a p arti c ul ar pr o d u ct a n d m e di c al 
e v e nt f or a n y i n di vi d u al. T h us, t h e mi ni m u m crit eri a f or r e p orti n g a n A E (i e, i d e ntifi a bl e 
p ati e nt, i d e nt ifi a bl e r e p ort er, a s us p e ct pr o d u ct, a n d e v e nt) c a n n ot b e m et.

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

F or all p u bli c ati o ns r el ati n g t o t h e st u d y, Pfi z er will c o m pl y  wit h r e c o g ni z e d et hi c al 
st a n d ar ds c o n c er ni n g p u bli c ati o ns a n d a ut h ors hi p, i n cl u di n g S e cti o n II - “ Et hi c al 
C o nsi d er ati o ns i n t h e C o n d u ct a n d R e p orti n g of R es e ar c h ” of t h e U nif or m R e q uir e m e nts f or 
M a n us cri pts S u b mitt e d t o Bi o m e di c al J o ur n als, htt p:// w w w.i c mj e. or g/i n d e x. ht ml # a ut h ors hi p, 
est a blis h e d b y  t h e I nt er n ati o n al C o m mitt e e of M e di c al J o ur n al E dit ors.

I n t h e e v e nt of a ny pr o hi biti o n or r estri cti o n i m p os e d ( e g, cli ni c al h ol d) b y  a n a p pli c a bl e 
c o m p et e nt a ut h orit y i n a n y ar e a of t h e w orl d, or if t h e i n v esti g at or p art y r es p o nsi bl e f or 
c oll e cti n g d at a fr o m t h e p arti ci p a nt is a w ar e o f a n y n e w i nfor m ati o n w hi c h mi g ht i nfl u e n c e 
t h e e v al u ati o n of t h e b e n efits a n d ris ks of a Pfi z er pr o d u ct , Pfi z er s h o ul d b e i nf or m e d 
i m m e di at el y.
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1 3. R E F E R E N C E S

1. P a d al a S A, B ars o u k A, B ars o u k A, R a wl a P, V a kiti A, K ol h e R, et al. 
E pi d e mi ol o g y , St a gi n g, a n d M a n ag e m e nt of M ul ti pl e M yel o m a. M e d S ci ( B as el) 
[Int er n et]. 2 0 2 1 J a n 2 0 [ cit e d 2 0 2 2 M a y  2 4]; 9( 1): 3. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 3 4 9 8 3 5 6/.

2. W alli n gt o n -B e d d o e C T, P its o n S M. N o v el t h er a pi es f or m ulti pl e m yel o m a. 
A gi n g [I nt er n et]. 2 0 1 7 [ cit e d 2 0 2 2 M a y  2 4];9( 8): 1 8 5 7 – 8. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 2 8 8 5 4 1 4 7/ .

3. N o o k a A K, K astritis E, Di m o p o ul os M A, L o ni al S. Tr e at m e nt o pti o ns f or 
r el a ps e d a n d r efr a ct or y m ulti pl e m y el o m a. Bl o o d [I nt er n et]. 2 0 1 5 M a y  1 4 [ cit e d 
2 0 2 2 A pr 2 4]; 1 2 5( 2 0): 3 0 8 5 – 9 9. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 2 5 8 3 8 3 4 2/ .

4. Y o n g K, D elf or g e M, Dri ess e n C, Fi n k L, Fli n ois A, G o n z al e z - M c Q uir e S, et al. 
M ulti pl e m y el o m a: p ati e nt o ut c o m e s i n r e al -w orl d pr a cti c e. Br J H a e m at ol 
[Int er n et]. 2 0 1 6 O ct 1 [ cit e d 2 0 2 2 A pr 2 4]; 1 7 5( 2): 2 5 2 – 6 4. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 2 7 4 1 1 0 2 2/.

5. C ost a L J, C or n ell R F, C all a n d er N S, C h h a br a S, Li e dt k e M, K a ns a gr a A, et al. 
Effi c a c y  of Tr e at m e nts f or P ati e nts wit h Tri pl e-Cl ass R efr a ct or y  ( T C R) M ulti pl e 
M y el o m a ( M M): B e n c h m ar k f or N e w A g e nts Utili zi n g R e al- W orl d D at a ( R W D). 
Bl o o d [I nt er n et]. 2 0 2 1 N o v 2 3 [ cit e d 2 0 2 3 J a n 3 0]; 1 3 8( S u p pl e m e nt 1): 3 7 8 6 –
3 7 8 6. A v ail a bl e fr o m: htt ps:// as h p u bli c ati o ns. or g/ bl o o d/ arti cl e/ 1 3 8/ S u p pl e m e nt 
1/ 3 7 8 6/ 4 8 2 5 8 2/ Effi c a c y - of-Tr e at m e nts -f or-P ati e nts -wi t h-Tri pl e .

6. W a n g F, G ors h B, D er S ar kissi a n M, P a k a P, B h a k R, B o yts o v N, et al. Tr e at m e nt 
P att er ns a n d O ut c o m es of P ati e nts wit h D o u bl e- Cl ass R efr a ct or y  or Tri pl e-Cl ass 
R efr a ct or y M ulti pl e M y el o m a: A R etr os p e cti v e U S El e ctr o ni c H e alt h R e c or d 
D at a b as e St u d y. Bl o o d. 2 0 2 1 N o v 5; 1 3 8( S u p pl e m e nt 1): 2 7 0 5 – 2 7 0 5. 

7. F D A gr a nt e d a c c el er at e d a p pr o v al t o b el a nt a m a b m af o d oti n -bl mf f or m ulti pl e 
m y el o m a | F D A [I nt er n et]. [ cit e d 2 0 2 2 N o v 2 8]. A v ail a b l e fr o m: 
htt ps:// w w w.f d a. g o v/ dr u gs/r es o ur c es -i nf or m ati o n-a p pr o v e d -dr u gs/f d a -gr a nt e d -
a c c el er at e d -a p pr o v al -b el a nt a m a b -m af o d oti n -bl mf -m ulti pl e -m y el o m a .

8.  G S K pr o vi d es a n u p d at e o n Bl e nr e p ( b el a nt a m a b m af o d oti n- bl mf) U S m ar k eti n g 
a ut h oris ati o n |  G S K [I nt er n et]. [ cit e d 2 0 2 3 M ar 2 7]. A v ail a bl e fr o m: 
htt ps:// w w w. gs k. c o m/ e n -g b/ m e di a/ pr ess -r ele as es/ gs k -pr o vi d es -u p d at e - o n-
bl e nr e p -us- m ar k eti n g -a ut h oris ati o n/.

0
9
0
1
7
7
e
1
9
d
6
a
1
0
1
2\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
5-

M
ay

-
2
0
2
3 

0
2:

3
3 

(
G

M
T)



P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 4 3 of 7 6

9. F D A a p pr o v es t e clist a m a b -c q y v f or r el a ps e d or r efr a ct or y m ulti pl e m y el o m a |  
F D A [I nt er n et]. [ cit e d 2 0 2 2 N o v 2 8]. A v ail a bl e fr o m: 
htt ps:// w w w.f d a. g o v/ dr u gs/r es o ur c es -i nf or m ati o n-a p pr o v e d -dr u g s/f d a-a p pr o v e s-
t e clist a m a b-c q y v -r el a ps e d- or-r efr a ct or y-m ulti p l e-m y el o m a .

1 0. F D A a p pr o v es cilt a c a bt a g e n e a ut ol e u c el f or r el a ps e d or r efr a ct or y  m ulti pl e 
m y el o m a | F D A [I nt er n et]. [ cit e d 2 0 2 2 N o v 2 8]. A v ail a bl e fr o m: 
htt ps:// w w w.f d a. g o v/ dr u gs/r es o ur c es -i nf or m atio n- a p pr o v e d - dr u gs/f d a-a p pr o v es -
cilt a c a bt a g e n e -a ut ol e u c el -r el a ps e d-or- r efr a ct or y-m ulti pl e -m y el o m a .

1 1. F D A a p pr o v es i d e c a bt a g e n e vi cl e u c el f or m ulti pl e m y el o m a | F D A [I nt er n et]. 
[ cit ed 2 0 2 2 N o v 2 8]. A v ail a bl e fr o m: h tt ps:// w w w.f d a. g o v/ dr u gs/r es o ur c es-
i nf or m ati on- a p pr o v e d - dru gs/f d a -a p pr o v es -i d e c a bt a g e n e-vi cl e u c el -m ulti pl e -
m y el o m a .

1 2. S e b a g M, R aj e N S, B a hlis NJ, C ost ell o C, D h ol ari a B, S ol h M, et al. 
Elr a n at a m a b ( P F -0 6 8 6 3 1 3 5), a B - C ell M at ur ati o n A nti g e n ( B C M A) T ar g et e d 
C D 3 - E n g a gi n g Bis p e cifi c M ol e c ul e, f or P ati e nts wit h R el a ps ed or R efr a ct or y  
M ulti pl e M y el o m a: R es ults fr o m M a g n etis m m -1 [I nt er n et]. 2 0 2 2 [ cit e d 2 0 2 2 A pr 
2 4]. A v ail a bl e fr o m: 
htt ps:// as h p u bli c ati o ns. or g/ bl o o d/ arti cl e/ 1 3 8/ S u p pl e m e nt % 2 0 1/ 8 9 5/ 4 8 2 6 2 7/ Elr a n
at a m a b -P F - 0 6 8 6 3 1 3 5- a- B-C ell -M at ur ati o n .

1 3. Pfi z er I niti at es Pi v ot al P h as e 2 M a g n etis M M - 3 Tri al of B C M A-C D 3 Bis p e cifi c 
A nti b o d y  Elr a n at a m a b ( P F-0 6 8 6 3 1 3 5) i n M ulti pl e M y el o m a | Pfi z er [I nt er n et]. 
2 0 2 2 [ cit e d 2 0 2 2 M a y  2 4]. A v ail a bl e fr om: htt ps:// w w w. pfi z er. c o m/ n e ws/ pr ess -
r el e as e/ pr ess-r el e as e-d et ail/ pfi z er -i nitiat es - pi v ot al-p h as e - 2-m a g n etis m m - 3-tri al-
b c m a .

1 4. Pfi z er Pr es e nts U p d at e d F a v or a bl e Elr a n at a m a b D at a fr o m Pi v ot al P h as e 2 
M a g n etis M M -3 Tri al | Pfi z er [I nt er n et]. [ cit e d 2 0 2 3 M ar 2 3]. A v ail a bl e fr o m: 
htt ps:// w w w. pfi z er. c o m/ n e ws/ pr ess -r el e as e/ pr ess-r el e as e-d et ai l/ pfi z er-pr es e nts -
u p d at e d -f a v or a bl e-elr a n at a m a b -d at a - pi v ot al.

1 5. F D A Gr a nts Br e a kt hr o u g h T h er a p y D esi g n ati o n t o Elr a n at a m a b f or 
R el a ps e d/ R efr a ct or y  M ulti pl e M yel o m a [I nt er n et]. [ cit e d 2 0 2 2 N o v 1 5]. 
A v ail a bl e fr o m: htt ps:// w w w. o n cli v e. c o m/ vi e w/f d a -gr a nts -br e a k t hr o u g h-t h er ap y -
d esi g n ati o n -t o-elr a n at a m a b -f or-r el a ps e d-r efr a ct or y-m ulti pl e -m y el o m a .

1 6. Pfi z er Pr es e nts First D at a fr o m Pl a n n e d I nt eri m A n al y sis of Pi v ot al P h as e 2 
M a g n etis M M -3 Tri a l of B C M A-C D 3 Bis p e cifi c A nti b o d y Elr a n at a m a b U n d er 
I n v esti g ati o n f or R el a ps e d/ R efr a ct or y Multi pl e M y el o m a | Pfi z er [I nt er n et]. 2 0 2 2 
[ cit e d 2 0 2 2 J u n 2 6]. A v ail a bl e fr o m: htt ps:// w w w. pfi z er. c o m/ n e ws/ pr ess-
r el e as e/ pr ess-r el e as e-d et ail/ pfi z er -pr es e nts -first- dat a -pl a n n e d -i nt eri m-a n al ysis -
pi v o t al.
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1 7. G a n d hi U H, C or n ell R F, L a ks h m a n A, G a h v a ri ZJ, M c G e h ee E, J a g os k y M H, et 
al. O ut c o m es of p ati e nts wit h m ulti pl e m y el o m a r efr a ct or y  t o C D 3 8-t ar g et e d 
m o n o cl o n al a nti b o d y  t h er a p y. L e u k e mi a. 2 0 1 9 S e p 1; 3 3( 9): 2 2 6 6– 7 5. 

1 8. J a g an n at h S, L i n Y, G ol ds c h mi dt H, R ee c e D E, N o o k a A K, R o drí g u e z Ot er o P, 
et al. K ar M M a -R W: A s t u d y of r e al-w orl d tr e at m e nt p att er ns i n h e a vil y 
pr etr e at e d p ati e nts wit h r el a ps e d a n d r efr a ct or y  m ulti pl e m yel o m a ( R R M M) a n d 
c o m p aris o n of o ut c o m es t o K ar M M a. J o ur n al of Cli ni c al O n c ol o g y . 2 0 2 0 M a y
2 0; 3 8( 1 5 _s u p pl): 8 5 2 5 – 8 5 2 5. 

1 9. I C H E 1 0 C h oi c e of c o ntr ol gr ou p i n cli ni c al tri als | E ur o p e a n M e di ci n es A g e n c y  
[Int er n et]. 2 0 0 1 [ cit e d 2 0 2 2 M a y  2 4]. A v ail a bl e fr o m: 
htt ps:// w w w. e m a. e ur o p a. e u/ e n/i c h -e 1 0 -c h oi c e -c o ntr ol -gr o u p -cli ni c al -tri als.

2 0. R ar e Dis e as es: N at u r al Hist or y St u di es f or Dr u g D e v el o p m e nt | F DA [I nt er n et].
[ cit e d 2 0 2 2 M a y 2 4]. A v ail a bl e fr o m: htt ps:// w w w.f d a. g o v/r e g ul at or y-
i nf or m ati o n/s e ar c h-f d a-g ui d a n c e -d o c u m e nts/r ar e -dis e as es -n at ur al -hi st or y -
st u di es -dr u g -d e v el o p m e nt .

2 1. Fr a m e w or k f or F D A’s R e al -W orl d E vi d e n c e Pr o gr a m. 2 0 1 8 [ cit e d 2 0 2 2 M a y  
2 4]; A v ail a bl e fr o m: w w w.f d a. g o v .

2 2. J a h a ns h a hi M, Gr e g g K, D a vis G, N d u A, Mill er V, V o c kl e y J, et al. T h e Us e of 
E xt er n al C o ntr ols i n F D A R e g ul at or y  D e cisi o n M a ki n g. T h er I n n o v R e g ul S ci 
[Int er n et]. 2 0 2 1 S e p 1 [ cit e d 2 0 2 2 A pr 2 4]; 5 5( 5): 1 0 1 9 – 3 5. A v ail a bl e fr o m: 
ht t ps:// p u b m e d.n c bi. nl m. ni h. g o v/ 3 4 0 1 4 4 3 9/ .

2 3. C o m mitt e e f or M e di ci n al Pr o d u cts f or H u m a n Us e ( C H M P) g ui d eli n e o n cli ni c al 
tri als i n s m all p o p ul ati o ns dr aft a gr e e d by effi c a c y w or ki n g p art y/ a d h o c gr o u p 
o n cli ni c al tr i als i n s m all p o p ul ati o ns a d o pti o n b y C H M P f or r el e as e f or
c o ns ult ati o n. 2 0 0 2 [ cit e d 2 0 2 2 A pr 2 4]; A v ail a bl e fr o m: htt p:// w w w. e m e a. e u.i nt .

2 4. A n d ers o n M, N a ci H, M orris o n D, Osi p e n k o L, M ossi al os E. A r e vi e w of NI C E 
a p pr ais als of p h ar m a c e uti c als 2 0 0 0 -2 0 1 6 f o u n d v ari ati o n i n est a blis hi n g 
c o m p ar ati v e cli n i c al eff e cti ve n ess. J Cli n E pi d e mi ol [I nt er n et]. 2 0 1 9 J a n 1 [ cit e d 
2 0 2 3 F e b 5]; 1 0 5: 5 0 – 9. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 0 2 3 6 4 8 4/ .

2 5. Fr a m e w or k f or F D A’s R e al -W orl d E vi d e n c e Pr o gr a m. 2 0 1 8 [ cit e d 2 0 2 2 J u n 2 9]; 
A v ail a bl e fr o m: w w w.f d a. g o v .

2 6. C arr oll N. A p pli c ati o n of Pr o p e nsit y  S c or e M o d els i n O bs er v ati o n al St u di es. 
S A S Gl o b F or u m. 2 0 1 8; P a p er 2 5 2 2 - 2 0 1 8. 
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2 7. G h a d essi M, T a n g R, Z h o u J, L i u R, W a n g C, T o yoi z u mi K, et al. A r o a d m a p t o 
usi n g hist ori c a l c o ntr ols i n cli ni c al tri als - B y  Dr u g I nf or m ati o n Ass o ci ati o n 
A d a pti v e D esi g n S ci e ntifi c W or ki n g Gr o u p ( DI A- A D S W G). Or p h a n et J R ar e 
Dis. 2 0 2 0 M ar 1 2; 1 5( 1). 

2 8. C h es n a y e N C, St el V S, Tri p e pi G, D e k k er F W, F u E L , Z o c c ali C, et al. A n 
intr o d u cti o n t o i n v ers e p r o b a bilit y of tr e at m e nt w ei g hti n g i n o bs er v ati o n al 
r ese ar c h. Cli n K i d n e y J. 2 0 2 2 J a n 1; 1 5( 1): 1 4– 2 0. 

2 9. Mi k h a el J. Tr e at m e nt O pti o ns f or Tri pl e -cl ass R efr a ct or y  M ulti pl e My el o m a. 
Cli n L y m p h o m a M y el o m a L e u k [I nt er n et]. 2 0 2 0 J a n 1 [ cit e d 2 0 2 2 M a y  
2 4]; 2 0( 1): 1 – 7. A v ail a bl e fr o m: htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 1 7 6 7 5 2 9/.

3 0. Pfi z er. M a g n etis M M -3, a n o p e n -l a b el, m ulti c e nt er, n o n-r a n d o mi z e d p h as e 2 
st u d y of elr a n at a m a b ( pf-0 6 8 6 3 1 3 5) m o n ot h er a p y i n p arti ci p a nts wit h M M w h o 
ar e r efr a ct or y  t o at l e ast o n e pr ot e as o m e i n hi bi t or ( PI), o n e i m m u n o m o d ul at or y 
dr u g, a n d o n e a nti -C D 3 8 a nti b o d y . Fin al Pr ot o c ol A m e n d m e nt 7, 1 1 N o v e m b er 
2 0 2 1. 2 0 2 1. 

3 1. Fl atir o n H e alt h I n c. A n al yti c g ui d e f or Fl atir o n H e alt h D at a. Tri pl e -cl ass 
r efr a ct or y m ulti pl e m yel o m a. V ersi o n 1. 2 0 2 1. 

3 2. C O T A. M ulti pl e m y el o m a r e al -w orl d e vi d e n c e. D at a m a n u al. 2 0 2 2. 

3 3. D ol a n P. M o d eli n g v al u ati o ns f or E ur o Q ol h e alt h st at es. M e d C ar e [I nt er n et]. 
1 9 9 7 [ cit e d 2 0 2 3 M ar 6]; 3 5( 1 1): 1 0 9 5 – 1 0 8. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 9 3 6 6 8 8 9/ .

3 4. B u ur e n S v a n, Gr o ot h uis -O u ds h o or n K. M ulti v ari at e i m p ut ati o n b y  c h ai n e d 
e q u ati o ns i n R . J St at S oftw. 2 0 1 1; 4 5( 3): 1 – 6 7. 

3 5. v a n B u ur e n S. M ulti pl e i m p ut ati o n of dis cr et e a n d c o nti n u o us d at a b y  f ull y 
c o n diti o n al s p e cifi c ati o n. St at M et h o ds M e d R es. 2 0 0 7 J u n 2; 1 6( 3): 2 1 9 – 4 2. 

3 6. v a n B u ur e n S. Fl e x i bl e i m p ut ati o n of missi n g d at a. B o c a R at o n, Fl ori d a: 
C h a p m a n & H al l/ C R C; 2 0 1 2. 

3 7. P et ers e n M L, P ort er K E, Gr u b er S, W a n g Y, v a n d er L a a n MJ. Di a g n osi n g a n d 
r es p o n di n g t o vi ol ati o ns i n t h e p ositi vit y ass u m pti o n. 

3 8. R u bi n D B. Usi n g Pr o p e n sit y  S c or es t o H el p D esi g n O bs er v ati o n al St u di es: 
A p pli c ati o n t o t h e T o b a c c o Li ti g ati o n. He alt h S er vi c es a n d O ut c o m es R es e ar c h 
M et h o d ol o g y  2 0 0 1 2: 3 [I nt er n et]. 2 0 0 1 [ cit e d 2 0 2 2 O ct 2 0]; 2( 3): 1 6 9– 8 8. 
A v ail a bl e fr o m: htt ps://li n k.s pri n g er. c o m/ arti cl e/ 1 0. 1 0 2 3 / A: 1 0 2 0 3 6 3 0 1 0 4 6 5.
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3 9. St u art E A. M at c hi n g m et h o ds f or c a us al i nf er e n c e: A r e vi e w a n d a l o o k f or w ar d. 
St at S ci [I nt er n et]. 2 0 1 0 F e b 2 [ cit e d 2 0 2 2 O ct 2 0]; 2 5( 1): 1. A v ail a bl e fr o m: 
/ p m c/ arti cl es/ P M C 2 9 4 3 6 7 0/.

4 0. K a pl a n E L, M ei er P. N o n p ar a m etri c Esti m ati o n fr o m I n c o m pl et e O bs er v ati o ns. J 
A m St at Ass o c. 1 9 5 8; 5 3( 2 8 2): 4 5 7 – 8 1. 

4 1. Br o o k m e y er R, Cr o wl e y  J. A C o nfid e n c e I nt er v al f or t h e M e di a n S ur vi v al Ti m e. 
Bi o m etri cs. 1 9 8 2 M ar; 3 8( 1): 2 9. 

4 2. K al bfl eis c h J D, Pr e nti c e R L . T h e st atisti c al a n alys is of f ail ur e ti m e d at a. 2 0 0 2 
[ cit e d 2 0 2 3 J a n 1 6]; 4 3 9. A v ail a bl e fr o m: htt ps:// w w w. wil e y . c o m/ e n-
us/ T h e + St atisti c al + A n al y sis + of + F ail ur e + Ti m e + D at a % 2 C + 2 n d + E diti o n -p -
9 7 8 1 1 1 8 0 3 1 2 3 0.

4 3. Mi etti n e n O S. S ur vi v al a n al y sis: u p fr o m K a pl a n -M ei er -Gr e e n w o o d. 2 0 0 8; 

4 4. Z h a o H, Tsi atis A A. Effi ci e nt esti m ati o n of t h e distri b uti o n of q u alit y -a dj ust e d 
s ur vi v al ti m e. Bi o m etri cs [Int er n et]. 1 9 9 9 [ cit e d 2 0 2 2 A u g 3 0]; 5 5( 4): 1 1 0 1 – 7. 
A v ail a bl e fr o m: htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 1 1 3 1 5 0 5 4/ .

4 5. Li n D Y, W ei L J. T h e R o b ust Inf er e n c e f or t h e C o x Pr o p orti o n al H a z ar ds M o d el. 
J A m St at Ass o c. 1 9 8 9 D e c; 8 4( 4 0 8): 1 0 7 4. 

4 6. Xi e J, L i u C. A dj ust e d K a pl a n-M ei er esti m at or a n d l o g -r an k t est wit h i n v ers e 
pr o b a bilit y  of tr e at m e nt w ei g hti n g f or s ur vi v al d at a. St at M e d [Int er n et]. 2 0 0 5 
O ct 3 0 [ cit e d 2 0 2 3 A pr 1 7]; 2 4( 2 0): 3 0 8 9 – 1 1 0. A v ail a bl e fr o m: 
htt p s://p u b m e d. n c bi. nl m. ni h. g o v/ 1 6 1 8 9 8 1 0/ .

4 7. S A S H el p C e nt er: W EI G H T St at e m e nt [I nt e r n et]. [ cit e d 2 0 2 3 A pr 1 7]. A v ail a bl e 
fr o m: 
htt ps:// d o c u m e nt ati o n.s as. c o m/ d o c/ e n/ p g ms as c d c/ 9. 4 _ 3. 4/st at u g/st at u g _lif et est _s
y n t a x 0 8. ht m.

4 8. Y a dl o ws k y S, P ell e gri ni F, L i o n ett o F, Br au n e S, Ti a n L . Esti m ati o n a n d 
V ali d ati o n of R ati o- b as e d C o n diti o n al A v er a g e Tr e at m e nt Eff e c ts Usi n g 
O bs er v ati o n al D at a. J A m St at Ass o c [I nt er n et]. 2 0 2 1 [ cit e d 2 0 2 3 A pr 
4]; 1 1 6( 5 3 3): 1 – 1 8. A v ail a bl e fr o m: htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 3 7 6 7 5 1 7/ .

4 9. C R A N - P a ck a g e pr e c m e d [I nt er n et]. [ cit e d 2 0 2 3 A pr 4]. A v ail a bl e fr o m: 
htt ps:// cr a n.r- pr oj e ct. or g/ w e b / p a c k a g es/ pr e c m e d/i n d e x. ht ml.

5 0. F u n k MJ, W estr ei c h D, Wi es e n C, St ür m er T, Br o o k h art M A, D a vi di a n M. 
D o u bl y  R o b ust Esti m ati o n of C a us al Eff e cts. A m J E pi d e mi ol. 2 0 1 1 Apr 
1 ; 1 7 3( 7): 7 6 1– 7. 
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5 1. B a n g H, R o bi ns J M. D o u bl y  R o b ust Esti m ati o n i n Missi n g D ata a n d C a us al 
I nf er e n c e M o d els. Bi o m etri cs. 2 0 0 5 D e c; 6 1( 4): 9 6 2 –7 3. 

5 2. A usti n P C, St u art E A. M o vi n g t o w ar ds b est pr a cti c e w h e n usi n g i n v ers e 
pr o b a bilit y  of tr e at m e nt w ei g hti n g (IP T W) usi n g t h e pr o p e nsit y  s c or e t o esti m at e 
c a us al tr e at m e nt eff e cts i n o bs er v ati o n al st u di es. St at M e d. 2 0 1 5 D e c 
1 0; 3 4( 2 8): 3 6 6 1 – 7 9. 

5 3. v a n d er W e el e TJ, Di n g P. S e nsiti vit y  A n alys is i n O bs er v ati o n al R es e ar c h: 
I ntr o d u ci n g t h e E-V al u e. A n n I nt er n M e d [I nt er n et]. 2 0 1 7 A u g 1 5 [ cit e d 2 0 2 2 
M a y  2 5]; 1 6 7( 4): 2 6 8– 7 4. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 2 8 6 9 3 0 4 3/ .

5 4. v a n d er W e el e TJ, Di n g P. S e nsiti vit y  A n alys is i n O bs er v ati o n al R es e ar c h: 
I ntr o d u ci n g t h e E-V al u e. A n n I nt er n M e d [I nt er n et]. 2 0 1 7 A u g 1 5 [ cit e d 2 0 2 2 
M a y  3 0]; 1 6 7( 4): 2 6 8 – 7 4. A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 2 8 6 9 3 0 4 3/ .

5 5. J a g a n n at h S, L i n Y, G ol ds c h mi dt H, R e e c e D, N o o k a A, S e ni n A, et al. 
K ar M M a -R W: c o m p aris o n of i d e c a bt a g e n e vi cl e u c el wit h r e al -w orl d o ut c o m es 
i n r el a ps e d a n d r efr a ct or y m ultipl e m y el o m a. Bl o o d C a n c er J [I nt er n et]. 2 0 2 1 J u n 
1 [ cit e d 2 0 2 2 O ct 2 0]; 1 1( 6). A v ail a bl e fr o m: 
htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 4 1 4 5 2 2 5/.

5 6. C h a kr a b ort y R, Li u H D, R y bi c ki L, T o m er J, K h o uri J, D e a n R M, et al. 
Pr o gr essi o n wit h cli ni c al f e at ur es is ass o ci at e d w it h w ors e s u bs e q u e nt s ur vi v al i n 
m ulti pl e m y el o m a. A m J H e m at ol [I nt er n et]. 2 0 1 9 A pr 1 [ cit e d 2 0 2 3 M ar 
2 0]; 9 4( 4): 4 3 9 – 4 5. A v ail a bl e fr o m: htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 3 0 6 6 3 8 0 5/ .

5 7. G ol d m a n -M a z ur S, Visr a m A, K a p o or P, Dis p e n zi eri A, L a c y  M Q, G ert z M A, et 
al . O ut c o m es aft er bi o c h e mi c al or cli ni c al pr o gr essi o n i n p ati e nts wit h m ulti pl e
m y el o m a. Bl o o d A d v [I nt er n et]. 2 0 2 3 M ar 2 8 [ cit e d 2 0 2 3 M ar 2 0]; 7( 6): 9 0 9 – 1 7. 
A v ail a bl e fr o m: 
htt ps:// as h p u bli c ati o ns. or g/ bl o o d a d v a n c es/ arti cl e/ 7/ 6/ 9 0 9/ 4 8 4 8 8 5/ O ut c o m es -
aft er -bi o c h e mi c al -or -cli ni c al -pr o gr essi o n .

5 8. P o c o c k SJ. T h e c o m bi n ati o n of r a n d o mi z e d a n d h ist ori c al c o ntr ols i n cli ni c al 
tri als. J C hr o ni c Dis [Int er n et]. 1 9 7 6 [ cit e d 2 0 2 2 M a y 2 4]; 2 9( 3): 1 7 5 – 8 8. 
A v ail a bl e fr o m: htt ps:// p u b m e d. n c bi. nl m. ni h. g o v/ 7 7 0 4 9 3/ .

5 9. H ats w ell A, Fr e e m a ntl e N, B ai o G, L es affr e E, v a n R os m al e n J. S u m m arisi n g 
s ali e nt i nf or m ati o n o n hist ori c al c o ntr ols: A str u ct ur e d ass ess m e nt of v ali dit y  a n d 
c o m p ar a bilit y  a cr oss st u di es. Cli ni c al Tri als. 2 0 2 0 D e c 1; 1 7( 6): 6 0 7– 1 6.
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 4 8 of 7 6

1 4. LI S T O F T A B L E S

T a bl e 1. I n cl usi o n a n d E x cl usi o n Crit eri a f or St u d y C 1 0 7 1 0 0 3 a n d R W D at a S o ur c es. ........ 2 2

T a bl e 2. D efi niti o ns of C o m p ar ati v e Eff e cti v e n ess O ut c o m es i n St u d y  C 1 0 7 1 00 3, 
Fl atir o n H e alt h, a n d C O T A ...................................................................... 2 5

T a bl e 3. S u m m ar y  of St atisti c al A n al ys es f or C o m bi n e d St u d y C o h orts................................ 3 1
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 4 9 of 7 6

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

Fi g ur e 1. B as eli n e a n d O bs er v ati o n P eri o ds i n St u d y  C 1 0 7 1 0 0 3............................................ 1 7

Fi g ur e 2. B as eli n e a n d O bs er v ati o n P eri o ds i n E xt er n al C o ntr ol Ar ms .................................. 1 7
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 0 of 7 6

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

N u m b e r D o c u m e nt 
R ef e r e n c e 
N u m b e r

D at e Ti tl e

0 0 1 0 0 1 1 1 M ar c h 2 0 1 9

0 0 2 0 0 2 1 7 M a y 2 0 2 2

0 0 3 0 0 3 2 5 O ct o b er 2 0 2 1

0 0 4 0 0 4 1 8 O ct o b er 2 0 2 1
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 1 of 7 6

A N N E X 2 . M A P PI N G O F E LI GI BILI T Y C RI T E RI A B E T W E E N S T U D Y C 1 0 7 1 0 0 3
A N D R W D S O U R C E S

0
9
0
1
7
7
e
1
9
d
6
a
1
0
1
2\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
5-

M
ay

-
2
0
2
3 

0
2:

3
3 

(
G

M
T)



P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 2 of 7 6

S u p pl e m e nt a r y T a bl e 1 5. 1. I n cl usi o n a n d E x cl usi o n C rit e ri a i n St u d y C 1 0 7 1 0 0 3, Fl ati r o n H e alt h a n d C O T A.

P ati e nt i n cl us i o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W al te r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e
a p p r o a c h t o b e us e d i n t h e 

e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

A g e a n d S e x:

M al e or f e m al e p arti ci p a nts a g e ≥ 1 8 
y e ars.

M al e or f e m al e p arti ci p a nts a g e ≥ 1 8 
y e ars.

Criti c al a n d 
e x p a n d e d 
crit eri a

M al e or f e m al e p arti ci p a nts a g e 
≥ 1 8 y e ars.

Criti c al a n d 
e x p a n d e d 
crit eri a

A f e m al e p arti ci p a nt is eli gi bl e t o 
p arti ci p at e if s h e is n ot pr e g n a nt or 
br e a s tf e e di n g. 

N ot a v ail a bl e .
N/ A

N ot a v ail a bl e.
N/ A

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

P arti ci p a nts w h o ar e willi n g a n d a bl e 
t o c o m pl y wit h all s c h e d ul e d visits, 
tr e at m e nt pl a n, l a b or at or y t ests, 
lif est yl e c o nsi d er ati o ns, a n d ot h er 
st ud y  pr o c e d ur es.

N ot a p pli c a bl e . N/ A N ot a p pli c a bl e . N/ A

Pri or di a g n osis of M M as d efi n e d 
a c c or di n g t o I M W G crit eri a .

P erf e ct or cl os e m at c h .

P ati e nts w er e e xtr a ct e d b y Fl atir o n b as e d 
o n t h e pr es e n c e of a di a g n osis c o d e f or 
M M (I C D -9 2 0 3. 0 x or I C D -1 0 C 9 0. 0 x) 
a n y ti m e pri or t o t h e i n d e x d at e. A cti v e 

M M di a g n osis w as c o nfir m e d b y 
Fl atir o n vi a a bstr a cti o n of u n str u ct ur e d 

d at a .

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h .

M M di a g n osis c o nfir m e d 
t hr o u g h p at h ol o g y r e p orts or 
t hr o u g h cli ni c al di a g n osis a n d 
s u p p orti n g d o c u m e nt ati o n s u c h 

as l a b t ests .

Criti c al a n d 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 3 of 7 6

P ati e nt i n cl us i o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W al te r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e
a p p r o a c h t o b e us e d i n t h e 

e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

M e as ur a bl e dis e as e b as e d o n I M W G 
crit eri a as d efi n e d b y at l e ast 1 of t h e 
f oll o wi n g:

a. S er u m M -pr ot ei n ≥ 0. 5 g/ d L b y 
S P E P
b. Uri n ar y M -pr ot ei n e x cr eti o n ≥ 2 0 0 
m g/ 2 4 h o urs b y U P E P
c. S er u m i m m u n o gl o b uli n F L C ≥ 1 0 
m g/ d L ( ≥ 1 0 0 m g/ L) A N D a b n o r m al 
s er u m i m m u n o gl o b uli n k a p p a t o 
l a mb d a F L C r ati o ( < 0. 2 6 or > 1. 6 5)

P erf e ct or cl os e m at c h.

M e as ur a bl e dis e as e, d efi n e d wit hi n 9 0 
d a ys pri or t o or o n t h e i n d e x d at e.

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h.

M e as ur a bl e dis e as e, d efi n e d 
wit hi n 9 0 d a ys b ef or e or o n t h e 

i n d e x d at e.

Cr iti c al a n d 
e x p a n d e d 
crit eri a

R efr a ct or y t o at l e ast o n e I Mi D. P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e I Mi D d efi n e d 
as dis e as e pr o gr essi o n, b as e d o n I M W G 

crit eri a or H C P ass ess m e nt, w hil e a 
p ati e nt is o n t h er a p y or wit hi n 6 0 d a ys of 

t h e l ast th er a p y d os e i n a n y li n e, 
r e g ar dl ess of r es p o ns e. 

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e I Mi D 
d efi n e d as dis e as e pr o gr essi o n, 

b as e d o n I M W G crit eri a or H C P 
ass ess m e nt, w hil e a p ati e nt is o n 
t h er a p y or wit hi n 6 0 d a ys of t h e 

l ast t h er a p y d os e i n a n y li n e, 
r e g ar dl ess of r es p o ns e.

Criti c al a n d 
e x p a n d e d 
crit eri a

R efr a ct or y t o at l e ast o n e PI. P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e PI d efi n e d as 
dis e as e pr o gr essi o n, b as e d o n I M W G 
crit eri a or H C P ass ess m e nt, w hil e a 

p ati e nt is o n t h er a p y or wit hi n 6 0 d a ys of 
t h e l ast t h er a p y d os e i n a n y li n e, 

r e g ar dl ess of r es p o ns e.

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e PI 
d efi n e d as dis e as e pr o gr essi o n, 

b as e d o n I M W G crit eri a or H C P 
ass ess m e nt, w hil e a p ati e nt is o n 
t h er a p y or wit hi n 6 0 d a ys of t h e 

l ast t h era p y  d os e i n a n y li n e, 
r e g ar dl ess of r es p o ns e. 

Criti c al a n d 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 4 of 7 6

P ati e nt i n cl us i o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W al te r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e
a p p r o a c h t o b e us e d i n t h e 

e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

R efr a ct or y t o at l e ast o n e a nti -C D 3 8 
m A b .

P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e a st o ne a nti- C D 3 8 
m A b d efi n e d as dis e as e pr o gr essi o n, 

b as e d o n I M W G crit eri a or H C P 
ass ess m e nt, w hil e a p ati e nt is o n t h er a p y 
or wit hi n 6 0 d a ys of t h e l ast t h er a p y d os e 

i n a n y li n e, r e g ar dl ess of r es p o ns e. 

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h.

R efr a ct or y t o at l e ast o n e a nti -
C D 3 8 m A b d efi n e d as dis e as e 
pr o gr essi o n, b as e d o n I M W G 
crit eri a or H C P ass ess m e nt, 

w hil e a p ati e nt is o n t h er a p y or 
wit hi n 6 0 d a ys of t h e l ast 
t h er a p y d os e i n a n y li n e, 
r e g ar dl ess of r es p o ns e. 

Criti c al a n d 
e x p a n d e d 
crit er i a

R el a ps e d/r efr a ct or y t o l ast a nti -M M 
r e gi m e n.

N ot e: R efr a ct or y is d efi n e d as h a vi n g 
pr o gr essi v e dis e as e w hil e o n t h er a p y 
or wit hi n 6 0 d a ys of t h e l ast d os e i n 
a n y li n e, r e g ar dl ess of r es p o ns e.

P erf e ct or cl os e m at c h .

B y  d esi g n as th e i n d e x d at e is t h e first 
li n e aft er t h e T C R eli gi bilit y d at e, all 

p ati e nts will b e r efr a ct or y t o t h e l ast a nti -
m y el o m a r e gi m e n.

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h .

B y  d esi g n as t h e i n d e x d at e is 
t h e first li n e aft er t h e T C R 

eli gi bilit y d at e, all p ati e nts wi ll 
b e r efr a ct or y t o t h e l ast a nti -

m y el o m a r e gi m e n.

Criti c al a n d 
e x p a n d e d 
crit eri a

C o h ort A: H as n ot r e c ei v e d pri or 
B C M A -dir e ct e d t h er a p y.

I nf or m ati o n is c oll e ct e d as b as eli n e 
c o v ari at es.

B as eli n e 
c o v ari at e

I nf or m ati o n is c oll e ct e d as 
b as eli n e c o v ari at e s.

B as eli n e 
c o v ari at e

C o h ort B: H as r e c ei v e d pri or B C M A -
dir e ct e d A D C or B C M A -dir e ct e d 
C A R T -c ell t h er a p y, eit h er a p pr o v e d 
or i n v esti g ati o n al.

I nf or m ati o n is c oll e ct e d as b as eli n e 
c o v ari at es.

B as eli n e 
c o v ari at e

I nf or m ati o n is c oll e ct e d as 
b as eli n e c o v ari at e s.

B as eli n e 
c o v ari at e
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 5 of 7 6

P ati e nt i n cl us i o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W al te r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e
a p p r o a c h t o b e us e d i n t h e 

e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

E C O G p erf or m a n c e st at us ≤ 2. P erf e ct or cl os e m at c h. 

E C O G p erf or m a n c e st at us ≤ 2 wit hi n 
9 0 d a ys pri or t o or o n t h e i n d e x d at e

Criti c al a n d 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h. 

E C O G p erf or m a n c e st at us ≤ 2 
wit hi n 9 0 d a ys pri or t o or o n t h e 

i n d e x d at e
K P S s c or e t o b e c o n v ert e d t o 

E C O G if p ati e nt 's p erf or m a n c e 
st at us t est cl os est t o t h e i n d e x 

d at e is K P S

Criti c al a n d 
e x p a n d e d 
crit eri a

L V E F ≥ 4 0 % as d et er mi n e d b y a 
M U G A s c a n or E C H O.

N ot a v ail a bl e. N/ A N ot a v ail a bl e. N/ A

A d e q u at e h e p ati c f u n cti o n 
c h ar a ct eri z e d b y t h e f oll o wi n g:

a. T ot al bilir u bi n ≤ 2 x U L N ( ≤ 3 x 
U L N if d o c u m e nt e d Gil b ert’s 
s y n dr o m e);
b. A S T ≤ 2. 5 x U L N; a n d
c. A L T ≤ 2. 5 x U L N

P erf e ct or cl os e m at c h .

A d e q u at e h e p ati c b ef or e st u d y i n d e x 
d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h .

A d e q u at e h e p ati c f u n cti o n 
b ef or e st u d y i n d e x d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a

A d e q u at e r e n al f u n cti o n d efi n e d b y 
a n esti m at e d cr e ati ni n e cl e ar a n c e ≥ 3 0 
m L/ mi n ( a c c or di n g t o t h e C o c k cr oft 
G a ult f or m ul a, b y  2 4-h o ur s uri n e 
c oll e cti o n f or cr e ati ni n e cl e ar a n c e, or 
a c c or di n g t o l o c al i nstit uti o n al 
st a n d ar d m et h o d).

P erf e ct or cl os e m at c h .

A d e q u at e r e n al f u n cti o n b ef or e st u d y 
i n d e x d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h .

A d e q u at e r e n al f u n cti o n b ef or e 
st u d y i n d e x d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 6 of 7 6

P ati e nt i n cl us i o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W al te r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e
a p p r o a c h t o b e us e d i n t h e 

e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

A d e q u at e B M f u n cti o n c h ar a ct eri z e d 
b y t h e f oll o wi n g:

a. A N C ≥ 1. 0 × 1 0 9
/ L ( us e of gr a n ul o c yt e-c ol o n y 
sti m ul ati n g f a ct ors is p er mitt e d if 
c o m pl et e d at l e ast 7 d a ys pri or t o 
p l a nn e d st art of d osi n g);
b. Pl at el ets ≥ 2 5 × 1 0 9
/ L (tr a nsf usi o n s u p p ort is p er mitt e d if 
c o m pl et e d at l e ast 
7 d a ys pri or t o pl a n n e d st art of 
d osi n g); a n d
c. H e m o gl o bi n ≥ 8 g/ d L (tr a nsf usi o n 
s u p p ort is p er mitt e d if c o m pl et e d at 
l e ast 
7 d a ys pri or t o pl a n n e d start of 
d osi n g).

P erf e ct or cl os e m at c h .

A d e q u at e B M f u n cti o n b ef or e st u d y 
i n de x d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a

P erf e ct or cl os e m at c h.

A d e q u at e B M f u n cti o n b ef or e 
st u d y i n d e x d at e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a

R es ol v e d a c ut e eff e ct s of a n y pri or 
t h er a p y t o b as eli n e s e v erit y or 
C T C A E Gr a d e ≤ 1.

N ot a v ail a bl e. N/ A N ot a v ail a bl e. N/ A

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

C a p a bl e of gi vi n g si g n e d i nf or m e d 
c o ns e nt, w hi c h i n cl u d es c o m pli a n c e 
wit h t h e r e q uir e m e nts a n d r estri cti o ns 
list e d i n t h e IC D a n d i n t hi s pr ot o c ol.

N ot a p pli c a bl e N/ A N/ A N/ A
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 7 of 7 6

P ati e nt e x cl usi o n c rit e ri a p e r 
C 1 0 7 1 0 0 3 St u d y  

Fl ati r o n S p otli g ht R W alt e r n ati v e 
a p p r o a c h t o b e us e d i n t h e e xt e r n al 

c o nt r ol a r m

I m pl e m e nt ati o n C O T A R W alt e r n ati v e a p p r o a c h t o 
b e us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n

M e di c al C o n diti o ns:

S m ol d eri n g M M. N ot A v ai l a bl e.

N ot i d e ntifi a bl e dir e ctl y i n Fl atir o n 
S p otli g ht d at a, h o w e v er p ati e nts ar e 
o nl y i n cl u d e d i n t h e d at a if t h e y h a v e 

e vi d e n c e of a cti v e M M. Si n c e 
s mol d eri n g M M ( S M M) c a n b e a 

pr e c urs or t o a cti v e M M, p ati e nts m a y 
h a v e h a d S M M b ef or e pr o gr essi n g t o 

a cti v e M M.

N ot i m pl e m e nt e d 
dir e ctl y

P erf e ct or cl os e m at c h .

P ati e nt will b e e x cl u d e d if S M M is 
t h e t y p e of M M list e d f or t h e p ati e nt 
cl os et t o ( b ut n ot aft er) t h e i n d e x d at e

Crit i c al a n d 
e x p a n d e d 
crit eri a

A cti v e pl as m a c ell l e u k e mi a. P erf e ct or cl os e m at c h.

Di a g n osis of pl as m a c ell l e u k e mi a is 
i d e ntifi e d b as e d o n t h e pr es e n c e of ≥ 1 

di a g n o si s c o d e w it hi n t h e 3 6 5 d a ys pri or 
t o or o n t h e i n d e x d at e or b as e d o n 

i d e ntifi c ati o n of pl as m a c ell l e u k e mi a i n 
e n h a n c e d d at a a bstr a ct e d fr o m 

u nstr u ct ur e d s o ur c es.

Criti c al a n d 
e x p a n d e d crit eri a

P erf e ct or cl os e m at c h .

A cti v e pl as m a c ell l e u k e mi a wit hi n 
t h e 3 6 5 d a ys b ef or e or o n t h e i n d e x 

d at e c a n b e i d e ntifi e d i n t h e s e c o n d ar y 
dis e as e di a g n osis d at as et.

P ati e nts ar e c e ns or e d b y C O T A a n d 
n o l o n g er f oll o w e d i n t h e d at a aft er a 
d et er mi n ati o n of a cti v e pl as m a c ell 

l e u k e mi a.

Criti c al a n d 
e x p a n d e d 
crit eri a

A m yl oi d osis. P erf e ct or cl os e m at c h.

Di a g n osis of a m yl oi d osis is i d e ntifi e d 
b as e d o n t h e pr es e n c e of ≥ 1 di a g n osis 
c o d e w it hi n t h e 3 6 5 d a ys pri or t o or o n 
t h e i n d e x d at e or b as e d o n i d e ntifi c ati o n 

of a m yl oi d osis i n e n h a n c e d d at a 

Criti c al a n d 
e x p a n d e d crit e ri a

P erf e ct or cl os e m at c h.

A m yl oi d osis wit hi n 3 6 5 d a ys b ef or e 
or o n t h e i n d e x d at e c a n b e i d e ntifi e d
i n t h e s e c o n d ar y dis e as e di a g n osis 

d at as et.
P ati e nts ar e c e ns or e d b y C O T A a n d 

Criti c al a n d 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 5 8 of 7 6

a bstr a ct e d fr o m u nstr u ct ur e d s o ur c es. n o l o n g er f oll o w e d i n t h e d at a aft er a 
di a g n osis of a m yl oi d osis.

P O E M S s y n dr o m e N ot a v ail a bl e N/ A N ot a v ail a bl e N/ A

St e m c ell tr a ns pl a nt wit hi n 1 2 w e e ks 
pri or t o e nr oll m e nt or a cti v e G V H D.

P erf e ct or cl os e m at c h .

Di a g n osis of G V H D is i d e ntifi e d b as e d 
o n t h e pr es e n c e of ≥ 1 di a g n osis c o d e 
wit hi n t h e 1 2 w e e ks pri or t o or o n t h e 
i n d e x d at e, b ut t h er e ar e n o s p e cifi c 

c o d es f or “ a cti v e ”. 

T h e i n di c at or of st e m c ell tr a ns pl a nt a n d 
t h e d at e t h e p ati e nt r e c ei v e d t h e st e m

c ell tr a ns pl a nt is pr o vi d e d. 

Criti c al a n d 
e x p a n d e d crit eri a

P arti al m at c h.

St e m c ell tr a ns pl a nts wit hi n 1 2 w e e ks 
pri or t o i n d e x d at e.

Criti c al a n d 
e x p a n d e d 
crit eri a

I mp air e d c ar di o v as c ul ar f u n cti o n or 
cli ni c all y si g nifi c a nt c ar di o v as c ul ar 
dis e as es, d ef i n e d as a n y of t h e 
f oll o wi n g wit hi n 6 m o nt hs pri or t o 
e nr oll m e nt:
a. A c ut e m y o c ar di al i nf ar cti o n or 
a c ut e c or o n ar y s y n dr o m es ( e g, 
u nst a bl e a n gi n a, c or o n ar y art er y 
b y p ass gr aft, c or o n ar y a n gi o pl ast y 
or st e nti n g, s y m pt o m ati c p eri c ar di al 
eff usi o n);
b. Cli ni c a ll y si g nifi c a nt c ar di a c 
arr h yt h mi as ( e g, u n c o ntr oll e d atri al 
fi brill ati o n or u n c o ntr oll e d 
p ar o x ys m al s u pr a v e ntri c ul ar 
t a c h y c ar di a);
c. T hr o m b o e m b oli c or 

P arti al m at c h.

I d e ntifi a bl e b as e d o n di a g n osis c o d es 
( e x c e pt f or Q T s y n dr o m e); e n h a n c e d 

d at a a bstr a ct e d fr o m u nstr u ct ur e d 
s o ur c es c a n i d e ntif y t h e f oll o wi n g C V 

c o n diti o ns:  a n gi n a, 
atri al arr h yt h mi a, c er e br o v as c ul ar 

a c ci d e nt, 
c o n g esti v e h e art f ail ur e, 

D V T, MI, a n ot h er arr h yt h mi a, P E, TI A, 
v e ntri c ul ar arr h yt h mi a.

H o w e v er, f or arr h yt h mi as t h er e is n o 
i nf or m ati o n as t o t h eir cli ni c al

si g nifi c a n c e ( e g, if t h e arr h yt h mi a is 
u n c o ntr oll e d).

B as eli n e c o v ari at e, 
e x p a n d e d crit eri a

P arti al m at c h .

I d e ntifi a bl e b as e d o n c o m or bi d 
c o n diti o ns t h at ar e i n cl u d e d i n t h e 

C CI.
H o w e v er, c o m or bi d c o n diti o ns 

i n cl u d ed i n t h e C CI ar e o nl y c a pt ur e d 
o n c e p er p ati e nt.

Hist or y of c ar di a c arr h yt h mi a, Q T 
s y n dr o m e, a n d ot h er f or ms of a c ut e 

c or o n ar y s y n dr o m e ar e n ot 
i d e ntifi a bl e.

B as eli n e 
c o v ari at e, 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3
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0 1 -J u n -2 0 2 2 
P a g e 5 9 of 7 6

c er e br o v as c ul ar e v e nts ( e g, tr a nsi e nt 
is c h e mi c att a c k, c er e br o v as c ul ar 
a c ci d e nt, d e e p v ei n t hr o m b osis 
[u nl ess ass o ci at e d wit h a c e ntr al 
v e n o us a c c ess c o m pli c ati o n] or 
p ul m o n ar y e m b olis m);
d. Pr ol o n g e d Q T s y n dr o m e ( or 
tri pli c at e a v er a g e Q T c F > 4 7 0 ms e c 
at s cr e e ni n g). 

O n g oi n g Gr a d e ≥ 2 p eri p h er al 
s e ns or y or m ot or n e ur o p at h y. 

P arti al m at c h.

O n g oi n g Gr a d e ≥ 2 p eri p h er al s e ns or y or 
m o t or n e ur o p at h y c a n n ot b e i d e ntifi e d 
i n t h e d at a as t h er e is n o i nf or m ati o n 

a b o ut Gr a d e. 
H o w e v er, tr e at m e nts us e d t o m a n a g e 

n e ur o p at hi c p ai n will b e us e d as a pr o x y 
t o i d e ntif y pr es e n c e of m or e s e v er e

n e ur o p at h y c as es t o d es cri b e p ati e nts 

B as eli n e c o v ari at e, 
e x p a n d e d crit eri a

N ot a v ail a bl e . N/ A

Hist or y of a n y gr a d e p eri p h er al 
s e ns or y or m ot or n e ur o p at h y wit h 
pri or B C M A -dir e ct e d t h er a p y 
( C o h ort B).

P erf e ct or cl os e m at c h .

S e ns or y a n d m ot or n e ur o p at h y m a y b e 
i d e ntifi e d b as e d o n t h e pr es e n c e of ≥ 1 
di a g n osis c o d e a n y ti m e pri or t o or o n 

t h e i n d e x d at e.
A m o n g p ati e nts wit h pri or B C M A -

dir e ct e d t h er a p y o nl y.

P ossi bl e e x cl usi o n 
crit eri a 

P erf e ct or cl os e m at c h .

M a y  b e i d e ntifi e d b as e d o n A Es t h at 
r es ult e d in B C M A t r e at m e nt 

dis c o nti n u ati o n

P ossi bl e 
e x cl usi o n 
crit eri a 
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3
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0 1 -J u n -2 0 2 2 
P a g e 6 0 of 7 6

Hist or y of G B S or G B S v ari a nts, or 
hist or y of a n y Gr a d e ≥ 3 p eri p h er al 
m o t or p ol y n e ur o p at h y.

P arti al m at c h .

G B S c o ul d b e i d e ntifi e d b as e d o n 
di a g n osis c o d es. T h er e is n o i nf or m ati o n 
a b o ut t h e g r a d e i n t h e d at a t h at all o ws 

us t o i d e ntif y Gr a d e ≥ 3 p eri p h er al m ot or 
p ol y n e ur o p at h y. Tr e at m e nts us e d t o 

m a n a g e n e ur o p at hi c p ai n will b e us e d as 
a pr o x y t o i d e ntif y m or e s e v er e 

n e ur o p at h y c as es. 

B as eli n e c o v ari at e, 
e x p a n d e d crit eri a

N ot a v ail a bl e . N/ A

A c ti v e H B V, H C V, S A R S-C o V 2, 
HI V, or a n y a cti v e, u n c o ntr oll e d 
b a ct eri al, f u n g al, or vir al 
i nf e cti o n. A cti v e i nf e cti o ns m ust b e 
r es ol v e d at l e ast 1 4 d a ys pri or t o 
e nr oll m e nt. 

P arti al m at c h .

I d e ntifi a bl e b as e d o n l a b t ests as well as 
di a g n osis c o d es. T h er e ar e n o s p e cifi c 

c o d es f or “ a cti v e ” or “ u n c o ntr oll e d ”, b ut 
“ a cti v e ” i nf e cti o ns will b e cl os el y 

a p pr o xi m at e d usi n g cli ni c all y pl a usi bl e 
c o v ari at e ass ess m e nt p eri o ds. H B V or 

HI V a n y ti m e b ef or e i n d e x. Ot h er 
i nf e cti o ns wit hi n 3 0 d a ys b ef or e i n d e x.

Criti c al a n d
e x p a n d e d crit eri a

P arti al m at c h .

H B V, H C V, a n d HI V at a n y ti m e 
b ef or e i n d e x ( c o m or bi diti es i n cl u di n g 

t h es e i nf e cti o ns ar e o nl y c a pt ur e d 
o n c e p er p ati e nt).

N o i nf or m ati o n f or S A R S -C o V 2.
I nf or m ati o n o n i nf e cti o ns is n ot 

a v ail a bl e t hr o u g h l a b d at a.

Criti c al a n d 
e x p a n d e d 
crit eri a

A n y ot h er a cti v e m ali g n a n c y wit hi n 
3 y e ars pri or t o e nr oll m e nt, e x c e pt 
f or a d e q u at el y tr e at e d b as al c ell or 
s q u a m o us c ell s ki n c a n c er, or 
c ar ci n o m a i n sit u.

P erf e ct or cl os e m at c h.

Will b e i d e ntifi e d b as e d o n t h e pr es e n c e 
of ≥ 1 di a g n osis c o d e of a n y ot h er 
m ali g n a n c y, e x c e pt f or a d e q u at el y 

tr e at e d b as al c ell or s q u a m o us c ell s ki n 
c a n c er, or c ar ci n o m a i n sit u wit hi n t h e 
3 y e ars pri or t o or o n t h e i n d e x d at e. 

" A d e q u at el y tr e at e d " is n o t i d e ntifi a bl e 
t h er ef or e all b as al or s q u a m o us c ell s ki n 

c a n c er or c ar ci n o m a i n sit u will b e 
c o nsi d er e d a d e q u at el y tr e at e d a n d n ot 

r e as o n f or e x cl usi o n.

Criti c al a n d 
e x p a n d e d crit eri a

P erf e ct or cl os e m at c h.

A n y s e c o n d ar y m ali g n a n c y d e v el o p e d 
u p t o 3 y e ar s b ef or e i n d e x tr e at m e nt. 

O nl y s e c o n d ar y m ali g n a n ci es 
di a g n os e d b et w e e n i niti al M M 
di a g n osis a n d i n d e x d at e ar e 

i d e ntifi a bl e. C O T A will c e ns or 
p ati e nts w h o d e v el o p s e c o n d ar y

c a n c er aft er i niti al M M di a g n osis.

Criti c al a n d 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 1 of 7 6

Ot h er s ur gi c al (i n cl u di n g m aj or 
s ur g er y wit hi n 1 4 d a ys pri or t o 
e nr oll m e nt), m e di c al or ps y c hi atri c 
c o n diti o ns i n cl u di n g r e c e nt ( wit hi n 
t h e p ast y e ar) or a cti v e s ui ci d al 
i d e ati o n/ b e h a vi or or l a b or at or y 
a b n or m alit y t h at m a y i n cr e as e t h e 
ris k of st u d y p arti ci p ati on or, i n t h e 
i n v esti g at or’s j u d g m e nt, m a k e t h e 
p arti ci p a nt i n a p pr o pri at e f or t h e 
st u d y.

N ot a v ail a bl e . N/ A N/ A N/ A

P ri o r/ C o n c o m it a nt T h e r a p y:

Pr e vi o us tr e at m e nt wit h a n 
a nti -B C M A bis p e cifi c a nti b o d y.

P arti al m at c h .

O nl y n o n -i n v esti g ati o n al a g e nts ar e 
id e ntifi a bl e, t h er ef or e t o e ns ur e n o 
e x p os ur e t o a nti -B C M A bis p e cifi c 

a nti b o d y tr e at m e nt, all p ati e nts tr e at e d 
wit h i n v esti g ati o n al a g e nts w o ul d n e e d 

t o b e e x cl u d e d

N/ A P arti al m at c h.

O nl y n o n -i n v esti g ati o n al a g e nts ar e 
i d e ntifi a bl e, t h er ef or e t o e ns ur e n o
e x p os ur e t o a nti -B C M A bis p e cifi c 

a nti b o d y tr e at m e nt, all p ati e nts tr e at e d 
wit h i n v esti g ati o n al a g e nts w o ul d 

n e e d t o b e e x cl u d e d

N/ A

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

Pr e vi o us a d mi nistr ati o n wit h a n 
i n v esti g ati o n al dr u g wit hi n 3 0 d a ys 
( or as d et er mi n e d b y t h e l o c al 
r e q uir e m e nt) or 5 h alf -li v e s 
pr e c e di n g t h e first d os e of st u d y 
i nt er v e nti o n us e d i n t his st u d y 
( whi c h e v er is l o n g er). 

P erf e ct or cl os e m at c h.

Pr e vi o us a d mi nistr ati o n wit h a n 
i n v esti g ati o n al dr u g wit hi n 3 0 d a ys 

b ef or e t h e i n d e x d at e or o n i n d e x d at e.

Criti c al a n d 
e x p a n d e d crit eri a

P erf e ct or cl os e m at c h.

Pr e vi o us a d mi nistr ati o n wit h a n 
i n v esti g ati o n al dr u g wit hi n 3 0 d a ys 

b ef or e t h e i n d e x d at e or o n i n d e x d at e.

Criti c al a n d 
e x p a n d e d 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 2 of 7 6

Ot h e r E x cl usi o ns:

I n v estig at or sit e st aff or Pfi z er 
e m pl o y e es dir e ctl y i n v ol v e d i n t h e 
c o n d u ct of t h e st u d y, sit e st aff 
ot h er wis e s u p er vis e d b y t h e 
i n v esti g at or, a n d t h eir r es p e cti v e 
f a mil y m e m b ers. 

N ot a p pli c a bl e . N/ A N/ A N/ A

K n o w n or s us p e ct e d h y p ers e nsiti vit y 
t o t h e st u d y i nter v e nti o n or a n y of its 
e x ci pi e nts.

N ot a p pli c a bl e . N/ A N/ A N/ A

Li v e att e n u at e d v a c ci n e m ust n ot b e 
a d mi nist er e d wit hi n 4 w e e ks of t h e 
first d os e of st u d y i nt er v e nti o n. 

N ot a v ail a bl e. N/ A N/ A N/ A
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 3 of 7 6

S u p pl e m e nt a r y T a bl e 1 5. 2. I n cl usi o n a n d E x cl usi o n C rit e ri a i n St u d y C 1 0 7 1 0 0 3, C 1 0 7 1 0 1 3 a n d C 1 0 7 1 0 1 4.

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

A g e a n d S e x:

M al e or f e m al e p arti ci p a nts 
a g e ≥ 1 8 y e ars.

P erf e ct or cl os e m at c h.
M al e or f e m al e p arti ci p a nts a g e ≥ 1 8 y e ars.

Criti c al crit eri a P erf e ct or cl os e m at c h.
M al e or f e m al e p arti ci p a nts a g e 

≥ 1 8 y e ars.

Criti c al crit eri a

A f e m al e p arti ci p a nt is 
eli gi bl e t o p arti c i p at e if s h e 
is n ot pr e g n a nt or 
br e astf e e di n g. 

P erf e ct or cl os e m at c h.
A f e m al e p arti ci p a nt is eli gi bl e t o p arti ci p at e if 

s h e is n ot pr e g n a nt or br e astf e e di n g.

Criti c al crit eri a P erf e ct or cl os e m at c h.
A f e m al e p arti ci p a nt is eli gi bl e t o 
p arti ci p at e if s h e is n ot pr e g n a nt or 

br e astf e e di n g.

Criti c al crit eri a

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

P arti ci p a nts w h o ar e willi n g 
a n d a bl e t o c o m pl y wit h all 
s c h e d ul e d visits, tr e at m e nt 
pl a n, l a b or at or y t ests, 
lif est yl e c o nsi d er ati o ns, a n d 
ot h er st u d y pr o c e d ur es.

N ot a p pli c a bl e. N/ A N ot a p pli c a bl e. N/ A

Pri or di a g n osis of M M as 
d efi n e d a c c or di n g t o I M W G 
crit eri a . 

P erf e ct or cl os e m at c h.

Pri or di a g n osis of M M as d efi n e d a c c or di n g t o 
H C P j u d g m e n t or c o nfir m e d usi n g I M W G 

crit eri a

Criti c al crit eri a P erf e ct or cl os e m at c h.

If a p pli c ati o n of I nt er n ati o n al 
M y el o m a W or ki n g Gr o u p (I M W G) 

crit eri a f or di a g n osis of M M or 
ass ess m e nt of r es p o ns e is n ot 

a v ail a bl e as p art of r e g ul ar cli ni c al 
pr a cti c e, cli ni ci a n ass ess m e nt m a y b e 

us e d.

Criti c al crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 4 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

M e as ur a bl e dis e as e b as e d 
o n I M W G crit eri a as 
d efi n e d b y at l e ast 1 of t h e 
f oll o wi n g:

a. S er u m M -pr ot ei n ≥ 0. 5 
g/ d L b y S P E P
b. Uri n ar y M- pr ot ei n 
e x cr eti o n ≥ 2 0 0 m g/ 2 4 h o urs 
b y U P E P
c. S er u m i m m u n o gl o b uli n 
F L C ≥ 1 0 m g/ d L ( ≥ 1 0 0 
m g/ L) A N D a b n or m al 
s er u m i m m u n o gl o b uli n
k a p p a t o l a m b d a F L C r ati o
( < 0. 2 6 or > 1. 6 5)

P erf e ct or cl os e m at c h.

I M W G crit eri a ar e n ot al wa ys us e d or 
d o c u m e nt e d i n R W. W h e n I M W G is n ot 

a v ail a bl e, H C P j u d g m e nt is us e d.

Criti c al crit eri a P erf e ct or c los e m at c h.

I n cr e as e of 2 5 % fr o m t h e l o w e st 
c o nfir m e d r es p o ns e v al u e i n o n e or 

m o r e of t h e I M W G crit eri a.

Criti c al crit eri a

R efr a ct or y t o at l e ast o n e 
I Mi D.

P erf e ct or cl os e m at c h.

I M W G crit eri a ar e n ot al wa ys us e d or 
d o c u m e nt e d i n R W. W h e n I M W G is n ot 

a v ail a bl e, H C P j u d g m e nt is us e d.

Criti c al crit eri a P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e I Mi D 
d efi n e d as dis e as e pr o gr essi o n, b as e d 
o n I M W G crit eri a w hil e a p ati e nt is 
o n t h er a p y or wit hi n 6 0 d a ys of t h e 

l ast t h er a p y d os e i n a n y li n e, 
r e g ar dless of r es p o ns e.

Criti c al crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 5 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

R efr a ct or y t o a t l e ast o n e PI. P erf e ct or cl os e m at c h.

I M W G crit eri a ar e n ot al wa ys us e d or 
d o c u m e nt e d i n R W. W h e n I M W G is n ot 

a v ail a bl e, H C P j u d g m e nt is us e d.

Criti c al crit eri a P erf e ct or cl os e m at c h. 

R efr a ct or y t o a t l e ast o n e PI d efi n e d 
as dis e as e pr o gr essi o n, b as e d o n 

I M W G crit eri a, w hil e a p ati e nt is o n 
t h er a p y or wit hi n 6 0 d a ys of t h e l ast 

t h er a p y d os e i n a n y li n e, r e g ar dless of 
r es p o ns e. 

Criti c al crit eri a

R efr a ct or y t o at l e ast o n e 
a nti -C D 3 8 m A b a nti b o d y.

P er f e ct or cl os e m at c h.

I M W G crit eri a ar e n ot al wa ys u s e d or 
d o c u m e nt e d i n R W. W h e n I M W G is n ot 

a v ail a bl e, H C P j u d g m e nt is us e d.

Criti c al crit eri a P erf e ct or cl os e m at c h. 

R efr a ct or y t o at l e ast o n e a nti -C D 3 8 
m A b d efi n e d as dis e as e pr o gr essi o n, 

b as e d o n I M W G crit eri a, w hil e a 
p ati e nt is o n t h er a p y or wit hi n 6 0 d a ys 

of t h e l ast t h er a p y d os e i n a n y li n e, 
r e g ar dl ess of r es p o ns e. 

Criti c al crit eri a

R el a ps e d/r efr a ct or y t o l ast 
a nti -M M r e gi m e n.

N ot e: R efr a ct or y is d efi n e d 
as h a vi n g pr o gr essi v e 
dis e as e w hil e o n t h er a p y or
wit hi n 6 0 d a ys of t h e l ast 
d os e i n a n y li n e, r e g ar dl ess 
of r es p o ns e.

P erf e ct or cl os e m at c h.

I M W G crit eri a ar e n ot al wa ys us e d or 
d o c u m e nt e d i n R W. W h e n I M W G is n ot 

a v ail a bl e, H C P j u d g m e nt is us e d.

Criti c al crit eri a P erf e ct or cl os e m at c h.

B y  desi g n as t h e i n d e x d at e is t h e first 
li n e aft er t h e T C R eli gi bilit y d at e, all 
p ati e nts will b e r efr a ct or y t o t h e l ast 

a nti -m y el o m a r e gi m e n.

C riti c al c
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 6 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

C o h ort A: H as n ot r e c ei v e d 
pri or B C M A -dir e ct e d 
t h er a p y.

P erf e ct or cl os e m at c h.

I nf or m ati o n is c oll e ct ed at t h e ti m e of 
e nr oll m e nt w h e n a v ail a bl e.

P ossi bl e
i n cl usi o n crit eri a

P erf e ct or cl os e m at c h.

I nf or m ati o n is c oll e ct e d at t h e ti m e of 
e nr oll m e nt w h e n a v ail a bl e.

P ossi bl e 
i n cl usi o n crit eri a

C o h ort B: H as r e c ei v e d 
pri or B C M A -dir e ct e d A D C 
or B C M A -dir e ct e d C A R T -
c ell t h er a p y, eit h er a p pr o v e d 
or i n v esti g ati o n al.

P erf e ct or cl os e m at c h.

I nf or m ati o n is c oll e ct e d at t h e ti m e of 
e nr oll m e nt w h e n a v ail a bl e.

P ossi bl e 
i n cl usi o n crit eri a 

P erf e ct or cl os e m at c h.
I nf or m ati o n is c oll e ct e d at t h e ti m e of 

e nr oll m e nt w h e n a v ail a bl e.

P ossi bl e 
i n cl usi o n crit eri a 

E C O G p er f or m a n c e st at us 
≤ 2. 

P erf e ct or cl os e m at c h.

E C O G p erf or m a n c e st at us ≤ 2.

Criti c al crit eri a P erf e ct or cl os e m at c h.

E C O G p erf or m a n c e st at us ≤ 2.

Criti c al crit eri a

L V E F ≥ 4 0 % as d et er mi n e d 
b y a M U G A s c a n o r E C H O.

P erf e ct or cl os e m at c h.

L V E F ≥ 4 0 % a s d et er m i n e d b y a M U G A s c a n or 
E C H O.

N/ A P erf e ct or cl os e m at c h.

L V E F ≥ 4 0 % a s d et er mi n e d b y a 
M U G A s c a n or E C H O.

N/ A

A d e q u at e h e p ati c f u n cti o n 
c h ar a ct eri z e d b y t h e 
f oll o wi n g:

a. T ot al bilir u bi n ≤ 2 x U L N 
(≤ 3 x U L N if d o c u m e nt e d 
Gil b ert’s s y n dr o m e);
b. A S T ≤ 2. 5 x U L N; a n d
c. A L T ≤ 2. 5 x U L N

P erf e ct or cl os e m at c h.

A d e q u at e h e p ati c f u n cti o n c h ar a ct eri z e d b y t h e 
f oll o wi n g:

a. T ot al bilir u bi n ≤ 2 x U L N ( ≤ 3 x U L N if 
d o c u m e nt e d Gil b ert’s s y n dr o m e);

b. A S T ≤ 2. 5 x U L N; a n d
c. A L T ≤ 2. 5 x U L N

N/ A P erf e ct or cl os e m at c h

a . T ot al bilir u bi n ≤ 2 x U L N ( ≤ 3 x 
U L N if d o c u m e nt e d Gil b ert’s 

s y n dr o m e);
b. A S T ≤ 2. 5 x U L N; a n d

c. A L T ≤ 2. 5 x U L N

N/ A
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 7 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

A d e q u at e r e n al f u n cti o n 
d efi n e d b y a n esti m at e d 
cr e ati ni n e cl e ar a n c e ≥ 3 0 
m L/ mi n ( a c c or di n g t o t h e 
C o c k cr oft G a ult f or m ul a, b y 
2 4 -h o urs uri n e c oll e cti o n f or 
cr e ati ni n e cl e ar a n c e, or 
a c c or di n g t o l o c al 
i nstit uti o n al st a n d ar d 
m et h o d).

P erf e ct or cl os e m at c h.

A d e q u at e r e n al f u n cti o n d efi n e d b y a n esti m at e d 
cr e ati ni n e cl e ar a n c e ≥ 3 0 m L/ mi n

N/ A P erf e ct or cl os e m at c h.

A d e q u at e r e n al f u n cti o n d efi n e d b y a n 
esti m at e d cr e ati ni n e cl e ar a n c e ≥ 3 0 

m L/ mi n

N/ A

A d e q u at e B M f u n cti o n 
c h ar a ct eri z e d b y t h e 
f oll o wi n g:

a. A N C ≥ 1. 0 × 1 0 9

/ L ( us e of gr a n ul o c yt e-
c ol o n y sti m ul ati n g f a ct ors is 
p er mitt e d if 
c o m pl et e d at l e as t 7 d a ys 
pri or t o pl a n n e d st art of 
d osi n g);
b. Pl at el ets ≥ 2 5 × 1 0 9

/ L (tr a nsf usi o n s u p p ort is 
p er mitt e d if c o m pl et e d at 
l e ast 
7 d a ys pri or t o pl a n n e d st art 
of d osi n g); a n d
c. H e m o gl o bi n ≥ 8 g/ d L 
(tr a nsf usi o n s u p p ort is 
p er mitt e d if c o m pl et e d at 
l e ast 
7 d a ys pri or t o pl a n n e d st art 
of d osi n g).

P erf e ct or cl os e m at c h.

a. A N C ≥ 1. 0 × 1 0 9

/ L;
b. Pl at el ets ≥ 2 5 × 1 0 9

/L; a n d
c. H e m o gl o bi n ≥ 8 g/ d L

N/ A P erf e ct or cl os e m at c h.

a. A N C ≥ 1. 0 × 1 0 9

/ L;
b. Pl at el ets ≥ 2 5 × 1 0 9

/L; a n d
c. H e m o gl o bi n ≥ 8 g/ d L 

N/ A
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 8 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

R es ol v e d a c ut e eff e cts of 
a n y pri or t h er a p y t o b as e li n e 
s e v erit y or C T C A E Gr a d e 
≤ 1.

P erf e ct or cl os e m at c h.

R es ol v e d a c ut e eff e cts of a n y pri or t h er a p y t o 
b as eli n e s e v erit y or C T C A E Gr a d e ≤ 1.

N/ A P erf e ct or cl os e m at c h.

R es ol v e d a c ut e eff e cts of a n y pri or 
t h er a py t o b as eli n e s e v erit y or 

C T C A E Gr a d e ≤ 1.

N / A

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

C a p a bl e of gi vi n g si g n e d 
i nf or m e d c o ns e nt, w hi c h 
i n cl u d es c o m pli a n c e wit h 
t h e r e q uir e m e nts a n d 
r estri cti o ns list e d i n t h e I C D 
a n d i n t his pr ot o c ol.

P erf e ct or cl os e m at c h.

E vi d e n c e o f a p ers o n all y si g n e d a n d d at e d 
i nf or m e d c ons e nt d o c u m e nt i n di c ati n g t h at t h e 
p ati e nt ( or a l e g all y a c c e pt a bl e r e pr es e nt ati v e) 

h as b e e n i nf or m e d of all p erti n e nt as p e cts of t h e 
st u d y.

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h.

E vi d e n c e o f a p ers on all y si g n e d a n d 
d at e d i nf or m e d c o ns e nt d o c u m e nt 

i n di c ati n g t h at t h e p ati e nt ( or a l e g all y 
a c c e pt a bl e r e pr es e nt ati v e) h as b e e n 
i nf or m e d of all p erti n e nt as p e cts of 

t h e st u d y.

St u d y eli gi bilit y 
crit eri a

M e di c al C o n diti o ns:

S m ol d eri n g M M. P erf e ct or cl os e m at c h .

P ati e nt s ar e e x cl u d e d if S M M is t h e t y p e of M M 
list e d f or t h e p ati e nt cl os et t o ( b ut n ot aft er) t h e 

i n d e x d at e

Criti c al crit eri a P erf e ct or cl os e m at c h .

P ati e nt s ar e e x cl u d e d if S M M is t h e 
t yp e of M M list e d f or t h e p ati e nt 

cl os et t o ( b ut n ot aft er) t h e i n d e x d at e

Cri ti c al crit eri a

A cti v e pl as m a c ell 
l e u k e mi a.

P erf e ct or cl os e m at c h .

P ati e nt s wit h a cti v e pl as m a c ell l e u k e mi a ar e
e x cl u d e d 

Criti c al crit eri a P erf e ct or cl os e m at c h .

P ati e nt s wit h a cti v e pl as m a c ell 
l e u k e mi a ar e e x cl u d e d

Criti c al crit eri a

A m yl oi d osis. P erf e ct or cl o s e m at c h.

P ati e nt s wit h a m yl oi d osis ar e e x cl u d e d.

Criti c al crit eri a P erf e ct or cl os e m at c h .

P ati e nt s wit h a m yl oi d osis ar e
e x cl u d e d

Criti c al crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 6 9 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

P O E M S s y n dr o m e P erf e ct or cl os e m at c h .

P ati e nt s wit h P O E M S s y n dr o m e ar e e x cl u d e d.

St u d y eli gi bilit y 
cri t eri a

P erf e ct or cl os e m at c h.

P ati e nt s wit h P O E M S s y n dr o m e ar e
e x cl u d e d.

St u d y eli gi bilit y 
crit eri a

St e m c ell tr a ns pl a nt wit hi n 
1 2 w e e k s pri or t o 
e nr oll m e nt or a cti v e G V H D.

P erf e ct or cl os e m at c h .

Pri o r st e m c ell tr a n s pl a nt wit hi n 1 2 we e k s pri or 
t o st u dy e nr oll m e nt or a cti v e gr aft -v ers us -h ost -

dis e as e ( G V H D)

Criti c al crit eri a P erf e ct or cl os e m at c h .

Pri or st e m c ell tr a ns pl a nt wit hi n 1 2 
w e e ks pri or t o st u d y e nr oll m e nt or 
a cti v e gr aft -v ers us -h ost -di s e a s e

( G V H D)

Criti c al crit eri a

I mp air e d c ar di o v as c ul ar 
f u n cti o n or cli ni c all y 
si g nifi c a nt c ar di o v as c ul ar 
dis e as es, d efi n e d as a n y of 
t h e f oll o wi n g wit hi n 6 
m o nt hs pri or t o e nr oll m e nt:
a. A c ut e m y o c ar di al 
i nf ar cti o n or a c ut e c or o n ar y 
s y n dr o m es ( e g, u nst a bl e 
a n gi n a, c or o n ar y art er y 
b y p ass gr aft, c or o n ar y 
a n gi o pl a st y  or st e nti n g, 
s y m pt o m ati c p eri c ar di al 
eff usi o n);
b. Cli ni c all y si g nifi c a nt 
c ar di a c arr h yt h mi as ( e g, 
u n c o ntr oll e d atri al 
fi brill ati o n or u n c o ntr oll e d 
p ar o x ys m al s u pr a v e ntri c ul ar 
t a c h y c ar di a);
c. T hr o m b o e m b oli c or 

P erf e ct or cl os e m at c h .
Hist or y  of i m p air e d c ar di o v as c ul ar f u n cti o n or 
cli ni c all y si g nifi c a nt c ar di o v as c ul ar dis e as es 

(C V D s), d efi n e d as a n y of t h e f oll o wi n g wit hi n 
6 m o nt hs pri or t o st u d y e nr oll m e nt:

a. A c ut e m y o c ar di al i nf ar cti o n ( A MI) or a c ut e 
c or o n ar y s y n dr o m es ( e g , u n st a bl e a n gi na, 

c or o n ar y art er y b y p ass gr aft, c or o n ar y 
a n gi o pl ast y or st e nti n g, s y m pt o m ati c p eri c ar di al 

eff usi o n);
b. Cli ni c all y si g nifi c a nt c ar di a c arr h yt h mi as ( e g , 
u n c o ntr oll e d atri al fi brill ati o n or u n c o ntr oll e d 

p ar o x ys m al s u pr a v e ntri c ul ar t a c h y c ar di a);
c. T hr o m b o e m b o li c or c er e br o v as c ul ar e v e nts 
( eg , tr a nsi e nt is c h e mi c att a c k, c er e br o v as c ul ar 

a c ci d e nt, d e e p v ei n t hr o m b osis [ u nl ess 
ass o ci at e d wit h a c e ntr al v e n o us a c c ess 
c o m pli c ati o n] or p ul m o n ar y e m b olis m)

d. Pr ol o n g e d Q T s y n dr o m e ( or tri pli c at e a v er a g e 
Q T c c orr e ct e d u si n g Fri d eri ci a’s f or m ul a 

[ Q T c F] > 4 7 0 ms e c at s cr e e ni n g)

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h .
Hist or y of i m p air e d c ar di o v as c ul ar 
f u n cti o n or cli ni c all y si g nifi c a nt 
c ar di o v as c ul ar dis e as es ( C V D), 

d efi n e d as a n y of t h e f oll o wi n g wit hi n 
6 m o nt h s pri or t o st u d y e nr oll m e nt:

a. A c ut e m y o c ar di al i nf ar cti o n ( A MI) 
or a c ut e c or o n ar y s y n dr o m es ( e. g., 
u nst a bl e a n gi n a, c or o n ar y art er y 

b y p ass gr aft, c or o n ar y a n gi o pl ast y or 
st e nti n g, s y m pt o m ati c p eri c ar di al

eff usi o n);
b. Cli ni c all y si g nifi c a nt c ar di a c 

arr h yt h mi as ( e g , u n c o ntr oll e d atri al 
fi brill ati o n or u n c o ntr oll e d 

p ar o x ys m al s u pr a v e ntri c ul ar 
t a c h y c ar di a);

c. T hr o m b o e m b oli c or c er e br o v as c ul ar 
e v e nts ( e g , tr a nsi e nt is c h e mi c att a c k, 
c er e br o v as c ul ar a c ci d e nt, d e e p v ei n 
t hr o m b osis [ u nl ess ass o ci at e d wit h a 

St u d y eli gi bilit y 
crit eri a
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 7 0 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

c er e br o v as c ul ar e v e nts ( e g, 
tr a nsi e nt isc h e mi c att a c k, 
c er e br o v as c ul ar a c ci d e nt, 
d e e p v ei n t hr o m b osis 
[ u nl ess ass o ci at e d wit h a 
c e ntr al v e n o us a c c ess 
c o m pli c ati o n] or p ul m o n ar y 
e m b olis m);
d. Pr ol o n g e d Q T s y n dr o m e 
( or tri pli c at e a v er a g e Q T c F 
> 4 7 0 ms e c at s cr e e ni n g). 

c e ntr al v e n o us a c c ess c o m pli c ati o n] 
or p ul m o n ar y e m b olis m)

d. Pr ol o n g e d Q T s y n dr o m e ( or 
tri pli c at e a v er a g e Q T c c orr e ct e d usi n g 

Fri d eri ci a’s f or m ul a [ Q T c F] > 4 7 0 
m s e c at s cr e e ni n g)

O n g oi n g Gr a d e ≥ 2 
p eri p h er al s e ns or y or m ot or 
n e ur o p at h y. 

P erf e ct or cl os e m at c h .
.

Pr es e n c e of o n g oi n g Gr a d e > 2 p eri p h er al 
s e ns or y or m ot or n e ur o p at h y

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h .
.

Pr es e n c e of o n g oi n g Gr a d e > 2 
p eri p h er al s e ns or y or m ot or 

n e ur o p at h y

St u d y eli gi bilit y 
crit eri a

Hist or y of a n y gr a d e 
p eri p h er al s e ns or y or m ot or 
n e ur o p at h y wit h pri or 
B C M A -dir e ct e d t h er a p y 
( C o h ort B).

P erf e ct or cl os e m at c h .

Hist or y of a n y gr a d e p eri p h er al s e ns or y or 
m o t or n e ur o p at h y, c oll e ct e d a m o n g p ati e nts 

wit h pri or B C M A -dir e ct e d t h er a p y
A m o n g p ati e nts wit h pri or B C M A -dir e ct e d 

t h er a p y o nl y.

N/ A P erf e ct or cl os e m at c h .

Hist or y of a n y gr a d e p eri p h er al 
s e ns or y or m ot or n e ur o p at h y, 

c oll e ct e d a m o n g p ati e nt s wit h pri or 
B C M A -dir e ct e d t h er a p y

N/ A

Hist or y of G B S or G B S 
v ari a nts, or hist or y of a n y 
Gr a d e ≥ 3 p eri p h er al m ot or 
p ol y n e ur o p at h y.

P erf e ct or cl os e m at c h.

Hist or y of G B S or G B S v ari a nts, or hist or y of 
a n y Gr a d e > 3 p eri p h er al m ot or p ol y n e ur o p at h y .

N/ A P erf e ct or cl os e m at c h.

Hist or y of G B S or G B S v ari a nts, or 
hist or y of a n y Gr a d e > 3 p eri p h er al 

m o t or p ol y n e ur o p at h y.

N/ A

A cti v e H B V, H C V, S A R S -
C o V 2, HI V, or a n y a cti v e, 
u n c o ntr oll e d b a ct eri al, 
f u n g al, or vir al 
i nf e cti o n. A cti v e i nf e cti o ns 

P erf e ct or cl os e m at c h.

Pr es e n c e of a cti v e h e p atitis B vir us ( H B V), 
h e p atitis C v ir u s ( H C V), S A R S-C o V -2, h u m a n 
i m m u n o d efi ci e n c y vir us ( HI V), or u n c o ntr oll e d 

N/ A P erf e ct or cl os e m at c h.

Pr es e n c e of a cti v e h e p atitis B vir us 
( H B V), h e p atitis C vir us ( H C V), 

S A R S -C o V -2, h u m a n 

N/ A
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P F -0 6 8 6 3 1 3 5 ( Elr a n at a m a b)
N O N -I N T E R V E N TI O N A L S T U D Y P R O T O C O L
C 1 0 7 1 0 3 1 V ersi o n 1. 0, 0 1 M a y 2 0 2 3

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

0 1 -J u n -2 0 2 2 
P a g e 7 1 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

m ust b e r es ol v e d at l e ast 1 4 
d a ys pri or t o e nr oll m e nt. 

i nf e cti o n. A cti v e i nf e cti o ns m ust b e r es ol v e d at 
l e ast 1 4 d a ys pri or t o st u d y e nr oll m e nt.

i m m u n o d efi ci e n c y vir us ( HI V), or 
u n c o ntr oll e d i nf e cti o n. A cti v e 

i nf e cti o ns m ust b e r es ol v e d at l e ast 1 4 
d a ys pri or t o st u d y e nr oll m e nt .

A n y ot h er a cti v e 
m ali g n a n c y wit hi n 3 y e ars 
pri or t o e nr oll m e nt, e x c e pt 
f or a d e q u at el y tr eat e d b as al 
c ell or s q u a m o us c ell s ki n 
c a n c er, or c ar ci n o m a i n sit u.

P erf e ct or cl os e m at c h.

A n y ot h er a cti v e m ali g n a n c y wit hi n 3 y e ars 
pri or t o st u d y e nr oll m e nt, e x c e pt f or a d e q u at el y 
tr e at ed b as al c ell or s q u a m o us c ell s ki n c a n c er, 

or c ar ci n o m a i n sit u .

Criti c al crit eri a P erf e ct or cl os e m at c h.

A n y ot h er a cti v e m ali g n a n c y wit hi n 3 
y e ars pri or t o st u d y e nr oll m e nt, 

e x c e pt f or a d e q u at el y tr e at e d b as al 
c ell or s q u a m o us c ell s ki n c a n c er, or 

c ar c i n o m a i n sit u.

Criti c al crit eri a

Ot h er s ur gi c al (i n cl u di n g 
m aj o r s ur g er y wit hi n 1 4 
d a ys pri or t o e nr oll m e nt), 
m e di c al or ps y c hi atri c 
c o n diti o ns i n cl u di n g r e c e nt 
( wit hi n t h e p ast y e ar) or 
a cti v e s ui ci d al 
i d e ati o n/ b e h a vi or or 
l a b or at or y a b n or m alit y t h at 
m a y i n cr e as e t h e ris k of 
st u d y p arti ci p ati o n or, i n t h e 
i n v esti g at or’s j u d g m e nt, 
m a k e t h e p arti ci p a nt 
i n a p pr o pri at e f or t h e st u d y.

P erf e ct or cl os e m at c h.

Pr es e n c e of s ur gi c al (i n cl u di n g m aj or s ur g er y 
wit hi n 1 4 d a ys pri or t o st u d y e nr oll m e nt), 

m e di c al or ps y c hi atri c c o n diti o ns i n cl u di n g 
r e c e nt ( wit hi n t h e p ast y e ar) or a cti v e s ui ci d al 

i d e ati o n/ b e h a vi or or l a b or at or y a b n or m alit y t h at 
m a y i n cr e as e t h e ris k of st u d y p arti ci p ati o n or, 

i n t h e i n v esti g at or’s j u d g m e nt, m a k e t h e 
i n di vi d u al i n a p pr o pri at e f or t h e st u dy.

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h.

Pr es e n c e of s ur gi c al (i n cl u di n g m aj or 
s ur g er y wit hi n 1 4 d a ys pri or t o st u d y 
e nr oll m e nt), m e di c al or ps y c hi atri c 
c o n diti o ns i n cl u di n g r e c e nt ( wit hi n 

t h e p ast y e ar) or a cti v e s ui ci d al 
i d e ati o n/ b e h a vi or or l a b or at or y 

a b n or m alit y t h at m a y i n cr e as e t h e ris k 
of st u d y p ar ti ci p ati o n or, i n t h e 

i n v esti g at or’s j u d g m e nt, m a k e t h e 
i n di vi d u al i n a p pr o pri at e f or t h e st u d y.

St u d y eli gi bilit y 
crit eri a
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P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

P ri o r/ C o n c o m it a nt 
T h e r a p y:

Pr e vi o us tr e at m e nt wit h a n 
a nti -B C M A bis p e cifi c 
a nti b o d y.

P erf e ct or cl os e m at c h.

Pri or or c o n c o mit a nt tr e at m e nt w it h a n a nti-
B C M A bis p e cifi c a nti b o d y, i n cl u di n g P F -

0 6 8 6 3 1 3 5 .

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h.

Pri or or c o n c o mit a nt tr e at m e nt w it h 
a n a nti -B C M A bi s p e cif i c a nti b o d y, 

i n cl u di n g P F-0 6 8 6 3 1 3 5 .

St u d y eli gi bilit y 
crit eri a

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

Pr e vi o us a d mi nistr ati o n 
wit h a n i n v esti g ati o n al dr u g 
wit hi n 3 0 d a ys ( or as 
d et er mi n e d b y t h e l o c al 
r e q uir e m e nt) or 5 h alf -li v e s 
pr e c e di n g t h e f irst d os e of 
st u d y i nt er v e nti o n us e d i n 
t his st u d y ( w hi c h e v er is 
l o n g er). 

P erf e ct or cl os e m at c h.

Pri or or c o n c o m it a nt tr e at m e nt wit h a n a nti-
B C M A bis p e cifi c a nti b o d y, i n cl u di n g P F -

0 6 8 6 3 1 3 5 .

St u d y eli gi bilit y 
crit eri a

P erf e ct or cl os e m at c h.

Pri or or c o n c o mit a nt tr e at m e nt wit h 
a n a nti -B C M A bis p e cifi c a nti b o d y, 

i n cl u di n g P F-0 6 8 6 3 1 3 5 .

St u d y eli gi bilit y 
crit eri a

Ot h e r E x cl usi o ns:

I n v esti g at or sit e st aff or 
Pfi z er e m pl o y e es dir e ctl y 
i n v ol v e d i n t h e c o n d u ct of 
t h e st u d y, sit e st aff 

N/ A N/ A N/ A N/ A
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P a g e 7 3 of 7 6

P ati e nt i n cl usi o n c rit e ri a 
p e r C 1 0 7 1 0 0 3 St u d y  

C 1 0 7 1 0 1 3 R W alt e r n ati v e a p p r o a c h t o b e 
us e d i n t h e e xt e r n al c o nt r ol a r m

I m pl e m e nt ati o n C 1 0 7 1 0 1 4 R W a lt e r n ati v e a p p r o a c h 
t o b e us e d i n t h e e xt e r n al c o nt r ol 

a r m

I m pl e m e nt ati o n

ot h er wis e s u p er vis e d b y t h e 
i n v esti g at or, a n d t h eir 
r es p e cti v e f a mil y m e m b ers. 

K n o w n or s us p e ct e d 
h y p ers e nsiti vit y t o t h e st u d y 
i nt er v e nti o n or a n y of its 
e x ci pi e nts.

N/ A N/ A N/ A N/ A

Li v e att e n u at e d v a c ci n e 
m ust n ot b e a d mi nist er e d 
wit hi n 4 w e e ks of t h e first 
d os e of st u d y i nt er v e nti o n. 

N/ A N/ A N/ A N/ A
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A N N E X 3 . LI S T O F S U B G R O U P S A N D C O M P RI SI N G T R E A T M E N T S

S u b g r o u p T r e at m e nts t o b e i n cl u d e d i n S u b g r o u p A n al ysis

S u b gr o u p 1 All r e gi m e ns e x c e pt t h os e w hi c h i n cl u d e t h e f oll o wi n g t h er a pi es:
-S eli n e x or
-B el a nt a m a b
-C A R - T

S u b gr o u p 2
O nl y i n cl u di n g t h e f oll o wi n g r e gi m e ns:

-C arfil z o mi b + D e x a m et h as o n e

-P a n a bi n ost at + B ort e z o mi b + D e x a m et h as o n e

-C arfil z o mi b + L e n ali d o mi d e + D e x a m et h as o n e

-C arfil z o mi b + C y cl o p h os p h a mi d e + D e x a m et h as o n e

-P o m ali d o mi d e + D e x a m et h as o n e

-P o m ali d o mi d e + C y cl o p h os p h a mi d e + D e x a m et h as o n e

S u b gr o u p 3 All r e gi m e ns e x c e pt t h os e w hi c h i n cl u d e t h e f oll o wi n g t h er a pi es:
-S eli n e x or
-B el a nt a m a b

-P a n o bi n ost at

-B e n d a m usti n e

S u b gr o u p 4 All r e gi m e ns e x c e pt t h os e w hi c h i n cl u d e t h e f oll o wi n g t h er a pi es:
-P a n o bi n ost at
-V e n et o cl a x
-S eli n e x or
-H y al ur o ni d as e
-A bir at er o n e
- Tr ast u z u m a b
-D a br af e ni b
-A ut ol o g o us st e m c ell tr a ns pl a nt

S u b gr o u p 5
O nl y i n cl u di n g t h e f oll o wi n g r e gi m e ns:

-D e x a m et h as o n e/ Pr e d nis ol o n e + B ort e z o mi b 

-C y cl o p h os p h a mi d e + D e x a m et h as o n e/ Pr e d nis ol o n e + B ort e z o mi b

-B e n d a m usti n e 

-P o m ali d o mi d e 
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-D e x a m et h as o n e/ Pr e d nis ol o n e + P o m ali d o mi d e

- D e x a m et h as o n e + P o m ali d o mi d e + D ar at u m u m a b 

-D e x a m et h as o n e/ Pr e d nis ol o n e + P o m ali d o mi d e +Is at u xi m a b

-C y cl o p h os p h a mi d e + D e x a m et h as o n e/ Pr e d nis ol o n e + P o m ali d o mi d e

-D e x a m et h as o n e/ Pr e d nis ol o n e + C arfil z o mi b

-D e x a m et h as o n e/ Pr e d nis ol o n e + C arfil z o mi b + D ar at u m u m a b

-C y cl o p h os p h a mi d e + D e x a m et h as o n e + C arfil z o mi b

-D e x a m et h as o n e + P o m ali d o mi d e + C arfil z o mi b

- D e x a m et h as o n e/ Pr e d nis ol o n e + P a n o bi n ost at

-D e x a m et h as o n e/ Pr e d nis ol o n e + B ort e z o mi b + P a n o bi n ost at

-D ar at u m u m a b

- D e x a m et h as o n e/ Pr e d nis ol o n e + D ar at u m u m a b

-D e x a m et h as o n e/ Pr e d ni s ol o n e + L e n ali d o mi d e + D ar at u m u m a b

-D e x a m et h as o n e/ Pr e d nis ol o n e + B ort e z o mi b + D ar at u m u m a b

-D ar at u m u m a b + C arfil z o mi b + L e n ali d o mi d e + D e x a m et h as o n e/
Pr e d nis ol o n e

-D ar at u m u m a b + B ort e z o mi b + C y cl o p h os p h a mi d e + D e x a m et h as o n e/
Pr e d nis ol o n e

-D e x a m et h as o n e/ Pr e d nis ol o n e + El ot u z u m a b

-D e x a m et h as o n e/ Pr e d nis ol o n e +I x a z o mi b

-Is at u xi m a b

-D e x a m et h as o n e/ Pr e d nis ol o n e + C arfil z o mi b +I s at u xi m a b

-Is at u xi m a b + D e x a m et h as o n e + P o m ali d o mi d e + C arfil z o mi b

-A n y ot h er r e gi m e n c o nt ai n in g Is at u xi m a b

-B el a nt a m a b

-S eli n e x or
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