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P a g e 1

A P H A S E 1 b / 2 S T U D Y O F P F-0 7 9 0 1 8 0 1, A C D 4 7 B L O C KI N G A G E N T, WI T H 
T A F A SI T A M A B A N D L E N A LI D O M I D E F O R P A R TI CI P A N T S WI T H 

R E L A P S E D/ R E F R A C T O R Y DI F F U S E L A R G E B C E L L L Y M P H O M A N O T E LI GI B L E 
F O R S T E M C E L L T R A N S P L A N T A T I O N

St u d y I nt e r v e nti o n N u m b e r: P F -0 7 9 0 1 8 0 1

St u d y I nt e r v e nti o n N a m e: N A

U S I N D N u m b e r: I ND 1 3 5 4 2 1

E U C T N u m b e r: N A

Cli ni c al T ri als. g o v I D: N C T 0 5 6 2 6 3 2 2

P e di at ri c I n v esti g ati o n al Pl a n N u m b e r N A

P r ot o c ol N u m b e r: C 4 9 7 1 0 0 3

P h as e: 1 b/ 2

S p o ns o r L e g al A d d r ess: Pfi z er I n c.

6 6 H u ds o n B o ul e v ar d E ast

N e w Y or k, N Y 1 0 0 0 1

U nit e d St at es

B ri ef Titl e: P h as e 1 b/ 2 St u d y  of P F-0 7 9 0 1 8 0 1, T af asit a m a b, a n d L e n ali d o mi d e i n 
Tr a ns pl a nt I n eli gi bl e R el a ps e d/ R efr a ct or y  Diff u s e Lar g e B C ell L y m p h o m a P arti ci p a nts

T his d o c u m e nt a n d a c c o m p a n y i n g m at eri als c o nt ai n 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 a s ot h er wis 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 h es e 
d o c u m e nts, y o u a gr e e t o h ol d t his i nf or m ati o n i n c o nfi d e n c e a n d n ot c o p y o r dis cl os e it t o 
ot h ers ( e x c e pt w h er e r e q uir e d b y  a p pli c a bl e l a w) or us e it f or u n a ut h ori z e d p ur p os es. I n 
t h e e v e nt of a n y a ct u al or s us p e ct e d br e a c h of t his o bli g ati o n, Pfi z er m ust b e pr o m ptl y  
n otifi e d.
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P a g e 2

D o c u m e nt Hist o r y

D o c u m e nt V e rsi o n D at e

A m e n d m e nt 2 0 9 D e c 2 0 2 4
A m e n d m e nt 1 1 4 M ar c h 2 0 2 3
Ori gi n al pr ot o c ol 1 8 A u g 2 0 2 2

T his a m e n d m e nt i n c or p or at es all r e visi o ns t o d at e, i n cl u di n g a m e n d m e nts m a d e at t h e 
r e q u est of c o u ntr y h e alt h a ut h oriti es a n d I R Bs/ E Cs a n d a n y pr ot o c ol a d mi nistr ati v e c h a n g e 
l ett er(s).

P r ot o c ol a n d A m e n d m e nt S u m m a r y of C h a n g es T a bl e

A m e n d m e nt 2 ( 0 9 D e c 2 0 2 4 )

O v e r all R ati o n al e f o r t h e A m e n d m e nt:

T h e p ur p os e of A m e n d m e nt 2 is t o m o v e t h e s e c o n d ar y  o bj e cti v es a n d e n d p oi nts f or P K of 
t af asit a m a b a n d l e n ali d o mi d e, as w ell as i m m u n o g e ni cit y of t af asit a m a b, t o e x pl or at or y 
o bj e cti v es a n d e n d p oi nts . A m e n d m e nt is als o t o c o nfir m st u d y  t er mi n ati o n d u e t o b usi n ess
d e cisi o n m a d e b y Pfi z er . As a r es ult of t his d e cisi o n, P h as e 1 b will b e dis c o nti n u e d aft er t h e 
l ast p arti ci p a nt l ast visit a n d P h as e 2 of t h e st u dy will n ot b e i niti at e d .

D es c ri pti o n of C h a n g e B ri ef R ati o n al e S e cti o n # a n d N a m e

S u bst a nti al M o difi c ati o n(s) 

M o v e d t h e s e c o n d ar y  o bj e cti v es a n d 
e n d p oi nts f or P K of t af asit a m a b a n d 
l e n ali d o mi d e, as w ell as 
i m m u n o g e ni city of t af asit a m a b t o 
e x pl or at or y  o bj e cti v es a n d e n d p oi nts.

T h e P K of t af asit a m a b 
a n d l e n ali d o mi d e, as 
w ell as 
i m m u n o g e ni city of 
t af asit a m a b will n ot b e 
a n al y z e d d u e t o t h e 
li mit e d n u m b er of 
s a m pl es c oll e ct e d i n 
P h as e 1 b a n d t h e 
d e cisi o n t o dis c o nti n u e 
d e v el o p m e nt of t his 
dr u g c o m bi n ati o n
a cr oss t h e pr o gr a m .

S e cti o n 1. 1 S y n o psis 

S e cti o n 3 O bj e cti v es, 
E n d p oi nts, a n d 
Esti m a n ds

S e cti o n 9. 3. 3. 3 
P h ar m a c o ki n eti c 
A n al y s es f or 
P F - 0 7 9 0 1 8 0 1

S e cti o n 9. 3. 3. 4 
I m m u n o g e ni city 
A n al y s es f or 
P F - 0 7 9 0 1 8 0 1

S e cti o n 9. 3. 4
T erti ar y / E x pl or at or y 
E n d p oi nt(s) A n al ys is
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P a g e 3

D es c ri pti o n of C h a n g e B ri ef R ati o n al e S e cti o n # a n d N a m e

A d d e d st at e m e nts a b o ut t h e st u d y  
t er mi n ati o n d e cisi o n

St u d y  t o b e t er mi n at e d 
d u e t o str at e gi c 
b usi n ess d e cisi o n.

S e cti o n 1. 1 S y n o psis

S e cti o n 1. 2 S c h e m a

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

S e cti o n 2. 3. 1 Ris k 
Ass ess m e nt

S e cti o n 3 O bj e cti v es, 
E n d p oi nts a n d 
Esti m a n ds

S e cti o n 4. 1 O v er all 
D esi g n

S e cti o n 4. 3. 1. D osi n g 
R e gi m e ns of 
P F - 0 7 9 0 1 8 0 1 

S e cti o n 6. 3 Assi g n m e nt
t o St u d y  Int er v e nti o n

S e cti o n 9 St atisti c al 
C o nsi d er ati o ns

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

S e cti o n 1 0. 1 0. 2 
C o u ntr y -s p e cifi c 
R e q uir e m e nts (J a p a n)

N o n -S u bst a nti al M o difi c ati o n(s)

U p d at e d t h e E U C T n u m b er t o N A ; 
A d d e d Cli ni c al Tri als. g o v I D

T h e st u d y  w as n ot 
s u b mitt e d t o t h e E U 
a n d n o E U p arti ci p a nts 
w er e e nr oll e d.

Titl e P a g e , S e cti o n 1. 1 
S y n o psis
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P a g e 4

D es c ri pti o n of C h a n g e B ri ef R ati o n al e S e cti o n # a n d N a m e

U p d at e d t h e t e xt t o ali g n wit h t h e 
l at est pr ot o c ol t e m pl at e s e cti o ns

As r e q uir e d b y Pfi z er 
S O P t o ali g n wit h t h e 
r es p e cti v e pr ot o c ol 
t e m pl at e s e cti o ns 

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

S e cti o n 1 0. 1. 4 D at a 
Pr ot e cti o n

S e cti o n 1 0. 1. 6 
Diss e mi n ati o n of 
Cli ni c al St u d y D at a

S e cti o n 1 0. 1. 7 D at a 
Q u alit y  Ass ur a n c e

S e cti o n 1 0. 1. 1 0. St u d y  
a n d Sit e St art a n d 
Cl os ur e

S e cti o n 1 0. 1. 1 1 
P u bli c ati o n P oli c y

S e cti o n 1 0. 1. 1 2 
S p o ns or’s M e di c all y 
Q u alifi e d I n di vi d u al

A d diti o n of A p p e n di x 1 5. R el o c at e d t h e 
s u m m ar y of c h a n g es 
f or pri or a m e n d m e nts 
t o ali g n wit h t h e 
c urr e nt pr ot o c o l 
t e m pl at e pr o c ess es.

A p p e n di x 1 5: Pr ot o c ol 
A m e n d m e nt Hist or y

Cl arifi c ati o n t h at bl o o d s a m pl e f or 
C D 4 7 r e c e pt or o c c u p a n c y will n ot b e 
c oll e ct e d fr o m p arti ci p a nts i n J a p a n.
( P A C L 3 0 J u n 2 0 2 3)

T his c h a n g e is d u e t o 
l o gisti c al c h all e n g es 
a n d li mit ati o ns.

S e cti o n 1. 3 S c h e d ul e of 
A cti viti es:
Bl o o d s a m pl e f or C D 4 7 
r e c e pt or o c c u p a n c y

Cl arifi e d t h at bl o o d s a m pl e f or C D 4 7 
r e c e pt or o c c u p a n c y will o nl y b e 
c oll e ct e d fr o m p arti ci p a nts i n t h e 
U nit e d St at es a n d its t errit ori es. 
( P A C L 1 7 N o v 2 0 2 3 )

T his c h a n g e is d u e t o 
l o gisti c al c h all e n g es/ 
li mit ati o ns.

S e cti o n 1. 3 S c h e d ul e of 
A cti viti es:
Bl o o d s a m pl e f or C D 4 7 
r e c e pt or o c c u p a n c y

T h e f oll o wi n g s e nt e n c e w as r e m o v e d:
“ A p pr o xi m at el y  6 0 mi n ut es m ust 
el a ps e aft er t h e c o m pl eti o n of 
P F - 0 7 9 0 1 8 0 1 pri or t o t h e st art of 
i nf usio n of t af asit a m a b. ” ( P A C L 
1 7 N o v 2 0 2 3)

T o pr o vi d e cl arit y a n d 
c o nsist e n c y  wit h t h e 
l a n g u a g e t h at w as 
pr e vi o usl y  u p d at e d i n 
S e cti o n 6. 1. 1. 1.

S e cti o n 6. 1. 1 
A d mi nistr ati o n

A d d e d t e xt f or Pfi z er r e vi e w of 
eli gi bilit y  d at a. ( P A C L 1 7 N o v 2 0 2 3)

T o r e d u c e ris k f or 
e nr ol lm e nt of n o n -

S e cti o n 5. St u d y  
P o p ul ati o n
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P a g e 5

D es c ri pti o n of C h a n g e B ri ef R ati o n al e S e cti o n # a n d N a m e

eli gi bl e p arti ci p a nts, 
d u e t o t h e c o m pl e xiti es 
of t h e 
i n cl usi o n/ e x cl usi o n 
crit eri a.

A d d e d t e xt Fl u or es c e n c e i n sit u 
h y bri di z ati o n ( FI S H) t esti n g is 
r e q uir e d pri or t o e nr oll m e nt if 
hist ori c al r es ults ar e n ot a v ail a bl e . 
( P A C L 1 7 N o v 2 0 2 3) 

Cl arifi e d t h at if t h es e 
t ests w er e n ot d o n e as 
p art of pri m ar y  
di a g n osis or r es ults ar e 
n ot a v ail a bl e i n 
m e di c al hist or y , 
d et e cti o n of M Y C a n d 
B C L 2 a n d/ or B C L 6 
r e arr a n g e m e nts s h o ul d 
b e c o n d u ct e d pri or t o 
e nr oll m e nt t o v erif y  
e x cl usi o n crit eri a 3 
hi g h -gr a d e l y m p h o m a.

S e cti o n 5. 2 E x cl usi o n 
Crit eri a, f or E x cl usi o n 
Crit eri a 3

A d d e d t e xt f or ti mi n g of bl o o d 
c oll e cti o n f or l a b or at or y  t ests, vit al 
si g ns a n d E C Gs . ( P A C L 
0 6 F e b 2 0 2 4 )

T his c h a n g e is d u e t o 
l o gisti c al c h all e n g es 
wit h ti mi n g of 
c oll e cti o n f or 
l a b or at or y t ests, vit al 
si g ns a n d E C Gs

S e cti o n 8. 3. 2. 1 Bl o o d 
Pr ess ur e a n d P uls e R at e

S e cti o n 8. 3. 3. 
El e ctr o c ar di o gr a ms

T h e E m er g e n c y  C o nt a ct C ar d is
b ei n g r e pl a c e d b y a st u d y
i nf or m ati o n c ar d a n d will n o
l o n g er b e r ef er e n c e d. ( P A C L 
0 2 A pr 2 0 2 4)

T h e pr o c ess f or 
c o nt a cti n g a m e di c all y  
q u alifi e d i n di vi d u al 
h as c h a n g e d fr o m a 
m e di c al es c al ati o n 
pr o c ess vi a a Pfi z er 
C all C e nt er t o dir e ct 
cli ni c al t e a m c o nt a ct 
usi n g a St u d y T e a m 
C o nt a ct L ist. 

T a bl e 1: S c h e d ul e of 
Ass ess m e nts
S e cti o n 1 0. 1. 1 2 
S p o ns or’s M e di c all y 
Q u alifi e d I n di vi d u al
A p p e n di x 1 6:
A b br e vi ati o ns

E dit ori al a n d f or m atti n g
c h a n g es a n d cl arifi c ati o ns

F or d o c u m e nt 
a c c ur a c y
a n d c o nsist e n c y .

T hr o u g h o ut t h e 
d o c u m e nt

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 6

T A B L E O F C O N T E N T S

LI S T O F T A B L E S ...................................................................................................................1 3

LI S T O F FI G U R E S .................................................................................................................1 3

1. P R O T O C O L  S U M M A R Y...................................................................................................1 4

1. 1. S y n o psis ..................................................................................................................1 4

1. 2. S c h e m a ....................................................................................................................2 2

1. 3. S c h e d ul e of A cti viti es .............................................................................................2 3

2. I N T R O D U C TI O N ...............................................................................................................3 7

2. 1. St u d y  R ati o n al e .......................................................................................................3 9

2. 2. B a c k gr o u n d .............................................................................................................3 9

2. 2. 1. Dr u g M e c h a nis m of A cti o n - P F - 0 7 9 0 1 8 0 1 ...............................................3 9

2. 2. 2. N o n cli ni c al O v er vi e w of P F - 0 7 9 0 1 8 0 1...................................................... 4 0

2. 2. 3. Cli ni c al O v er vi e w .......................................................................................4 1

2. 2. 3. 1. Cli ni c al S af et y ...........................................................................4 1

2. 2. 3. 2. Cli ni c al A cti vit y ........................................................................4 2

2. 2. 3. 3. Cli ni c al P h ar m a c ol o g y ..............................................................4 3

2. 3. B e n efit/ Ris k Ass ess m e nt................................ .........................................................4 5

2. 3. 1. Ris k Ass ess m e nt ......................................................................................... 4 6

2. 3. 2. B e n efit Ass ess m e nt .....................................................................................5 0

2. 3. 3. O v er all B e n efit/ Ris k C o n cl usi o n ................................................................5 0

3. O BJ E C TI V E S, E N D P OI N T S, A N D E S TI M A N D S ........................................................... 5 1

4. S T U D Y D E SI G N .................................................................................................................5 4

4. 1. O v er all D esi g n .........................................................................................................5 4

4. 2. S ci e ntifi c R ati o n al e f or St u d y  D esi g n.....................................................................5 5

4. 2. 1. Di v ersit y  of St u d y P o p ul ati o n ....................................................................5 5

4. 2. 2. D os e L e v el R e vi e w M e eti n g ...................................................................... 5 5

4. 2. 3. C h oi c e of C o ntr a c e pti o n/ B arri er R e q uir e m e nts .........................................5 5

4. 2. 4. C oll e cti o n of R et ai n e d R es e ar c h S a m pl es ..................................................5 6

4. 3. J ustifi c ati o n f or D os e ..............................................................................................5 6

4. 3. 1. D osi n g R e gi m e ns of P F- 0 7 9 0 1 8 0 1............................................................. 5 6

4. 3. 2. D osi n g r e gi m e n of T af asit a m a b a n d L e n ali d o mi d e ....................................5 6

4. 3. 3. Crit eri a f or D os e Es c al ati o n........................................................................ 5 7
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4. 3. 4. D os e L i miti n g T o xi cit y D efi niti o n .............................................................5 8

4. 3. 4. 1. H e m at ol o gi c al D L Ts .................................................................5 8

4. 3. 4. 2. N o n - H e m at ol o gi c D L Ts............................................................ 5 9

4. 3. 5. M a xi m u m T ol er at e d D os e ..........................................................................5 9

4. 4. E n d of St u d y  D efi niti o n ..........................................................................................5 9

5. S T U D Y P O P U L A T I ON................................ ......................................................................5 9

5. 1. I n c l usi o n Crit eri a.....................................................................................................6 0

5. 2. E x cl usi o n Crit eri a ....................................................................................................6 2

5. 3. L if e st yl e C o nsi d er ati o ns..........................................................................................6 4

5. 3. 1. C o ntr a c e pti o n ..............................................................................................6 4

5. 3. 2. P h ot os e nsiti vit y ...........................................................................................6 5

5. 4. S cr e e n F ail ur es ........................................................................................................6 5

6. S T U D Y I N T E R V E N TI O N( S) A N D C O N C O MI T A N T T H E R A P Y .................................6 5

6. 1. St u d y  Int er v e nti o n(s) A d mi nist er e d ........................................................................6 5

6. 1. 1. A d mi nistr ati o n ............................................................................................6 7

6. 1. 1. 1. P F - 0 7 9 0 1 8 0 1 ............................................................................. 6 8

6. 1. 1. 2. T af asit a m a b ...............................................................................6 8

6. 1. 1. 3. L e n ali d o mi d e................................ .............................................6 9

6. 2. Pr e p ar ati o n, H a n dli n g, St or a g e a n d A c c o u nt a bilit y ................................................7 0

6. 2. 1. Pr e p ar ati o n a n d Dis p e nsi n g ........................................................................7 1

6. 3. Assi g n m e nt t o St u d y I nt er v e nti o n ...........................................................................7 1
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Fi g ur e 4. Pr e g n a n c y  Pr e v e nti o n Pl a n Al g orit h m ...................................................1 4 1
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1. P R O T O C O L S U M M A R Y 

1. 1. S y n o psis 

P r ot o c ol Titl e: 

A P h as e 1 b/ 2 st u d y  of P F- 0 7 9 0 1 8 0 1, a C D 4 7 bl o c ki n g a g e nt, wit h t af asit a m a b a n d 
l e n ali d o mi d e f or p arti ci p a nts wit h r el a ps e d/r efr a ct or y diff us e l ar g e B c ell l y m p h o m a n ot 
eli gi bl e f or st e m c ell tr a ns pl a nt ati o n

B ri ef Titl e: 

P h as e 1 b/ 2 st u d y  of P F -0 7 9 0 1 8 0 1, t af asit a m a b, a n d l e n ali d o mi d e i n tr a ns pl a nt i n eli gi bl e 
r el a ps e d/r efr a ct or y diff us e l ar g e B c ell l ym p h o m a p arti ci p a nts

R e g ul at o r y A g e n c y I d e ntifi c ati o n N u m b e r(s):

U S I N D N u m b e r: I N D 1 3 5 4 2 1

E U C T N u m b e r: N A

Cli ni c al T ri als. g o v I D: N C T 0 5 6 2 6 3 2 2

P e di at ri c I n v esti g ati o n al Pl a n N u m b e r: N ot a p pli c a bl e

P r ot o c ol N u m b e r: C 4 9 7 1 0 0 3

P h as e: 1 b/ 2

R ati o n al e:

T h e p ur p os e of t his P h as e 1 b/ 2 st u d y  is t o e v al u at e t h e s af et y, t ol er a bilit y a n d p ot e nti al 
cli ni c al b e n efits of P F - 0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h st a n d ar d d os es of t af asit a m a b a n d 
l e n ali d o mi d e i n p arti ci p a nts wit h r el a ps e d-r efr a ct or y diff us e l ar g e B c ell ly m p h o m a ( R/ R 
D L B C L) n ot eli gi bl e f or hi g h d os e c h e m ot h er a p y f oll o w e d by a ut ol o g o us st e m c ell 
tr a ns pl a nt ati o n ( A S C T).  

A b usi n ess d e cisi o n w as m a d e b y Pfi z er t o t er mi n at e t h e C 4 9 7 1 0 0 3 st u d y. T h e r e as o n f or 
st u d y t er mi n ati o n is n ot d u e t o a n y s af et y c o n c er ns or r e q u ests fr o m r e g ul at or y  a ut h oriti es. 
As a r es ult of t his d e cisi o n, P h as e 1 b will b e dis c o nti n u e d aft er t h e l ast p arti ci p a nt l ast visit 
a n d P h as e 2 of t h e st u d y will n ot b e i niti at e d.
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O bj e cti v es, E n d p oi nts, a n d Esti m a n ds:

P H A S E 1 b
O bj e cti v es E n d p oi nts Esti m a n ds
P ri m a r y
T o ass ess d os e li miti n g t o xi cit y ( D L Ts), 
s af et y a n d t ol er a bilit y of P F -0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e i n a d ult p arti ci p a nts wit h R/ R 
D L B C L i n or d er t o s el e ct u p t o 2 d os es of P F -
0 7 9 0 1 8 0 1 f or f urt h er e v al u ati o n i n P h as e 2 of 
t h e st u d y.

D L Ts d uri n g t h e D L T o bs er v ati o n p eri o d ( 2 8 
d a ys f oll o wi n g C 1 D 1).

D L T r at e esti m at e d b as e d o n d at a fr o m D L T -e v al u a bl e 
p arti ci p a nts d uri n g t h e D L T o bs er v ati o n p eri o d ( 2 8 d a ys 
f oll o wi ng C 1 D 1).

S e c o n d a r y 

T o e v al u at e t h e o v er all s af et y pr ofil e of t h e 
c o m bi n ati o n.

 A d v ers e e v e nts ( A E s) as c h ar a ct eri z e d b y 
t yp e, fr e q u e n c y, s e v erit y ( as gr a d e d b y 
N ati o n al C a n c er I nstit ut e C o m m o n 
T er m i n ol o g y Crit eri a f or A d v ers e E v e nts 
[ N CI C T C A E] v 5. 0), ti mi n g, s eri o us n ess, a n d 
r el ati o ns hi p t o st u d y tr e at m e nt.

 L a b or at or y a b n or m aliti es as c h ar a ct eri z e d b y 
t yp e, fr e q u e n c y, s e v erit y ( as gr a d e d b y N CI 
C T C A E v 5. 0), a n d ti mi n g.

N ot A p pli c a bl e

T o e v al u at e t h e a nti-t u m or a cti vit y of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wi t h t af asit a m a b 
a n d l e n ali d o mi d e.

O bj e cti v e r es p o ns e ( O R), d ur ati o n of r es p o ns e 
( D o R), c o m pl et e r es p o ns e ( C R), d ur ati o n of 
c o m pl et e r es p o ns e ( D o C R), a n d pr o gr essi o n -fr e e 
s ur vi v al ( P F S) p er L u g a n o R es p o ns e 
Cl assifi c ati o n Crit eri a 2 0 1 4 as ass ess e d b y t h e 
i n v esti g at or.

N ot a p pli c a bl e

T o e v al u at e t h e p h ar m a c o ki n eti cs ( P K) of 
P F -0 7 9 0 1 8 0 1.

Pr e - a n d p ost -d os e c o n c e ntr ati o n of P F -0 7 9 0 1 8 0 1. N ot a p pli c a bl e

T o e v al u at e i m m u n o g e ni cit y of P F -0 7 9 0 1 8 0 1. A nti dr u g a nti b o di es ( A D As) a n d n e utr ali zi n g 
a nti b o di es ( N a bs) a g ai nst P F -0 7 9 0 1 8 0 1.

N ot a p pli c a bl e
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P H A S E 2 
O bj e cti v es E n d p oi nts Esti m a n ds
P ri m a r y
T o ass ess t h e cli ni c al a nti -t u m or a cti vit y of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h t af asit a m a b 
a n d l e n ali d o mi d e.

O R p er L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 
2 0 1 4 a s ass ess e d b y t h e i n v esti g at or.

T h e tr e at m e nt eff e ct of P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n 
wit h t af asit a m a b a n d l e n ali d o mi d e o n O R p er t h e 
L u g a n o 2 0 1 4 r es p o ns e crit eri a as d et er mi n e d b y 
i n v esti g at or ass ess m e nt fr o m t h e d at e of first d os e u ntil 
t h e first d o c u m e nt ati on of P D, d e at h, or st art of n e w  
a nti c a n c er t h er a p y. P arti ci p a nts w h o d o n ot h a v e a p ost -
b as eli n e dis e as e ass ess m e nt d u e t o e arl y P D, w h o 
r e c ei v e a nti c a n c er t h er a pi es ot h er t h a n t h e st u d y 
i nt er v e nti o n pri or t o a c hi e vi n g a n o bj e cti v e r es p o ns e, or 
w h o di e, e x p eri e n c e P D, or st o p dis e as e ass ess m e nts f or 
a n y r e as o n pri or t o a c hi e vi n g a n o bj e cti v e r es p o ns e will 
b e c o u nt e d as n o n -r es p o n d ers.

S e c o n d a r y
T o ass ess a d diti o n al effi c a c y o ut c o m es of P F -
0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h t af asit a m a b 
a n d l e n ali d o mi d e.

D o R, C R, D o C R a n d P F S b y i n v esti g at or p er 
L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 2 0 1 4.

N ot a p pli c a bl e

S el e ct t h e R P 3 D f or P F -0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e.

All e n d p oi nts i n t his st u d y. N ot a p pli c a bl e

T o f urt h er e v al u at e t h e o v er all s af et y pr ofil e 
a n d t ol er a bilit y of P F -0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e.

 A E s as c h ar a ct eri z e d b y t y p e, fr e q u e n c y, 
s e v erit y ( as gr a d e d b y N CI C T C A E v 5. 0), 
ti mi n g, s eri o us n ess, a n d r el ati o ns hi p t o st u d y 
tr e at m e nt.

 L a b or at or y a b n or m ali ti es as c h ar a ct eri z e d b y 
t yp e, fr e q u e n c y, s e v erit y ( as gr a d e d b y N CI 
C T C A E v 5. 0), a n d ti mi n g.

N ot a p pli c a bl e

T o e v al u at e t h e P K of P F -0 7 9 0 1 8 0 1. Pr e - a n d p ost -d os e c o n c e ntr ati o ns of 
P F -0 7 9 0 1 8 0 1.

N ot a p pli c a bl e

T o e v al u at e i m m u n o g e ni cit y of P F -0 7 9 0 1 8 0 1 . A D As a n d N A bs a g ai nst P F -0 7 9 0 1 8 0 1 . N ot a p pli c a bl e 
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O v e r all D esi g n

T his is a m ulti c e nt er, i nt er n ati o n al, P h as e 1 b/ 2 st u d y  of diff er e nt d os es of P F-0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d l e n ali d o mi d e i n p arti ci p a nts wit h R/ R D L B C L  w h o h a v e 
c o m pl et e d at l e ast 1 li n e of s y st e mi c tr e at m e nt ( at l e ast 1 c o nt ai ni n g a n a nti- C D 2 0 t h er a p y), 
a n d w h o ar e n ot c a n di d at es f or hi g h d os e t h er a p y/ A S C T .

A n es c al ati o n/ d e -es c al ati o n a p pr o a c h will b e us e d i n P h as e 1 b t o d et er mi n e t h e P F - 0 7 9 0 1 8 0 1 
r e c o m m e n d e d P h as e 2 d os e ( R P 2 D) ( 2 d os e l e v els) i n c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e; t h e t w o d os e l e v els will b e f urt h er e v al u at e d i n P h as e 2. 

N u m b e r of P a rti ci p a nts

A p pr o xi m at el y  7 0 p arti ci p a nts will b e e nr oll e d i n t h e st u d y: a p pr o xi m at el y 2 0 p arti ci p a nts i n 
t h e P h as e 1 b a n d 5 0 p arti ci p a nts i n t h e P h as e 2.

N ot e: " E nr oll e d " m e a ns a p arti ci p a nt's, or t h eir l e g all y  a ut h ori z e d r e pr es e nt ati v e’s, a gr e e m e nt 
t o p arti ci p at e i n a cli ni c al st u d y f oll o wi n g c o m pl eti o n of t h e i nf or m e d c o ns e nt pr o c ess a n d 
ass i g n m e nt t o st u d y i nt er v e nti o n. 

St u d y P o p ul ati o n 

A d ult p arti ci p a nts ( ≥ 1 8 y e ars of a g e) wit h hist ol o gi c all y  c o nfir m e d m e as ur a bl e r el a ps e d or 
r efr a ct or y D L B C L n ot eli gi bl e f or st e m c ell tr a ns pl a nt ati o n will b e e nr oll e d i n t h e st u d y. 

K e y I n cl usi o n C rit e ri a

 Hist ol o gi c all y c o nfir m e d D L B C L; r el a ps e d or r efr a ct or y dis e as e.

 P arti ci p a nt is n ot a c a n di d at e f or or is u n willi n g t o u n d er g o hi g h d os e c h e m ot h er a p y 
a n d s u bs e q u e nt st e m c ell tr a ns pl a nt or is u n a bl e t o r e c ei v e a p pr o v e d c hi m eri c a nti g e n 
r e c e pt or ( C A R-T) t h er a p y .

 Pri or tr e at m e nt wit h at l e ast 1 li n e of s y st e mi c t h er a p y (f or p h as e 2: at l e ast 1 a n d n o 
m or e t h a n 2 li n es of s ys t e mi c t h er a py) . Pri or t h er a p y m ust i n cl u d e a n a nti-C D 2 0 
c o nt ai ni n g r e gi m e n.

 A d e q u at e h e m at ol o gi c, h e p ati c a n d r e n al f u n cti o n. 

 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 O G) p erf or m a n c e st at us ≤ 2.

 P arti ci p a nts ar e a bl e t o pr o vi d e a t u m or tiss u e s a m pl e c oll e ct e d b ef or e st art of 
tr e at m e nt (fr es h or ar c hi v al).  

K e y E x cl usi o n C rit e ri a 

 Pri or tr e at m e nt wit h a n a nti- C D 4 7 or a nti -C D 1 9 ( ot h er t h a n C A R -T) or 
i m m u n o m o d ul at or y a g e nts.  
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 Pri m ar y  r efr a ct or y D L B C L 

 Hi g h -gr a d e l y m p h o m a (f or m erl y k n o w n as ‘ d o u bl e’ or ‘tri pl e hit’ D L B C L) or C N S 
l ym p h o m a i n v ol v e m e nt.  

 Pri or all o g e n ei c st e m c ell tr a ns pl a nt ati o n; a ut ol o g o us st e m c ell tr a ns pl a nt ati o n wit hi n 
1 2 w e e ks pri or t o e nr o ll m e nt.

 Si g nifi c a nt c ar di a c/ c ar di o v as c ul ar/t hr o m b o e m b oli c dis e as e.  

 P arti ci p a nts wit h 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. 

St u d y A r ms a n d D u r ati o n St u d y I nt e r v e nti o n(s)

I nt e r v e nti o n N a m e P F -0 7 9 0 1 8 0 1 T af asit a m a b L e n ali d o mi d e
A r m N a m e
( g r o u p of p a rti ci p a nts r e c ei vi n g a 
s p e cifi c t r e at m e nt o r n o t r e at m e nt)

A d mi nist er e d t o all 
p arti ci p a nts 

A d mi nist er e d t o all 
p arti ci p a nts

A d mi nist er e d t o all 
p arti ci p a nts 

U nit D os e St r e n gt h(s) 1 0 m g/ m L s ol uti o n 
f or i nj e cti o n; 1 4 
m L/ vi al

2 0 0 m g/ vi al 2. 5 m g, 5 m g, 1 0 m g, 
1 5 m g, 2 0 m g, 2 5 m g

R o ut e of A d mi nist r ati o n I ntr a v e n o us (I V) 
i nf usi o n

I V i nf usi o n B y  mo ut h ( P O)

Us e E x p eri m e nt al  E x p eri m e nt al w h e n 
c o m bi n e d wit h
P F -0 7 9 0 1 8 0 1 

E x p eri m e nt al w h e n 
c o m bi n e d wit h 
P F -0 7 9 0 1 8 0 1 

I n v esti g ati o n al m e di ci n al p r o d u ct (I M P) 
o r n o n - I M P ( NI M P)/ a u xili a r y m e di ci n al 
p r o d u ct ( A x M P)

I M P I M P I M P

D os e F o r m ul ati o n Si n gl e -us e vi als Si n gl e -us e vi als C a ps ul es
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St u d y I nt e r v e nti o ns Cl assifi e d as NI M P s/ A x M Ps

I nt e r v e nti o n 
N a m e

Fl u d e o x y gl u c
os e ( 1 8 F) 
( F D G)

P a r a c et a m ol a Di p h e n h y d r a m i n e 
h y d r o c hl o ri d e a .

Ci m eti di n e a . M et h yl p r e d nis ol o n e a .

A R M N a m e
( g r o u p of 
p a rti ci p a nts 
r e c ei vi n g a 
s p e cifi c 
t r e atm e nt) 

M a y b e 
a d mi nist er e d 
t o all 
p arti ci p a nts 
f or us e wit h 
P E T s c a n

M a y b e 
a d mi nist er e d 
t o all 
p arti ci p a nts as 
pr e m e di c ati o n
a

M a y b e 
a d mi nist er e d t o all 
p arti ci p a nts as 

pr e m e di c ati o n a

M a y b e 
a d mi nist er e d t o 
all p arti ci p a nts 
as 

pr e m e di c ati o n a

M a y b e a d mi nist er e d 
t o all p arti ci p a nts as 

pr e m e di c ati o n a

D os e 
F o r m ul ati o n

As p er S m P C As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C

U nit D os e 
St r e n gt h(s)

As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C

R o ut e of 
A d mi nist r ati o n

I V i nj e cti o n P O P O or I V P O I V i nj e cti o n or 
i nf usi o n

Us e F or us e wit h 
P E T

Pr e m e di c ati o n Pr e m e di c ati o n Pr e m e di c ati o n Pr e m e di c ati o n

I M P o r 
N I M P/ A x M P

A x M P  A x M P  A x M P A x M P A x M P

a. Pr e m e di c ati o ns t h at m a y b e gi v e n as p er MI NJ U VI S m P C [ e q ui v al e nt pr e m e di c ati o n(s) i n cl u d es v ari ati o ns t o 
t h e st at e d o n es, d e p e n di n g o n t h e f or m ul ati o ns a v ail a bl e l o c all y a n d or i n a c c or d a n c e wit h i nstit uti o n al g ui d eli n es].

A d mi nist r ati o n

St u d y  i nt er v e nti o ns will b e a d mi nist er e d i n 2 8-d a y  c ycl es. L e n ali d o mi d e will b e a d mi nist er e d 
u p t o C 1 2 w hil e P F - 0 7 9 0 1 8 0 1 a n d t af asit a m a b will b e a d mi nist er e d u ntil P D, n o n-t ol er a bl e 
t o xi cit y, or d e at h. P F -0 7 9 0 1 8 0 1 will b e a d mi nist er e d b y  i ntr a v e n o us (I V) i nf usi o n w e e kly f or 
t h e first t hr e e c ycl es a n d t h e n e v er y  t w o w e e ks f or C ycl e 4 a n d b e y o n d. P arti ci p a nts will 
r e c ei v e diff er e nt d os e l e v els as p er assi g n e d c o h ort.   

T af asit a m a b will b e a d mi nist er e d 1 2 m g/ k g I V o n D a y s 1, 4, 8, 1 5 a n d 2 2 i n C ycl e 1, w e e kl y 
f or C ycl e 2 a n d 3 a n d t h e n e v er y  2 w e e ks f or C ycl e 4 a n d b e y o n d.  L e n ali d o mi d e will b e 
a d mi nist er e d 2 5 m g P O d ail y  o n D a ys 1 t hr o u g h 2 1 of e a c h 2 8 -d a y  c ycl e f or u p t o 1 2 c y cl es.

St atisti c al M et h o ds: 

T h er e is n o f or m al h y p ot h esis t esti n g f or t h e st u dy. All a n al y s es will b e p erf or m e d f or t h e 
P h as e 1 b a n d P h as e 2 of t h e st u d y  s e p ar at el y. All effi c a c y a n alys es a n d s af et y  a n al ys es will 
b e p erf or m e d usi n g t h e S af et y A n al y sis S et (if n ot ot h er wis e s p e cifi e d).

P h as e 1 b:

T h e pri m ar y  e n d p oi nt of t h e P h as e 1 b of t h e st u dy is t h e D LTs d uri n g t h e D L T o bs er v ati o n 
p eri o d . T h e t ar g et n u m b er of p arti ci p a nts p er c o h ort is 2- 4, a n d a mi ni m u m of 
2 - 4 D L T -e v al u a bl e p arti ci p a nts is r e q uir e d at e a c h t est e d d os e l e v el of P F- 0 7 9 0 1 8 0 1. 
A p pr o xi m at el y  6 t o 9 D L T-e v al u a bl e p arti ci p a nts will b e tr e at e d at t h e M T D or hi g h est s af e 
t est e d d os e l e v el f or P F-0 7 9 0 1 8 0 1 b ef or e pr o c e e di n g t o P h as e 2. T h e n u m b er a n d pr o p orti o n 
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of p arti ci p a nts e x p eri e n ci n g D L Ts d uri n g t h e D L T o bs er v ati o n p eri o d will b e s u m m ari z e d 
a n d list e d b y  d os e l e v el.

P h as e 2:

U p t o 2 d os es will b e s el e ct e d f or f urt h er e v al u ati o n i n P h as e 2 of t h e st u d y. A p pr o xi m at el y  
2 5 p arti ci p a nts will b e tr e at e d f or e a c h s el e ct e d d os e.

T h e pri m ar y  e n d poi nt i n t h e P h as e 2 of t h e st u d y  is O R p er L u g a n o R es p o ns e Cl assifi c ati o n 
Crit eri a 2 0 1 4 as ass ess e d b y  t h e i n v esti g at or. O R is d efi n e d as a B O R of C R or P R a c c or di n g 
t o Lu g a n o R es p o ns e Cl assifi c ati o n Crit eri a 2 0 1 4.

O R R will b e c al c ul at e d al o n g wit h t h e 2 -si d e d 9 5 % CI usi n g t h e Wils o n m et h o d.

F o r b ot h p h as es :

 S e c o n d ar y  effi c a c y e n d p oi nts ( O R [ P h as e 1 b o nl y], D o R, C R, D o C R, a n d P F S p er 
L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 2 0 1 4 as ass ess e d b y  t h e i n v esti g at or) will b e 
s u m m ari z e d b y d os e l e v els.

 S e c o n d ar y  s af ety e n d p oi nts ( A Es, l a b or at or y a b n or m aliti es):

o A Es will b e gr a d e d b y t h e i n v esti g at or a c c or di n g t o t h e C T C A E v 5. 0 a n d c o d e d 
usi n g M e d D R A. A E d at a will b e r e p ort e d i n t a bl es a n d listi n gs a n d will b e 
pr es e nt e d b y d os e l e v els.

o T h e l a b or at or y  r es ults will b e gr a d e d a c c or di n g t o t h e N CI  C T C A E v 5. 0 s e v erit y 
gr a d e a n d will b e a n al y z e d usi n g s u m m ar y  st atisti cs.

 S e c o n d ar y  P K e n d p oi nts will b e a n aly z e d a n d pr es e nt e d usi n g d es cri pti v e s u m m ar y  
st atisti cs.

 S e c o n d ar y  i m m u n o g e ni cit y ( A D As a n d N a bs): t h e p er c e nt a g e of p arti ci p a nts wit h 
p ositi v e A D A will b e s u m m ari z e d. L isti n gs a n d s u m m ar y t a b ul ati o ns of t h e A D A 
d at a at b as eli n e a n d p ost -first d os e will b e g e n er at e d.

Et hi c al C o nsi d e r ati o ns

P ati e nts wit h R/ R D L B C L w h o ar e n ot c a n di d at es f or A S C T d u e t o a g e or c o -m or bi diti es 
h a v e li mit e d tr e at m e nt o pti o ns a n d p o or pr o g n osis. T h e c o m bi n ati o n of t af asit a m a b a n d 
l e n ali d o mi d e h as s h o w n i n cr e as e d r es p o ns e a n d pr o gr essi o n-fr e e s ur vi v al i n p ati e nts wit h 
R/ R D L B C L, l e a di n g t o c o n diti o n al a p pr o v al. B y  e n g a gi n g o v erl a p pi n g as w ell as diff er e nt 
m e c h a nis ms wit h t h e c o m bi n ati o n of t af asit a m a b a n d l e n ali d o mi d e, P F -0 7 9 0 1 8 0 1 is e x p e ct e d 
t o i n cr e as e a nti-t u m or a cti vit y i n p ati e nts wit h R/ R D L B C L. F urt h er, a v ail a bl e s af ety d at a of 
P F -0 7 9 0 1 8 0 1 as a si n gl e a g e nt i n p ati e nts wit h D L B C L  s u g g est t h at it m a y b e c o m bi n e d wit h 
ot h er a p pr o v e d a g e nts wit h o ut si g nifi c a ntl y i n cr e asi n g t h eir t o xi cit y . P ossi bl e o v erl a p pi n g 
t o xi cit y wit h t h e pr o p os e d r e gi m e ns i n cl u d e n e utr o p e ni a a n d t hr o m b o c yt o p e ni a; t o mi ni mi z e 
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ris ks, p arti ci p a nts will b e m o nit or e d fr e q u e ntly, i n cl u di n g w e e kly bl o o d t ests f or t h eir first 8 
w e e ks of tr e at m e nt. 

T h er ef or e, t a ki n g i nt o c o nsi d er ati o n t h e c o m pl e m e nt ar y  m e c h a nis ms of a cti o n of P F-
0 7 9 0 1 8 0 1 wit h t af asit a m a b a n d l e n ali d o mi d e as w ell as t h e s af et y pr ofil e of P F - 0 7 9 0 1 8 0 1, 
t his c o m bi n ati o n m a y  off er a m or e effi c a ci o us a n d t ol er a bl e tr e at m e nt o pti o n f or ol d er 
p ati e nts or p ati e nts wit h c o - m or bi diti es t h at ar e n ot c a n di d at es f or hi g h d os e c h e m ot h er a py 
a n d/ or A S C T.
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1. 2. S c h e m a

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y  Pfi z er ( pr ot o c ol 
a m e n d m e nt 2) .
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1. 3. S c h e d ul e of A cti viti es

T h e S o A t a bl e pr o vi d es a n o v er vi e w of t h e pr ot o c ol visits a n d pr o c e d ur es. R ef er t o t h e S T U D Y A S S E S S M E N T S A N D 
P R O C E D U R E S s e cti o n of t h e pr ot o c ol f or d et ail e d i nf or m ati o n o n e a c h ass ess m e nt r e q uir e d f or c o m pli a n c e wit h t h e pr ot o c ol. 

T h e i n v esti g at or m a y  s c h e d ul e visits or t ests ( u n pl a n n e d visits/t ests) i n a d diti o n t o t h os e list e d i n t h e S o A t a bl e, i n or d er t o c o n d u ct 
e v al u ati o ns or ass ess m e nts r e q uir e d t o pr ot e ct t h e w ell- b ei n g of t h e p arti ci p a nt.

T a bl e 1 . St u d y S c h e d ul e of Ass ess m e nt

Visit I d e ntifi e r

A b br e vi ati o ns us e d i n t his 
t a bl e m a y b e f o u n d i n 
A p p e n di x 1 6

O n -T r e at m e nt P e ri o d ( 2 8 -d a y C y cl e) N ot es

Sc
re

e
n

C y cl e 1 C y cl e 2 - 3 ≥ C y cl e 4

E
O

T

F U visits

L
T

F
U

 All s cr e e ni n g s h o ul d b e d o n e ≤ 2 8 d a ys b ef or e t h e 
first d os e, u nl ess n ot e d ot h er wis e.

C y cl e D a y ≤ 2 8 d D 1 D 4 D 8 D 1 5 D 2 2 D 1 D 8 D 1 5 D 2 2 D 1 D 1 5 7 d 2 8 d 9 0 d

Q1
2

W

 D a y r el ati v e t o st art of st u d y i nt er v e nti o n 
( D a y 1).

Visit Wi n d o w

(
±1

d)

(
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d)

(
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d)
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d)
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X
)

(
±1
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p
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t 
9
0
d 

F
U)

 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Inf or m e d c o ns e nt X  C o ns e nt o bt ai n e d wit hi n 2 8 d a ys pri or t o C 1 D 1.
 S e e S e cti o n 1 0. 1. 3 f or a d diti o n al i nf or m ati o n.

R e gistr ati o n/r a n d o mi z ati o n  X  At r e gistr ati o n, w hi c h m ust b e b ef or e t h e first 
st u d y-r el at e d a cti vit y at D 1, t h e p arti ci p a nt 
e nr oll m e nt n u m b er a n d d os e l e v el all o c ati o n ar e 
assi g n e d.

 F or r a n d o mi z e d c o h orts: All o c ati o n of 
p arti ci p a nts t o tr e at m e nt gr o u ps will pr o c e e d 
t hr o u g h t h e us e of a n I R T S yst e m. St u d y 
i nt er v e nti o n m ust st art pr ef er a bl y t h e s a m e d a y or 
wit hi n 3 d a ys aft er r a n d o mi z ati o n.
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T a bl e 1 . St u d y S c h e d ul e of Ass ess m e nt

Visit I d e ntifi e r

A b br e vi ati o ns us e d i n t his 
t a bl e m a y b e f o u n d i n 
A p p e n di x 1 6

O n -T r e at m e nt P e ri o d ( 2 8 -d a y C y cl e) N ot es

Sc
re

e
n

C y cl e 1 C y cl e 2 - 3 ≥ C y cl e 4

E
O

T

F U visits

L
T

F
U

 All s cr e e ni n g s h o ul d b e d o n e ≤ 2 8 d a ys b ef or e t h e 
first d os e, u nl ess n ot e d ot h er wis e.

C y cl e D a y ≤ 2 8 d D 1 D 4 D 8 D 1 5 D 2 2 D 1 D 8 D 1 5 D 2 2 D 1 D 1 5 7 d 2 8 d 9 0 d

Q1
2

W

 D a y r el ati v e t o st art of st u d y i nt er v e nti o n 
( D a y 1).

Visit Wi n d o w

(
±1

d)

(
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d)

(
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d)

(
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d)
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d)
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Dis e as e 
c h ar a ct eristi cs/tr e at m e nt 
hi st or y

X  I n cl u di n g c a n c er hist or y, dis e as e st a gi n g ( A n n 
Ar b or), ris k ass ess m e nt (I PI s c or e), pri or c a n c er 
tr e at m e nts, a n d i n cl usi o n/ e x cl usi o n crit eri a.

D e m o gr a p hi cs/ m e di c al 
hi st or y

X  S e e S e cti o n 8. 1. 1 .

P h ysi c al e x a mi n ati o n  X  X X  X  X  X  X  X  A c o m pl et e P E will b e c o n d u ct e d at S cr e e ni n g 
Visit o nl y; t ar g et e d/s y m pt o m -dir e ct e d P Es will 
b e c o n d u ct e d at ot h er visits.

 S e e S e cti o n 8. 3. 1 f or a d diti o n al i nf or m ati o n.
B o d y w ei g ht X  X X X  S e e S e cti o n 8. 3. 1 f or a d diti o n al i nf or m ati o n.

 Als o s e e S e cti o n 6. 1. 1 f or d os e c al c ul ati o n wit h 
w ei g ht.
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T a bl e 1 . St u d y S c h e d ul e of Ass ess m e nt

Visit I d e ntifi e r

A b br e vi ati o ns us e d i n t his 
t a bl e m a y b e f o u n d i n 
A p p e n di x 1 6

O n -T r e at m e nt P e ri o d ( 2 8 -d a y C y cl e) N ot es

Sc
re

e
n

C y cl e 1 C y cl e 2 - 3 ≥ C y cl e 4

E
O

T

F U visits

L
T

F
U

 All s cr e e ni n g s h o ul d b e d o n e ≤ 2 8 d a ys b ef or e t h e 
first d os e, u nl ess n ot e d ot h er wis e.

C y cl e D a y ≤ 2 8 d D 1 D 4 D 8 D 1 5 D 2 2 D 1 D 8 D 1 5 D 2 2 D 1 D 1 5 7 d 2 8 d 9 0 d

Q1
2

W

 D a y r el ati v e t o st art of st u d y i nt er v e nti o n 
( D a y 1).

Visit Wi n d o w

(
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d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d
po

st
-l

as
t 

T
X

)

(2
8-

3
5
d

p
os

t-
l
as

t 
T

X)

(
+
7 

po
st

-l
as

t 
T

X
)

(
±1

4
d 

p
os

t 
9
0
d 

F
U)

 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Vit al si g ns X  X  X  X  X  X  X  X  X  X  X  X  X  X  O n d a ys of i nf usi o n: as p er l o c al g ui d eli n es f or 
m o n o cl o n al a nti b o di es, wit h a mi ni m u m as 
f oll o ws f or e a c h i nf usi o n of P F- 0 7 9 0 1 8 0 1 a n d 
t af asit a m a b.
o P F -0 7 9 0 1 8 0 1: C 1 D 1: pr e ( wit hi n 1 5 mi n 

pri or), E OI ( ± 1 5 mi n), ( e n d of): 2 h 
( ± 1 5 mi n). ≥ C 1 D 8: pr e a n d E OI ( ± 1 5 mi n).

o T af asit a m a b: pr e, 1 5 ( ± 5), 3 0 ( ± 1 0), a n d 
t h e n e v er y 6 0 ( ± 1 5) mi n ut es d uri n g i nf usi o n 
a n d at E OI ( ± 2 0 mi n). Aft er 3 i nf usi o ns: pr e 
a n d E OI ( ± 1 5 mi n).

 S e e S e cti o n 8. 3. 2 f or a d diti o n al i nf or m ati o n. 

1 2 -L e a d E C G X  X X X  X  X  C 1 D 1, C 2 D 1, C 3 D 1: Pr e -P F - 0 7 9 0 1 8 0 1 d os e,
P F -0 7 9 0 1 8 0 1 E OI ( wi n d o w f or E OI: + 3 0 mi n).

 C 4 D 1, C 5 D 1, C 6 D 1: pr e P F - 0 7 9 0 1 8 0 1 d os e
 S e e S e cti o n 8. 3. 3 f or a d diti o n al i nf or m ati o n.

B- s y m pt o ms X  X X X  X  S e e S e cti o n 8. 3. 6 .

E C O G ass ess m e nt X  P er A p p e n di x 1 3 .
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Di ar y c ar d (l e n ali d o mi d e)  X  X X X  X  S e e S e cti o n 6. 5 .
 T o b e c oll e ct e d t hr o u g h C y cl e 1 2 or E O T, 

w hi c h e v er o c c urs first.
A Es/ S A Es C o nti n u o usl y a cti v e c oll e cti o n  S e e S e cti o n 8. 4 f or a d diti o n al i nf or m ati o n.

M e di c ati o ns C o n c o mit a nt m e di c ati o ns S u bs e q u e nt 
a nti c a n c er 

t h er a p y(i es)

 C o n c o mit a nt m e di c ati o ns t o b e c oll e ct e d 
c o nti n u o usl y fr o m t h e ti m e of I C D t hr o u g h E O T.

C D 1 9 e x pr essi o n (if p ost 
C A R -T)

X  C D 1 9 e x pr essi o n t o b e m e as ur e d i n p arti ci p a nts 
wit h pri or C A R - T tr e at m e nt: l o c al l a b t est (if 
a v ail a bl e) a n d tiss u e f or f ut ur e c e ntr al t esti n g 
( b ot h m ust b e a s a m pl e aft er C A R-T a n d pri or t o 
C 1 D 1).

 S e e als o S e cti o n 8. 7. 8 .
S ur vi v al st at us X  X  M a y b e c o n d u ct e d b y p h o n e. 

L o c al L a b o r at o r y Ass ess m e nts  S e e S e cti o n 8. 3. 4 f or a d diti o n al i nf or m ati o n.
 S e e A p p e n di x 2 f or a list of cli ni c al l a b or at or y 

t ests t o b e d o n e.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

HI V st at us X  F or p arti ci p a nts wit h k n o w n hist or y of HI V: C D 4 
c o u nt a n d vir al l o a d

H e p atitis B/ C p a n el X  M o nit or p arti ci p a nts f or H B V r e a cti v ati o n 
t hr o u g h o ut t h e st u d y, if a p pli c a bl e.

 S e e A p p e n di x 2 , A p p e n di x 1 0 , a n d R E V LI MI D 
S m P C.

Pr e g n a n c y t est ( W O C B P 
o nl y)

X  X  X  X  X  X X * X X * X  Pr e g n a n c y t est will b e d o n e w e e kl y at C 1; a n d 
m o nt hl y at C 2 a n d b e y o n d. 
*: W O C B P p arti ci p a nts wit h irr e g ul ar c y cl es 
s h o ul d h a v e t h e t est d o n e e v er y 2 w e e ks.

 S e e S e cti o n 8. 3. 5 f or a d diti o n al i nf or m ati on.
C o ntr a c e pti o n c h e c k  X  X X X X  X  O nl y r e q uir e d f or W O C B P a n d m e n wit h 

W O C B P p art n er.
 S e e S e cti o n 4. 2. 3 a n d A p p e n di x 4 f or a d diti o n al 

i nf or m ati o n.
F S H X  F or c o nfir m ati o n of p ost m e n o p a us al st at us.

H e m at ol o g y X  X  X  X  X  X  X  X  X  X  X  X  X  X  M a y b e c oll e ct e d u p t o 7 2 h o urs pri or t o d osi n g 
visit d at e.

 S e e A p p e n di x 2 .
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

S er u m c h e mistri es X  X X  X  X  X  X  X  M a y b e c oll e ct e d u p t o 7 2 h o urs pri or t o d osi n g 
visit d at e.

 S e e A p p e n di x 2 .
C o a g ul ati o n p a n el X  X X X  M a y b e c oll e ct e d u p t o 7 2 h o urs pri or t o d osi n g 

visit d at e.
 S e e A p p e n di x 2 .

Uri n al ysis ( di psti c k) X  M a y b e c oll e ct e d u p t o 7 2 h o urs pri or t o d osi n g 
visit d at e.

 S e e A p p e n di x 2 .
S er u m I m m u n o gl o b uli n 
c o n c e ntr ati o ns

X  X X X  X  M a y b e c oll e ct e d u p t o 7 2 h o urs pri or t o d osi n g 
visit d at e.

 S e e A p p e n di x 2 .
St u d y I nt e r v e nti o n a n d Ot h e r T r e at m e nts

Pr e m e di c ati o ns X  X  X  X  X  X  X  X  X  X  X  S e e S e cti o n 6. 1. 1 f or a d diti o n al i nf or m ati o n.

P F - 0 7 9 0 1 8 0 1 I V i nf usi o n  X  X  X  X  X  X  X  X  X  X  S e e S e cti o n 6. 1. 1. 1 f or a d diti o n al i nf or m ati o n.

T af asit a m a b I V i nf usi o n X  X  X  X  X  X  X  X  X  X  X  S e e S e cti o n 6. 1. 1. 2 f or a d diti o n al i nf or m ati o n.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

L e n ali d o mi d e A d mi nist er P O o n 
D 1 -D 2 1

A d mi nist er P O 
o n D 1 -D 2 1

A d mi nist e
r P O o n 
D 1 -D 2 1 
t hr o u g h 

C 1 2

 S e e S e cti o n 6. 1. 1. 3 f or a d diti o n al i nf or m ati o n.

Dis e as e Ass ess m e nt ( L u g a n o Crit eri a 2 0 1 4: A p p e n di x 1 2 )

I m a gi n g: P E T/ C T or 
P E T/ M RI

X C 3
D 1

C 6 D 1, 
C 9 D 1, 
C 1 2 D 1, 
C 1 8 D 1, 
C 2 4 D 1 
t h e n 

y e arl y 
u ntil P D.

X ( X)  S c a ns m a y b e r e p e at e d at a n y ti m e if pr o gr essi v e 
dis e as e is s us p e ct e d, t o c o nfir m t h e o c c urr e n c e of 
a C R or t o m a k e i m p ort a nt tr e at m e nt r el at e d 
d e cisi o ns. 

 Wi n d o w f or i m a gi n g d uri n g st u d y is ± 7 d a y s.
 S e e S e cti o n 8. 2 f or a d diti o n al i nf or m ati o n.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Di a g n osti c q u alit y C T s c a n X C 3
D 1

C 6 D 1, 
C 9 D 1, 
C 1 2 D 1, 
C 1 8 D 1, 
C 2 4 D 1 
t h e n 

y e arl y 
u ntil P D.

X ( X)  S c a ns m a y b e r e p e at e d at a n y ti m e if pr o gr essi v e 
dis e as e is s us p e ct e d, t o c o nfir m t h e o c c urr e n c e of 
a C R or t o m a k e i m p ort a nt tr e at m e nt r el at e d 
d e cisi o ns. 

 Wi n d o w f or i m a gi n g d uri n g st u d y is ± 7 d a y s.
 S e e S e cti o n 8. 2 f or a d diti o n al i nf or m ati o n.

Br ai n C T/ M RI if C N S 
i n v ol v e m e nt is s us p e ct e d

X  C N S i n v ol v e m e nt is a n e x cl usi o n crit eri o n.

C e nt r al L a b o r at o r y Ass ess m e nts

P K a n d I m m u n o g e ni cit y Ass ess m e nts  Pr e -d os e P K s a m pl es f or P F -0 7 9 0 1 8 0 1, 
t af asit a m a b a n d l e n ali d o mi d e ar e t o b e c oll e ct e d 
b ef or e a n y pr e m e di c ati o n or st u d y i nt er v e nti o n 
o n i n di c at e d visits. 

 S e e S e cti o n 8. 5 a n d S e cti o n 8. 8 f or a d diti o n al 
i nf or m ati o n.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 3 1

T a bl e 1 . St u d y S c h e d ul e of Ass ess m e nt

Visit I d e ntifi e r

A b br e vi ati o ns us e d i n t his 
t a bl e m a y b e f o u n d i n 
A p p e n di x 1 6

O n -T r e at m e nt P e ri o d ( 2 8 -d a y C y cl e) N ot es

Sc
re

e
n

C y cl e 1 C y cl e 2 - 3 ≥ C y cl e 4

E
O

T

F U visits

L
T

F
U

 All s cr e e ni n g s h o ul d b e d o n e ≤ 2 8 d a ys b ef or e t h e 
first d os e, u nl ess n ot e d ot h er wis e.

C y cl e D a y ≤ 2 8 d D 1 D 4 D 8 D 1 5 D 2 2 D 1 D 8 D 1 5 D 2 2 D 1 D 1 5 7 d 2 8 d 9 0 d

Q1
2

W

 D a y r el ati v e t o st art of st u d y i nt er v e nti o n 
( D a y 1).

Visit Wi n d o w

(
±1

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d)

(
±2

d
po

st
-l

as
t 

T
X

)

(2
8-

3
5
d

p
os

t-
l
as

t 
T

X)

(
+
7 

po
st

-l
as

t 
T

X
)

(
±1

4
d 

p
os

t 
9
0
d 

F
U)

 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Bl o o d f or P F -0 7 9 0 1 8 0 1 P K X  X X X  X  C 1 D 1 a n d C 2 D 1: pr e - d os e, E OI ( a p pr o x. 6 0 mi n 
fr o m st art of i nf usi o n, wit hi n 5 mi n of 
P F 0 7 9 0 1 8 0 1 i nf usi o n e n ds), 5 h ( ± 2 h) p ost-d os e 
(r el ati v e t o t h e st art of i nf usi o n).

 C 1 D 8, C 3 D 1, C 4 D 1 a n d C 5 D 1: pr e -d os e.
 St arti n g C 7 u p t o C 1 3, c oll e ct pr e -d os e o nl y 

e v er y 3 r d c y cl e (i e, C 7 D 1, C 1 0 D 1, C 1 3 D 1) a n d 
t h e n e v er y 6t h c y cl e t h er e aft er ( C 1 9 D 1, C 2 5 D 1, 
et c.).

Bl o o d f or t af asit a m a b P K X X X  X  C 1 D 1, C 2 D 1, C 3 D 1, a n d C 4 D 1: pr e -d os e.
 St arti n g C 7 u p t o C 1 3, c oll e ct pr e -d os e o nl y 

e v er y 3r d c y cl e (i e, C 7 D 1, C 1 0 D 1, C 1 3 D 1) a n d 
t h e n e v er y 6t h c y cl e t h er e aft er ( C 1 9 D 1, C 2 5 D 1, 
et c.).

Bl o o d f or l e n ali d o mi d e P K X X C 4 
o nl y

 C 1 D 1, C 2 D 1, C 3 D 1, C 4 D 1: pr e -d os e.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

A D A/ N A b f or P F - 0 7 9 0 1 8 0 1 
( P B)

X X X  X S e e N ot es  C 1 D 1, C 2 D 1, C 3 D 1, C 4 D 1 a n d C 5 D 1: pr e -d os e.
 St arti n g C 7 u p t o C 1 3, c oll e ct pr e -d os e o nl y 

e v er y 3 r d c y cl e (i e, C 7 D 1, C 1 0 D 1, C 1 3 D 1) a n d 
t h e n e v er y 6t h c y cl e t h er e aft er ( C 1 9 D 1, C 2 5 D 1, 
et c.). 

 F U visits a n d L T F U: P arti ci p a nts wit h a n 
u nr es ol v e d A E at t h e e n d of st u d y tr e at m e nt 
c o nsi d er e d p ossi bl y r el at e d t o A D A f or m ati o n 
m a y b e as k e d t o r et ur n t o t h e cli ni c f or A D A 
bl o o d s a m pli n g at a p pr o xi m at el y 3- m o nt h 
i nt er v als (if f e asi bl e gi v e n t h e u n d erl yi n g 
dis e as e) u ntil t h e A E or its s e q u el a e r es ol v e or 
st a bili z e at a l e v el a c c e pt a bl e t o t h e i n v esti g at or 
a n d s p o ns or u p t o a m a xi m u m of 9 m o nt hs fr o m 
t h e l ast st u d y tr e at m e nt.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

A D A/ N A b f or t af asit a m a b 
( P B)

X X X  X S e e N ot es  C 1 D 1, C 2 D 1, C 3 D 1, C 4 D 1: pr e -d os e.
 St arti n g C 7 u p t o C 1 3, c oll e ct pr e -d os e o nl y 

e v er y 3 r d c y cl e (i e, C 7 D 1, C 1 0 D 1, C 1 3 D 1) a n d 
t h e n e v er y 6t h c y cl e t h er e aft er ( C 1 9 D 1, C 2 5 D 1, 
et c.).

 F U visits a n d L T F U: P arti ci p a nts wit h a n 
u nr es ol v e d A E at t h e e n d of st u d y tr e at m e nt 
c o nsi d er e d p ossi bl y r el at e d t o A D A f or m ati o n 
m a y b e as k e d t o r et ur n t o t h e cli ni c f or A D A 
bl o o d s a m pli n g at a p pr o xi m at el y 3- m o nt h 
i nt er v als (if f e asi bl e gi v e n t h e u n d erl yi n g 
dis e as e) u ntil t h e A E or its s e q u el a e r es ol v e or 
st a bili z e at a l e v el a c c e pt a bl e t o t h e i n v esti g at or 
a n d s p o ns or u p t o a m a xi m u m of 9 m o nt hs fr o m 
t h e l ast st u d y tr e at m e nt.

G e n eti cs a n d Bi o m a r k e r Ass ess m e nts  Pr e -d os e s a m pl es ar e t o b e c oll e ct e d b ef or e a n y 
pr e - m e di c ati o n or st u d y tr e at m e nt a d mi nistr ati o n 
o n i n di c at e d visits.

 S e e S e cti o n 8. 6 a n d S e cti o n 8. 7 f or a d diti o n al 
i nf or m ati o n.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

T u m o r Tiss u e X  At r el a ps e/ P D/ E O T (str o n gl y r e c o m m e n d e d), a n d as cli ni c all y i n di c at e d.  S e e S e cti o n 8. 7. 8 f or a d diti o n al i nf or m ati o n.

Bl o o d s a m pl e f or cir c ul ati n g 
bi o m ar k er a n al ysis

X  X  X C 2 
o nl y

C 2 
o nl y

 C oll e ct w h ol e bl o o d f or pr o c essi n g i nt o s er u m as 
i n di c at e d:
o C 1 D 1 a n d C 2 D 1: pr e -d os e; P F - 0 7 9 0 1 8 0 1 

E OI ( wit hi n 5 mi n fr o m t h e e n d of 
P F - 0 7 9 0 1 8 0 1 i nf usi o n); 5 h (± 2 h wi n d o w) 
p o st d os e of P F -0 7 9 0 1 8 0 1 ( 5 h r el ati v e t o t h e 
st art of P F -0 7 9 0 1 8 0 1 i nf usi o n, pr ef er a bl y 
n ot c oll e ct e d d uri n g t af asit a m a b i nf usi o n).

o C 1 D 4, C 1 D 8, C 2 D 8: pr e -d o s e . 
Bl o o d s a m pl e f or C D 4 7 
r e c e pt or o c c u p a n c y

X  X X C 4, 
C 5 

o nl y

 C oll e ct w h ol e bl o o d as i n di c at e d:
o C 1 D 1, C 2 D 1: pr e -d os e a n d E OI [ e n d of 

P F -0 7 9 0 1 8 0 1 i nf usi o n ( + 5 mi n wi n d o w)]. 
o C 1 D 8, C 3 D 1, C 4 D 1, C 5 D 1: pr e -d os e. 

 Will b e c oll e ct e d o nl y i n t h e U nit e d St at es a n d its 
t errit ori es.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Bl o o d s a m pl e f or   X X  X X  C oll e ct w h ol e bl o o d as i n di c at e d:
o C 1 D 1, C 1 D 1 5, C 2 D 1, C 3 D 1: pr e -d os e.
o E O T: s a m pli n g is n ot r e q uir e d f or 

p arti ci p a nts w h o ar e a cti v e o n tr e at m e nt f or 
> 1 y e ar.

Bl o o d s a m pl e f or   X  X  X  X C 5 
o nl y

X  C oll e ct w h ol e bl o o d as i n di c at e d:
o C 1 D 1, C 1 D 8, C 1 D 1 5, C 2 D 1, C 3 D 1 a n d 

C 5 D 1: pr e -d os e.
o E O T: s a m pli n g is n ot r e q uir e d f or 

p arti ci p a nts w h o ar e a cti v e o n tr e at m e nt f or 
> 1 y e ar.

Bl o o d s a m pl e f or s p e cifi e d 
g e n eti c r es e ar c h

X  C oll e ct w h ol e bl o o d pr e -d os e.

s a m pl e f or m at c h e d 
c o ntr ol a n d s p e cifi e d g e n eti c 
r es e ar c h

X  C oll e ct pr e -d os e.
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 Aft er 1 y e ar of st u d y i nt er v e nti o n, c y cl e visit d at e 
wi n d o ws ar e ± 7 d.

Bl o o d s a m pl e f or   X X C 6 D 1, at 
C R a n d at 
ti m e of 

r el a ps e/ P
D

X  C oll e ct w h ol e bl o o d as i n di c at e d f or pr o c essi n g 
i nt o pl as m a:
o C 1 D 1, C 2 D 1, C 3 D 1, C 6 D 1 : pr e-d os e.
o At C R a n d at ti m e of r el a ps e/ P D: pr e- d os e.
o E O T: s a m pli n g is n ot r e q uir e d f or 

p arti ci p a nts w h o ar e a cti v e o n tr e at m e nt f or 
> 1 y e ar.

R et ai n e d r es e ar c h s a m pl e f or 
g e n eti cs ( Pr e p D 1)

X  C oll e ct w h ol e bl o o d pr e -d os e.
 If n ot c oll e ct e d o n t h e d esi g n at e d c oll e cti o n d a y, 

c oll e ct at t h e n e xt a v ail a bl e ti m e p oi nt w h e n 
bi os p e ci m e ns ar e b ei n g c oll e ct e d i n c o nj u n cti o n 
wit h a p arti ci p a nt visit.
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2. I N T R O D U C TI O N

D L B C L is t h e m ost c o m m o n t y p e of l y m p h o m a e n c o m p assi n g ar o u n d 3 0 % t o 4 0 % of t h e 
n e wl y  di a g n os e d c as es of N H L.1 R- C H O P h as b e e n t h e st a n d ar d tr e at m e nt f or n e wl y 
di a g n os e d p ati e nts f or o v er 2 d e c a d es c uri n g a p pr o xi m at el y  6 0 % of t h e p ati e nts.1 I n ol d er 
p ati e nts mi ni R -C H O P ( a r e d u c e d i nt e nsit y r e gi m e n f or p ati e nts o v er 8 0 y e ars ol d) m a y  b e 
us e d as first li n e tr e at m e nt. 2

P ati e nts r efr a ct or y  t o or r el a psi n g aft er first li n e tr e at m e nt m a y pr o c e e d t o i n d u cti o n 
c h e m ot h er a p y t r e at m ent ( e g, R -I C E or R-D H A P) f oll o w e d b y  A S C T. P ati e nts n ot eli gi bl e t o 
tr a ns pl a nt d u e t o a g e or c o-m or bi diti es m a y  pr o c e e d t o l ess i n v asi v e tr e at m e nts li k e 
R- G e m O x ( rit u xi m a b, g e m cit a bi n e a n d o x ali pl ati n).

P ol at u z u m a b v e d oti n, a n a nti b o d y  dr u g c o nj u g at e t ar g eti n g C D 7 9 b o n t h e B c ells s urf a c e, i n 
c o m bi n ati o n wit h b e n d a m usti n e a n d rit u xi m a b r e c ei v e d a c c el er at e d/ c o n diti o n al a p pr o v al i n 
R/ R D L B C L aft er at l e ast 2 pri or li n es of t h er a pi es. 3 R e p ort e d r es p o ns e i n t h e p ol a + B R ar m 
w as 4 5 % ( C R R 4 0 %); 4 a n d u p d at e d d at a s h o w e d m e di a n P F S w as 9. 2 ( 9 5 % CI , 6. 0-1 3. 0) 
m o nt hs a n d m e di a n O S w as 1 2. 4 ( 9 5 % CI, 9. 0 -3 2. 0) m o nt hs. 3 A c o nfir m at or y P h as e 3 tri al 
r u n i n u ntr e at e d D L B C L p ati e nts wit h i nt er m e di at e or hi g h -ris k dis e as e c o m p ar e d t h e P F S of 
R- C H O P v ers us a m o difi e d R - C H O P r e gi m e n w h er e p ol at u z u m a b v e d oti n w as a d mi nist er e d 
i nst e a d of vi n cristi n e ( p ol a- R-C H P), a n d aft er a m e di a n f oll o w u p of 2 8. 2 m o nt hs, 
p ol a - R-C H P w as s u p eri or w h e n c o m p ar e d t o R -C H O P i n t er ms of P F S ( 7 6. 7 % [ 9 5 % CI , 
7 2. 7 %- 8 0. 8 %] vs 7 0. 2 % [ 9 5 % CI , 6 5. 8 %-7 4. 6 %]). 5

I n 2 0 2 0 t af asit a m a b i n c o m bi n ati o n wit h l e n ali d o mi d e r e c ei v e d a c c el er at e d/ c o n diti o n al 
a p pr o v als f or p ati e nts wit h R/ R D LB C L w h o ar e n ot c a n di d a t es f or A S C T. Effi c a c y of 
t af asit a m a b wit h l e n ali d o mi d e w as e v al u at e d i n a si n gl e ar m P h as e 2 st u d y ( L-MI N D) i n 
p ati e nts wit h r el a ps e d r efr a ct or y  D L B C L n ot eli gi bl e f or hi g h d os e c h e m ot h er a p y or A S C T.6

Pri m ar y  r efr a ct or y p ati e nts ( d efi n e d as r el a ps e wit hi n 6 m o nt hs of first-li n e tr e at m e nt) w er e 
e x cl u d e d. Pri or t h er a pi es h a d t o i n cl u d e a C D 2 0 -dir e ct e d t h er a p y . T h e O R R r e p ort e d i n 
8 0 p ati e nts w as 6 0 % ( 9 5 % CI , 4 8 %-7 1 %) wit h a C R R of 4 3 % ( 9 5 % CI , 3 2 %-5 4 %) a n d a 
m e di a n P F S of 1 2. 1 ( 9 5 % CI, 5. 7-n ot r e a c h e d) m o nt hs. T h e m ost c o m m o n ( > 1 0 %) ≥ G 3 A Es 
i n cl u d e n e utr o p e ni a ( 4 8 %), t hr o m b o c yt o p e ni a ( 1 7 %), a n d f e bril e n e utr o p e ni a ( 1 2 %). 
L e n ali d o mi d e as a si n gl e a g e nt h as m o d est a cti vit y i n p ati e nts wit h D L B C L ; t h e c o m bi n ati o n 
of t af asit a m a b a n d l e n ali d o mi d e, h o w e v er, s h o w e d i n cr e as e d A D C C a cti vit y  i n D L B C L c ells 
c o m p ar e d t o t af asit a m a b or l e n ali d o mi d e al o n e a n d l e d t o b ett er cli ni c al o ut c o m e c o m p ar e d 
t o r e al-w orl d d at a of l e n ali d o mi d e as a si n gl e a g e nt.7

C A R -T c ell t h er a pi es ( e g, a xi c a bt a g e n e cil ol e u c el, tis a g e nl e cl e u c el a n d lis o c a bt a g e n e 
m ar al e u c e ) ar e n e w tr e at m e nt o pti o ns f or p ati e nts wit h R/ R D L B C L . A xi c a bt a g e n e 
cil ol e u c el, a n a ut ol o g o us a nti- C D 1 9 C A R -T c ell t h er a p y, w as first e x pl or e d i n t h e Z U M A - 1 
tri al. In t his st u d y , e nr olli n g p ati e nts wit h R/ R D L B C L aft er f ail ur e of c o n v e nti o n al t h er a p y, 
8 3 % of t h e p ati e nts h a d a n O R, 5 8 % a c hi e v e d a C R a n d t h e m e di a n P F S w as 5. 9 ( 9 5 % CI, 
3. 3 -1 5. 0) m o nt hs. 8 A xi c a bt a g e n e cil ol e u c el h as b e e n a p pr o v e d i n t h e U S f or p ati e nts wit h 
R/ R D L B C L aft er at l e ast 2 pri or li n es of s y st e mi c t h er a p y a n d m or e r e c e ntl y i n p ati e nts wit h 
D L B C L r efr a ct or y  t o first li n e c h e m oi m m u n ot h era p y  or wit h r el a ps e wit hi n 1 2 m o nt hs of 
first li n e c h e m oi m m u n ot h er a py. 9 C A R -T c ell t h er a p y  still pr es e nts c h all e n g es f or p ati e nts’ 
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a c c ess, i n cl u di n g b ei n g a v ail a bl e o nl y  at m aj or a c a d e mi c i nstit uti o ns, t ur n-ar o u n d ti m e 
r e q uir e d f or l e u k a p h er esis, a n d pr es e nti n g wit h si g nifi c a nt t o xi citi es ( 4 8 % of t h e p ati e nts 
r e p ort e d ≥ G 3 A Es, i n cl u di n g 1 1 % c y t o ki n e r el e as e s yn dr o m e a n d 3 2 % n e ur ol o gi c al e v e nts) 
w hi c h ar e c urr e ntl y  li miti n g t h eir us e.8 T h er ef or e, n e w tr e at m e nts ar e ur g e ntl y  n e e d e d as t his 
c o nstit ut es a n ar e a of u n m et m e di c al n e e d wit h c urr e ntl y li mit e d a v ail a bl e tr e at m e nt o pti o ns.

C D 4 7 is a n i n n at e i m m u n e c h e c k p oi nt t h at bi n ds SI R P α a n d d eli v ers a “ d o n’t e at m e ” si g n al 
t o s u p pr ess m a cr o p h a g e p h a g o c yt osis. O v er e x pr essi o n of C D 4 7 i n s oli d a n d h e m at ol o gi c al 
m ali g n a n ci es, i n cl u di n g i n D L B C L, is ass o ci at e d wit h p o or pr o g n osis f or p ati e nts’ 
o ut c o m e. 1 0

P F -0 7 9 0 1 8 0 1 ( pr e vi o usl y  r ef err e d t o as T TI-6 2 2) is a f usi o n pr ot ei n c o nsisti n g of t h e 
C D 4 7 -bi n di n g d o m ai n of h u m a n SI R P α li n k e d t o t h e F c r e gi o n of h u m a n I gG 4. I t is d esi g n e d 
t o e n h a n c e p h a g o c yt osis a n d a ntit u m or a cti vit y b y pr e v e nti n g C D 4 7 fr o m d eli v eri n g its 
i n hi bit or y si g n al as w ell as g e n er ati n g a m o d er at e pr o-p h a g o c y ti c si g n al vi a I g G 4 F c. 
Pr e cli ni c al st u di es d e m o nstr at e t h at P F- 0 7 9 0 1 8 0 1 i n d u c es m a cr o p h a g e -m e di at e d 
p h a g o c y t osis of diff er e nt m ali g n a nt c ell li n es, i n cl u di n g D L B C L c ells, d e cr e as es t u m or 
gr o wt h a n d i m pr o v es s ur vi v al i n a D L B C L x e n o gr aft t u m o r m o d el.

B y  bl o c ki n g C D 4 7, it is e x p e ct e d t h at t h e c o m bi n ati o n of P F - 0 7 9 0 1 8 0 1 wit h a F c R -a cti v ati n g 
a nti b o d y , li k e t af asit a m a b, w o ul d pr e v e nt a n i n hi bit or y si g n al a n d d eli v er a p ositi v e sti m ul us 
t o m a cr o p h a g es, r es ulti n g i n t h e sy n er gisti c p h a g o c yt osis a n d eli mi n ati o n of t ar g et c ells. 
I n d e e d, it h as b e e n d e m o nstr at e d t h at t h e c o m bi n ati o n wit h t af asit a m a b a n d a n 
a n ti-C D 4 7 -bl o c ki n g a nti b o d y  p ot e nti at e d t h e a nti-t u m or a cti vit y of t af asit a m a b i n a 
pr e -cli ni c al B ur kitt l y m p h o m a t u m or m o d el. 1 1

I n a d diti o n t o t h e p ot e nti al s yn er g y  i n A D C P, t af asit a m a b c a n pr o vi d e a nti-t u m or a cti viti es 
t hr o u g h i n d u cti o n of N K m e di at e d a nti b o d y-d e p e n d e nt c y t ot o xi cit y, a n d dir e ct t u m or 
c y t ot o xi cit y vi a i n d u cti o n of a p o pt osis.1 2

O n t h e ot h er h a n d, l e n ali d o mi d e, a s e c o n d g e n er ati o n i m m u n o m o d ul at or y  a g e nt, h as b e e n 
s h o w n t o c a us e pr olif er ati o n a n d a cti v ati o n of T a n d N K c ells. 1 3 B y  a cti v ati n g N K c ells, 
l e n ali d o mi d e h as s h o w n t o e n h a n c e t af asit a m a b m e di at e d A D C C a cti vity. 1 4 I n a d diti o n, 
l e n ali d o mi d e als o h as t h e p ot e nti al t o i n cr e as e P F - 0 7 9 0 1 8 0 1-m e di at e d A D C P a cti vit y  b y 
i n d u cti o n of “ e at ” si g n als t hr o u g h c ell ul ar str ess.

T h er ef or e, b y e n g a gi n g o v erl a p pi n g a n d diff er e nt m e c h a nis ms, t h e c o m bi n ati o n of 
P F - 0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e is e x p e ct e d t o r es ult i n i n cr e as e d a nti-t u m or 
a cti vit y  i n p ati e nts wit h R/ R D LB C L.

I n t h e o n g oi n g P h as e 1 St u d y C 4 9 7 1 0 0 1 , h e a vily pr etr e at e d p arti ci p a nts wit h R/ R l y m p h o m a 
i n cl u di n g R/ R D L B C L h a v e b e e n tr e at e d wit h diff er e nt d os es of si n gl e a g e nt P F- 0 7 9 0 1 8 0 1. 
As of 1 2 A pril 2 0 2 1, P F- 0 7 9 0 1 8 0 1 h as b e e n a d mi nist er e d t o 4 3 p arti ci p a nts at d os e l e v els of 
u p t o 1 8 m g/ k g Q W a n d h as b e e n w ell -t ol er at e d. A cti vit y h as b e e n s h o w n i n R/ R l ym p h o m a.

T h er ef or e, c o nsi d eri n g t h e diff er e nt a n d n o n -r e d u n d a nt, t h o u g h c o m pl e m e nt ar y m e c h a nis ms 
of a cti o n of P F -0 7 9 0 1 8 0 1, t a f asit a m a b, a n d l e n ali d o mi d e a n d t h e s af et y pr ofil e of 
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P F -0 7 9 0 1 8 0 1 fr o m S t u d y C 4 9 7 1 0 0 1 t his c o m bi n ati o n m a y  off er a m or e effi c a ci o us a n d 
t ol er a bl e tr e at m e nt o pti o n f or ol d er p ati e nts or p ati e nts wit h c o-m or bi diti es t h at ar e n ot 
c a n di d at es f or hi g h d os e c h e m ot h er a p y a n d/ or A S C T.

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

T h e p ur p os e of t his P h as e 1 b/ 2 st u d y  is t o e v al u at e t h e s af et y, t ol er a bilit y a n d p ot e nti al 
cli ni c al b e n efits of P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h st a n d ar d d os es of t af asit a m a b a n d 
l e n ali d o mi d e i n p arti ci p a nts wit h R/ R DL B C L n ot eli gi bl e f or or n ot willi n g t o u n d er g o hi g h 
d os e c h e m ot h er a p y f oll o w e d b y A S C T. P h as e 1 b will ass ess D L Ts t o s el e ct u p t o 2 fi x e d 
d os es of P F -0 7 9 0 1 8 0 1 t o b e a d mi nist er e d i n c o m bi n ati o n wit h t af asit a m a b a n d l e n ali d o mi d e 
i n t h e r a n d o mi z e d P h as e 2 of t h e st u d y. T h e P h as e 2 of t h e st u d y will d et er mi n e t h e 
r e c o m m e n d e d P h as e 3 d os e of P F-0 7 9 0 1 8 0 1 t o b e a d mi nist er e d i n c o m bi n ati o n wit h 
t af asit a m a b a n d l e n ali d o mi d e.

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er (pr ot o c ol 
a m e n d m e nt 2) .

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

2. 2. 1. D r u g M e c h a nis m of A cti o n - P F -0 7 9 0 1 8 0 1

P F -0 7 9 0 1 8 0 1 is a n o v el f usi o n pr ot ei n c o nsisti n g of t h e C D 4 7 -bi n di n g d o m ai n of h u m a n 
SI R P α li n k e d t o t h e F c r e gi o n of h u m a n I g G 4. It is d esi g n e d t o e n h a n c e p h a g o c y t osis a n d 
a ntit u m or a cti vit y b y  pr e v e nti n g C D 4 7 fr o m d eli v eri n g its i n hi bit or y si g n al as w ell as 
g e n er ati n g a m o d er at e pr o -p h a g o c y ti c si g n al vi a I g G 4 F c (Fi g ur e 1 ).

P F -0 7 9 0 1 8 0 1 h as r e p ort e d si n gl e a g e nt a cti vit y  i n l ym p h oi d m ali g n a n ci es a n d wit h C Rs i n 
h e m at ol o gi c m ali g n a n ci es t hr o u g h C D 4 7/ SI R P α bl o c ki n g. T h e c urr e nt cli ni c al d at as et 
i n cl u d es m o n ot h er a py r es p o ns es aft er I V a d mi nistr ati o n i n diff er e nt t y p es of l y m p h o m as 
( D L B C L, F L, C T C L , P T C L) o v er a wi d e d os e r a n g e, wit h a pr ol o n g e d D o R (i n r es p o n d ers, 
m e di a n 1 0 6 [ 7 1 -8 8 0 +] d a ys o n tr e at m e nt).

Fi g u r e 1. P F -0 7 9 0 1 8 0 1 St r u ct u r e a n d M e c h a nis m of A cti o n

Hi g h l e v els of C D 4 7 h a v e b e e n f o u n d t o c orr el at e wit h p o or cli ni c al pr o g n osis i n p arti ci p a nts 
wit h a n u m b er of c a n c er t y p es, i n cl u di n g m ost h e m at ol o gi c m ali g n a n ci es .1 5 ,1 6 ,1 7 ,1 8 . Hi g h 
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C D 4 7 e x pr essi o n c orr el at es wit h m or e a g gr essi v e dis e as e a n d p o or er cli ni c al o ut c o m es. 1 9 F or 
e x a m pl e, o v er all s ur vi v al w as si g nifi c a ntl y  l o w er f or p arti ci p a nts wit h D L B C L or m a ntl e c ell 
l ym p h o m a w h o h a d el e v at e d C D 4 7 e x pr essi o n. 1 6 T h e s e fi n di n gs ar e c o nsist e nt wit h t u m or 
c ells e x pl oiti n g t h e s u p pr essi v e C D 4 7 -SI R P α a xis t o e v a d e m a cr o p h a g e -m e di at e d 
d estr u cti o n. Bl o c k a d e of C D 4 7 b y  P F-0 7 9 0 1 8 0 1 is e x p e ct e d t o e n h a n c e t h e a nti -t u m or 
a cti vit y  of t af asit a m a b a n d l e n ali d o mi d e i n D L B C L.

2. 2. 2. N o n cli ni c al O v e r vi e w of P F -0 7 9 0 1 8 0 1

E xt e nsi v e i n vitr o t esti n g d e m o nstr at e d t h at P F -0 7 9 0 1 8 0 1 b o u n d t o h u m a n h e m at o p oi eti c 
t u m or c ell li n es a n d pri m ar y t u m or s a m pl es as w ell as n or m al h u m a n bl o o d c ells, wit h t h e 
e x c e pti o n of h u m a n r e d bl o o d c ells. U nli k e a nti -C D 4 7 a nti b o di es ( e g, m a gr oli m a b, 
pr e vi o usl y  n a m e d 5 F 9), P F-0 7 9 0 1 8 0 1 bi n ds mi ni m all y  t o h u m a n R B C (Fi g ur e 2 ). D u e t o t his 
pr o p ert y, P F -0 7 9 0 1 8 0 1 is n ot e x p e ct e d t o c a us e a n e mi a, or t o i nt erf er e wit h bl o o d tr a nsf usi o n 
c o m p ati bilit y  t esti n g.

Fi g u r e 2. P F -0 7 9 0 1 8 0 1 Bi n ds Mi ni m all y t o H u m a n R e d Bl o o d C ells

Pr e cli ni c al st u di es h a v e d e m o nstr at e d t h at P F -0 7 9 0 1 8 0 1 w as eff e cti v e i n pr o m oti n g 
m a cr o p h a g e -m e di at e d p h a g o c y t osis of v ari o us B c ell l ym p h o m a c ell s i n vitr o. F urt h er m or e, 
w h e n i n vi v o effi c a c y  w as ass ess e d i n a T ol e d o D L B CL x e n o gr aft m o d el, tr e at m e nt of 
P F -0 7 9 0 1 8 0 1 r es ult e d i n a si g nifi c a nt r e d u cti o n i n t u m or gr o wt h a n d i m pr o v e d o v er all 
s ur vi v al, c o m p ar e d t o a c o ntr ol F c ( Fi g ur e 3 ).

R B C s fr o m h e alt h y h u m a n d o n or s ( n = 4 3) w er e i n c u b at e d wit h s at ur ati n g c o n c e ntr ati o n s of P F -0 7 9 0 1 8 0 1, 
a nti -C D 4 7 m o n o cl o n al a nti b o di e s ( cl o n e s B RI C 1 2 6, 2 D 3, C C 2 C 6, B 6 H 1 2, 5 F 9) or c o ntr ol s, w a s h e d, 
f oll o w e d b y bi oti n yl at e d a nti-h u m a n I g G or a nti -m o us e I g G a n d str e pt a vi di n -P E. C ell s w er e w a s h e d, fi x e d, 
a n d a n al y z e d b y fl o w c yt o m etr y.
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Fi g u r e 3. I n Vit r o a n d I n Vi v o A nti -T u m o r A cti vit y of P F -0 7 9 0 1 8 0 1

2. 2. 3. Cli ni c al O v e r vi e w

P F -0 7 9 0 1 8 0 1 is b ei n g e v al u at e d i n a n o n g oi n g P h as e 1, t w o -p art, m ulti -c e nt er, 1 a/ 1 b st u d y  i n 
p arti ci p a nt s wit h a d v a n c e d h e m at ol o gi c m ali g n a n ci es, i n cl u di n g l y m p h o m a, l e u k e mi a, a n d 
M M ( Pr ot o c ol C 4 9 7 1 0 0 1 [ pr e vi o usl y  r ef err e d as T TI-6 2 2 -0 1]). I n t h e P h as e 1 a 
d os e -es c al ati o n p art of t h e st u d y , p arti ci p a nts wit h a d v a n c e d l y m p h o m a ar e e nr oll e d i n 
s e q u e nti al d os e c o h orts t o r e c ei v e P F -0 7 9 0 1 8 0 1 m o n ot h er a p y  Q W t o c h ar a ct eri z e s af ety, 
t ol er a bilit y, a n d P K of P F-0 7 9 0 1 8 0 1. I n t h e P h as e 1 b of t h e st u d y, p arti ci p a nts wit h D L B C L, 
M M a n d A M L  ar e tr e at e d i n c o m bi n ati o n wit h s el e ct e d a p pr o v e d a nti- c a n c er a g e nts i n 
s e v er al c o h orts t o f urt h er d efi n e s af et y a n d t o c h ar a ct eri z e effi c a c y.

2. 2. 3. 1. Cli ni c al S af et y

As of 1 2 A pril 2 0 2 1, P F -0 7 9 0 1 8 0 1 h a d b e e n a d mi nist er e d i n St u d y  C 4 9 7 1 0 0 1 t o 
4 3 p arti ci p a nts wit h R/ R l y m p h o m a i n ei g ht diff er e nt d os e -es c al ati o n, si n gl e -t h er a p y c o h orts, 
at d os es r a n gi n g fr o m 0. 0 5 m g/ k g t o 1 8. 0 m g/ k g Q W. A t ot al of 3 7/ 4 3 ( 8 6 %) p arti ci p a nts 
e x p eri e n c e d T E A Es, a n d i n 2 0/ 4 3 ( 4 7 %) of w h o m t h e T E A Es w er e ass ess e d as 
tr e at m e nt-r el at e d by t h e i n v esti g at or. T h e m ost fr e q u e nt ( ≥ 9 %) tr e at m e nt -r el at e d T E A Es 
i n cl u d e d t hr o m b o c yt o p e ni a ( n = 9, 2 1 %), n e utr o p e ni a ( n = 5, 1 2 %), a n d a n e mi a a n d f ati g u e 
( n = 4 e a c h, 9 %).
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P h a g o c yt osis of D L B C L c ell li n es w as ass ess e d i n t h e pr es e n c e of P F -0 7 9 0 1 8 0 1 or c o ntr ol F c i n vitr o (t o p). 
A cti vit y of P F -0 7 9 0 1 8 0 1 w a s a s s e s s e d i n a D L B C L x e n o gr aft m o d el ( b ott o m). Mi c e w er e d o s e d 
i ntr a p erit o n e all y 5 ti m es p er w e e k wit h P F-0 7 9 0 1 8 0 1 at 1 0 m g/ k g or c o ntr ol F c ( 6. 6 7 m g/ k g) st arti n g o n 
D a y 1 0 f or a t ot al of 6 w e e ks. M e a n t u m or v ol u m es ± st a n d ar d err or of t h e m e a n w er e r e c or d e d o nl y f or 
ti m e p oi nts at w hi c h ≤ 2 5 % mi c e p er gr o u p w er e s a crifi c e d ( b ott o m l eft p a n el). S ur vi v al pl ot of t h e 
t u m or-b e ari n g mi c e is s h o w n i n t h e b ott o m ri g ht p a n el.
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M ost T E A Es h a v e b e e n G 1 or G 2 a n d r e v ersi bl e. G 3- 4 T E A Es ( n e utr o p e ni a a n d 
t hr o m b o c yt o p e ni a [ 5 p arti ci p a nts, 1 2 % e a c h], a n d p n e u m o ni a [ 2 p arti ci p a nts, 5 %]) w er e 
r e p ort e d i n 16 ( 3 7 %) p arti ci p a nts, a n d i n 6 ( 1 4 %) w er e ass ess e d as tr e at m e nt- r el at e d by t h e 
i n v esti g at or ( n e utr o p e ni a [ 4 p arti ci p a nts, 9 % ], t hr o m b o c yt o p e ni a [ 2 p arti ci p a nts, 5 %], a n d 
p n e u m o ni a [ 1 p arti ci p a nt, 2 %]). A si n gl e D L T of r e v ersi bl e, as y m pt o m ati c G 4 
t hr o m b o c yt o p e ni a h as b e e n o bs er v e d i n a p arti ci p a nt tr e at e d i n t h e 8 m g / k g Q W c o h ort; t h e 
c o h ort w as e x p a n d e d a n d n o ot h er d os e- li miti n g o bs er v ati o n of t hr o m b o c yt o p e ni a w as 
o bs er v e d. G 3 a n d G 4 h e m at ol o gi c e v e nts o c c urr e d i n d os e l e v els r a n gi n g fr o m 0. 8 t o 
1 8 m g/ k g wit h o ut a p p ar e nt d os e r el ati o ns hi p. Mil d t o m o d er at e pl at el et d e cr e as es s e e n i n t h e 
m aj orit y  of p arti ci p a nts g e n er all y o c c urr e d o n d osi n g d a ys a n d r e c o v er e d t o b as eli n e l e v els. 
U p d at e d i nf or m ati o n c a n b e f o u n d i n t h e c urr e nt I B.

2. 2. 3. 2. Cli ni c al A cti vit y

P F - 0 7 9 0 1 80 1 h as d e m o nstr at e d si n gl e a g e nt cli ni c al a cti vit y  i n s o m e of t h e 4 3 p arti ci p a nts 
wit h a d v a n c e d R / R l ym p h o m a e nr oll e d i n St u d y  C 4 9 7 1 0 0 1. As of 1 2 A pril 2 0 2 1 , a 3 3 % 
O R R h as b e e n o bs er v e d i n 2 7 r es p o ns e- e v al u a bl e p arti ci p a nts e nr oll e d a cr oss d os es r a n gi n g 
fro m 0. 8 - 1 8 m g / k g w e e kl y. T h er e a p p e ars t o b e a r a pi d o ns et of r es p o ns e, wit h P R or C R 
t ypi c all y n ot e d b y W e e k 8 of tr e at m e nt i n t his p ati e nt p o p ul ati o n.

I n r es p o n di n g p arti ci p a nt s, t h er e w er e 2 wit h C R a n d 1 wit h n e ar -C R:

 O n e p arti ci p a nt wit h D L B C L  a n d f o ur pri or li n es of t h er a p y tr e at e d wit h P F-
0 7 9 0 1 8 0 1 at 0. 8 m g/ k g w e e kl y e x p eri e n c e d P R at W e e k 8 a n d C R at W e e k 3 6. At 
m or e t h a n 2 2 m o nt hs si n c e i niti ati o n of tr e at m e nt, t h e p arti ci p a nt r e m ai ns o n st u d y i n 
C R wit h o ut P D u n d e r a m o difi e d tr e at m e nt r e gi m e n of a si n gl e i nf usi o n p er m o nt h.

 O n e p arti ci p a nt wit h C T C L  wit h l ar g e c ell tr a nsf or m ati o n a n d si x pri or li n es of 
t h er a py tr e at e d wit h P F -0 7 9 0 1 8 0 1 at 1 8 m g/ k g w e e kl y  e x p eri e n c e d a C R at W e e k 8; 
t h e p arti ci p a nt c o nti n u es o n st u dy u n d er a r e d u c e d s c h e d ul e of o n e i nf usi o n e v er y 
2 1 d a y s.

 A t hir d p arti ci p a nt wit h D L B C L a n d t hr e e pri or r e gi m e ns tr e at e d wit h P F - 0 7 9 0 1 8 0 1 
at 4 m g/ k g w e e kl y, h a d a 1 0 0 % r e d u cti o n i n t ar g et l esi o ns at W e e k 8 b ut w as 
d e cl ar e d P R d u e t o mi ni m al r esi d u al si g n a l o n P E T i m a gi n g. T h e p arti ci p a nt 
c o nti n u e d o n st u d y  a n d d e v el o p e d P D at W e e k 2 4.

Cli ni c al a cti vit y  wit h P F - 0 7 9 0 1 8 0 1 as of t h e d at a c ut- off of 1 2 A pril 2 0 2 1 is s u m m ari z e d i n 
T a bl e 2. U p d at e d i nf or m ati o n c a n b e f o u n d i n t h e c urr e nt I B.

T a bl e 2 . Cli ni c al A cti vit y wit h P F - 0 7 9 0 1 8 0 1 M o n ot h e r a p y at D os es R a n gi n g f r o m 
0. 8 -1 8 m g/ k g - St u d y C 4 9 7 1 0 0 1 ( as of 1 2 A p ril 2 0 2 1)

I n di c ati o n R es p o ns e -E v al u a bl e P ati e nt 
P o p ul ati o n ( N)

C R P R O R R

D L B C L 1 1 1 ( 9 %) 2 ( 1 8 %) 3 ( 2 7 %)

P T C L 6 0 ( 0 %) 2 ( 3 3 %) 2 ( 3 3 %)
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T a bl e 2 . Cli ni c al A cti vit y wit h P F - 0 7 9 0 1 8 0 1 M o n ot h e r a p y at D os es R a n gi n g f r o m 
0. 8 -1 8 m g/ k g - St u d y C 4 9 7 1 0 0 1 ( as of 1 2 A p ril 2 0 2 1)

I n di c ati o n R es p o ns e -E v al u a bl e P ati e nt 
P o p ul ati o n ( N)

C R P R O R R

C T C L 4 1 ( 2 5 %) 2 ( 5 0 %) 3 ( 7 5 %)

F L 3 0 ( 0 %) 1 ( 3 3 %) 1 ( 3 3 %)

H L 3 0 ( 0 %) 0 ( 0 %) 0 ( 0 %)

T ot al 2 7 2 ( 7 %) 7 ( 2 6 %) 9 ( 3 3 %)

2. 2. 3. 3. Cli ni c al P h a r m a c ol o g y 

2. 2. 3. 3. 1. P F -0 7 9 0 1 8 0 1

Si n gl e - a n d m ulti pl e -d os e P K of P F -0 7 9 0 1 8 0 1 ar e b ei n g e v al u at e d i n t h e o n g oi n g St u d y  
C 4 9 7 1 0 0 1. As of t h e d at a c ut off of 0 2 N o v e m b er 2 0 2 1, pr eli mi n ar y  P K d at a of P F- 0 7 9 0 1 8 0 1 
w er e a v ail a bl e fr o m 4 6 p arti ci p a nts t h at r e c ei v e d 0. 0 5 m g / k g t o 1 8 m g/ k g Q W as a 1-h o ur 
c o nti n u o us I V i nf usi o n i n t h e d os e es c al ati o n p art. P F - 0 7 9 0 1 8 0 1 e x hi bit e d a gr e at er t h a n 
d os e -pr o p orti o n al i n cr e as e i n s y st e mi c e x p os ur es d u e t o t ar g et m e di at e d dr u g cl e ar a n c e. 
P F - 0 7 9 0 1 8 0 1 is eli mi n at e d vi a n o n-s p e cifi c F c R n -m e di at e d pr ot e ol yt i c d e gr a d ati o n a n d 
t ar g et m e di at e d cl e ar a n c e. P o p ul ati o n P K a n al ys es usi n g d at a fr o m 4 9 p arti ci p a nts s h o w e d 
t h at a 2-c o m p art m e nt m o d el wit h si m ult a n e o us li n e ar a n d n o n -li n e ar cl e ar a n c e a d e q u at ely 
d es cri b e d t h e P K of P F- 0 7 9 0 1 8 0 1 a cr oss all d os es. I m m u n o g e ni cit y d at a fr o m 4 6 p arti ci p a nts 
s u g g ests l o w ( 9 %) o v er all i n ci d e n c e of A D As a g ai nst P F -0 7 9 0 1 8 0 1 ( as of 
1 9 N o v e m b er 2 0 2 1). E v al u ati o n of t h e i m p a ct of A D A o n t h e P K of P F -0 7 9 0 1 8 0 1 is still 
o n g oi n g.

2. 2. 3. 3. 2. T af asit a m a b

M e a n tr o u g h c o n c e ntr ati o ns ( ± S D) w er e 1 7 9 ( ± 5 3) μ g/ m L f oll o wi n g a d mi nistr ati o n of 
t af asit a m a b at 1 2 m g/ k g o n D a ys 1, 8, 1 5, a n d 2 2 i n C 1 -C 3 ( pl us a n a d diti o n al d os e o n 
C 1 D 4), a n d 1 5 3 ( ± 6 8) μ g/ m L  f oll o wi n g a d mi nistr ati o n of t af asit a m a b at 1 2 m g/ k g o n D a y s 1 
a n d 1 5 fr o m C 4 o n w ar ds. O v er a ll m a xi m u m t af asit a m a b s er u m c o n c e ntr ati o ns w er e 
4 8 3 ( ± 1 0 9) μ g/ m L. T h e t ot al v ol u m e of distri b uti o n f or t af asit a m a b-c xi x w as 9. 3 L 
( 9 5 % CI : 8. 6, 1 0). T h e cl e ar a n c e of t af asit a m a b w as 0. 4 1 L / d a y ( C V: 3 2 %) a n d t½ w as 
1 7 d a y s ( 9 5 % CI : 1 5, 1 8).

B o d y w ei g ht ( 4 0 t o 1 6 3 k g) h as a si g nifi c a nt eff e ct o n t h e P K of t af asit a m a b, wit h hi g h er 
cl e ar a n c e a n d v ol u m e of distri b uti o n e x p e ct e d wit h hi g h er b o d y w ei g ht. N o cli ni c all y 
m e a ni n gf ul diff er e n c es i n t h e P K of t af asit a m a b w er e o bs er v e d b as e d o n a g e ( 1 6 t o 9 0 y e ars), 
s e x , mil d t o m o d er at e r e n al i m p air m e nt ( Cr Cl 3 0-8 9 m L / mi n esti m at e d b y t h e 
C o c k cr oft -G a ult e q u ati o n), or mil d h e p ati c i m p air m e nt ( T bili ≤ U L N a n d A S T > U L N, or 
T bili > 1 -1. 5 × U L N wit h a n y  A S T).

N o cli ni c all y  m e a ni n gf ul diff er e n c es i n t af asit a m a b P K w er e o bs erv e d w h e n us e d 
c o n c o mit a ntl y  wit h l e n ali d o mi d e.
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I n 2 4 5 p ati e nts tr e at e d wit h t af asit a m a b, n o tr e at m e nt -e m er g e nt or tr e at m e nt -b o ost e d a nti -
t af asit a m a b a nti b o di es w er e o bs er v e d. Pr e-e xisti n g a nti -t af asit a m a b a nti b o di es w er e d et e ct e d 
i n 1 7/ 2 4 5 p ati e nts ( 6. 9 %) wit h n o i m p a ct o n p h ar m a c o ki n eti cs, effi c a c y  or s af ety of 
t af asit a m a b.2 2

2. 2. 3. 3. 3. L e n ali d o mi d e

L e n ali d o mi d e is r a pi dl y  a bs or b e d f oll o wi n g or al a d mi nistr ati o n wit h a m e di an s er u m T m a x

r a n gi n g fr o m 0. 5 t o 1 h o ur wit h > 9 0 % or al bi o a v ail a bilit y. L e n ali d o mi d e A U C a n d C m a x

v al u es i n cr e as e d pr o p orti o n all y  wit h d os e fr o m 5 m g t o 4 0 0 m g i n di c ati n g li n e ar P K. 
C o a d mi nistr ati o n of l e n ali d o mi d e wit h a hi g h -f at m e al r e d u c e d t h e e xt e nt an d r at e of 
l e n ali d o mi d e or al a bs or pti o n, h o w e v er, t h e eff e ct of f o o d w as c o nsi d er e d n ot cli ni c all y 
si g nifi c a nt, a n d t h us l e n ali d o mi d e c a n b e t a k e n wit h or wit h o ut f o o d. T h e m e a n h alf -lif e of 
l e n ali d o mi d e is 3 t o 5 h o urs i n p arti ci p a nts wit h M M.2 0 ,2 1

L e n ali d o mi d e bi n di n g t o pl as m a pr ot ei ns is a p pr o xi m at el y  3 0 % a n d t h e a p p ar e nt v ol u m e of 
distri b uti o n is 7 4 - 9 1 L. L e n ali d o mi d e is als o pr es e nt i n s e m e n aft er t h e a d mi nistr ati o n of a 
2 5 m g Q D d os e. H o w e v er, t h e l e n ali d o mi d e t ot al a m o u nt of dr u g pr es e nt e d i n s e m e n o v er 
7 2 h o urs w as < 0. 0 1 %. 2 1

L e n ali d o mi d e is eli mi n at e d pri m aril y vi a r e n al cl e ar a n c e wit h ~ 8 2 % of t h e d os e e x cr et e d i n 
uri n e, pr e d o mi n a ntl y as u n c h a n g e d dr u g. L e n ali d o mi d e r e n al e x cr eti o n w as n ot s at ur a bl e 
o v er t h e d os e r a n g e of 5 m g t o 4 0 0 m g. D os e a dj ust m e nt is n e e d e d f or p ati e nts wit h r e n al 
i m p air m e nt. As cr e ati ni n e cl e ar a n c e d e cr e as es, h alf-lif e i n cr e as es, a n d dr u g cl e ar a n c e 
d e cr e as es li n e arl y. 2 1 I n a d e di c at e d r e n al i m p air m e nt st u d y, p arti ci p a nts wit h m o d er at e a n d 
s e v er e i m p air m e nt h a d a 3- f ol d i n cr e as e i n h alf-lif e a n d a 6 6 % t o 7 5 % d e cr e as e, r es p e cti v ely, 
i n dr u g cl e ar a n c e c o m p ar e d t o h e alt hy p arti ci p a nts . F or P h as e 2 p arti ci p a nts wit h m o d er at e 
r e n al i m p air m e nt ( cr e ati ni n e cl e ar a n c e ≥ 3 0 m L / mi n a n d < 6 0 m L/ mi n), l e n ali d o mi d e will b e 
st art e d ( a n d/ or r e d u c e d) t o 1 0 m g d ail y (s e e S e cti o n 6. 1. 1. 3 ).

L e n ali d o mi d e u n d er g o es li mit e d m et a b olis m. Mil d h e p ati c i m p air m e nt ( T bili > 1 - 1. 5 × U L N 
or A S T > U L N) di d n ot h a v e a cli ni c all y  si g nifi c a nt eff e ct o n t h e P K of l e n ali d o mi d e. 
A d diti o n a ll y, a g e ( 3 9 t o 8 5 ye ars), b o d y w ei g ht ( 3 3 t o 1 3 5 k g), s e x, a n d r a c e di d n ot h a v e a 
cli ni c all y  r el e v a nt eff e ct o n l e n ali d o mi d e cl e ar a n c e i n a d ult p arti ci p a nts.2 1

2. 2. 3. 3. 4. D r u g - D r u g I nt e r a cti o ns B et w e e n P F-0 7 9 0 1 8 0 1 a n d T af asit a m a b o r 
L e n ali d o mi d e

O v er all, t h e ris k of cli ni c all y  r el e v a nt D DI b et w e e n P F-0 7 9 0 1 8 0 1 a n d t af asit a m a b or 
l e n ali d o mi d e is c o nsi d er e d l o w.

P F - 0 7 9 0 1 8 0 1 is eli mi n at e d vi a n o n-s p e cifi c F c R n -m e di at e d pr ot e ol yt i c d e gr a d ati o n a n d 
t ar g et m e di at e d cl e ar a n c e. D u e t o t h e n at ur e of t h e l ar g e m ol e c ul e ( P F-0 7 9 0 1 8 0 1 is a f usi o n 
pr ot ei n), t af asit a m a b or l e n ali d o mi d e ar e n ot e x p e ct e d t o alt er P F -0 7 9 0 1 8 0 1 P K.

T af asit a m a b is a m o n o cl o n al a nti b o d y , w hi ch is e x p e ct e d t o b e eli mi n at e d vi a n o n -s p e cifi c 
c at a b oli c d e gr a d ati o n. L e n ali d o mi d e is m ai nl y  eli mi n at e d vi a r e n al cl e ar a n c e. T h er ef or e, 
P F - 0 7 9 0 1 8 0 1 is n ot e x p e ct e d t o i m p a ct t h e P K of t af asit a m a b or l e n ali d o mi d e. I n a d diti o n, 

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 4 5

p er t h e U S PI of t af asit a m a b, n o cli ni c all y m e a ni n gf ul diff er e n c es i n t af asit a m a b P K w er e 
o bs er v e d w h e n us e d c o n c o mit a ntl y  wit h l e n ali d o mi d e. 

C oll e cti o n of P K s a m pl es f or P F- 0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e is pl a n n e d i n t his 
st u d y.

2. 3. B e n efit/ Ris k Ass ess m e nt

T h e c o m bi n ati o n of P F -0 7 9 0 1 8 0 1 wit h t h e pr o p os e d a g e nts (t af asit a m a b a n d l e n ali d o mi d e) is 
e x p e ct e d t o pr o vi d e b e n efit t o p ati e nts wit h R/ R D L B C L t h at h a v e pr e vi o usl y  b e e n tr e at e d 
wit h st a n d ar d of c ar e d u e t o t h e n o n -r e d u n d a nt M o A of t h e diff er e nt c o m bi n ati o n m ol e c ul es, 
all l e v er a gi n g o n e n h a n c e d a cti v ati o n of i m m u n e s y st e m eff e ct ors.

P F -0 7 9 0 1 8 0 1 r e p ort e d si n gl e a g e nt a cti vit y  i n p ati e nts wit h a d v a n c e d R/ R D L B C L a n d is 
g e n er all y w ell t ol er at e d. T h er ef or e it is s u g g est e d t h at it m a y  b e a r el e v a nt c a n di d at e t o b e 
c o m bi n e d wit h ot h er a cti v e a g e nts wit h o ut si g nifi c a ntl y  i n cr e asi n g t h e t o xi cit y w hil e 
e n h a n ci n g t h e a cti vit y of ot h er tr e at m e nt r e gi m e ns, i n cl u di n g alr e a d y  a p pr o v e d t h er a pi es. 
B as e d o n P F- 0 7 9 0 1 8 0 1 cli ni c al d at a fr o m t h e P h as e 1 St u d y  C 4 9 7 1 0 0 1, a n d t h e r e p ort e d A Es 
fr o m t h e i nf or m ati o n i n S m P Cs of t h e c o m bi n ati o n m ol e c ul es (t af asit a m a b a n d 
l e n ali d o mi d e), n e utr o p e ni a a n d t hr o m b o c yt o p e ni a ar e p ossi bl e o v erl a p pi n g t o xi citi es. T o 
mi ni mi z e ris ks p ati e nts will b e m o nit or e d wit h w e e kl y h e m at ol o gi c bl o o d t ests f or at l e ast 
t h eir first 3 c ycl es of tr e at m e nt (s e e S e cti o n 2. 3. 1 f or i d e ntifi e d ris ks a n d miti g ati o ns) a n d 
s u bs e q u e ntl y t wi c e m o nt hl y as p er t h e S o A a n d t h e t o xi cit y  m a n a g e m e nt S e cti o n 6. 6. 1 . 

M or e d et ail e d i nf or m ati o n a b o ut t h e k n o w n a n d e x p e ct e d b e n efits a n d ris ks a n d r e as o n a bly 
e x p e ct e d A Es of P F -0 7 9 0 1 8 0 1 m a y  b e f o u n d i n t h e I B, w hi c h is t h e S R S D f or t his st u d y. T h e 
S R S Ds f or t af asit a m a b a n d l e n ali d o mi d e ar e t h e c urr e nt E U MI NJ U VI ® a n d R E V LI M I D® 

S m P Cs, r es p e cti v el y .2 0 ,2 2 T h e S R S D f or fl u d e o x y gl u c os e ( 1 8 F) is t h e E U S m P C. T h e S R S Ds 
f or t h e pr e-m e di c ati o ns ar e t h e Ir el a n d S m P Cs f or p ar a c et a m ol, di p h e n h y dr a mi n e 
h y dr o c hl ori d e, ci m eti di n e a n d m et h y l pr e d nis ol o n e.
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2. 3. 1. Ris k Ass ess m e nt

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er ( pr ot o c ol a m e n d m e nt 2).

P ot e nti al Ris k of Cli ni c al 
Si g nifi c a n c e

S u m m a r y of D at a/ R ati o n al e f o r Ris k * Miti g ati o n St r at e g y

P F -0 7 9 0 1 8 0 1 +t af a sit a m a b + l e n ali d o mi d e
T hr o m b o c yt o p e ni a G 3 -4 t hr o m b o c yt o p e ni a w a s o bs er v e d i n 1 7. 3 % of t h e 

p ati e nts tr e at e d wit h t af asit a m a b a n d l e n ali d o mi d e. 6

Tr e at m e nt- r el at e d G 3-4 t hr o m b o c yt o p e ni a ( 5 %) h as b e e n 
r e p ort e d wit h P F-0 7 9 0 1 8 0 1 i n t h e o n g oi n g P h as e 1 S t u d y 
C 4 9 7 1 0 0 1. T h e c o m bi n ati o n m a y i n cr e as e t h e ris k of 
G 3 -4 t hr o m b o c yt o p e ni a.

P arti ci p a nts m ust h a v e a d e q u at e h e m at ol o gi c al f u n cti o ns 
(i n cl u di n g pl at el et c o u nts wit h n o tr a nsf usi o ns f or at l e ast 2 
w e e ks pri or t o C 1 D 1) t o b e eli gi bl e t o p arti ci p at e i n t his 
st u d y. P arti ci p a nts will h a v e w e e kl y h e m at ol o g y bl o o d t ests 
f or t h e first 3 c ycl es a n d t h er e aft er e v er y t w o w e e ks ( or 
m o r e fr e q u e ntl y if cli ni c all y i n di c at e d). 

Pl at el et tr a nsf usi o n is all o w e d t o m a n a g e s e v er e 
t hr o m b o c yt o p e ni a, t o pr e v e nt a n d mi ni mi z e bl e e di n g 
a c c or di n g t o i nstit uti o n al g ui d eli n es (s e e S e cti o n 6. 9. 4 ).

D os e i nt err u pti o n a n d d os e m o difi c ati o n ar e d es cri b e d i n 
S e cti o n 6. 6. 1 .

N e utr o p e ni a G 3 -4 n e utr o p e ni a w as r e p ort e d i n 4 8. 1 % of t h e p ati e nts 
tr e at e d wit h t af asit a m a b a n d l e n ali d o mi d e.6

Tr e at m e nt r el at e d, G 3 -4 n e utr o p e ni a ( 9 %) h as b e e n 
r e p ort e d wit h P F-0 7 9 0 1 8 0 1 i n t h e o n g oi n g P h as e 1 St u d y 
C 4 9 7 1 0 0 1. T h e c o m bi n ati o n m a y i n cr e as e t h e ris k of 
G 3- 4 n e utr o p e ni a.

P arti ci p a nts m ust h a v e a d e q u at e h e m at ol o gi c al f u n cti o ns 
(i n cl u di n g n e utr o p hil c o u nts, wit h n o gr o wt h f a ct or f or at 
l e a st 2 we e ks pri or t o C 1 D 1) t o b e eli gi bl e t o p arti ci p at e i n 
t his st u d y. P arti ci p a nts will h a v e w e e kl y h e m at ol o g y bl o o d 
t ests f or t h e first 3 c y cl es a n d t h ere aft er e v er y t w o w e e ks 
( or m o r e fr e q u e ntl y if cli ni c all y i n di c at e d).

Pr o p h yl a cti c 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 n ot p er mitt e d d uri n g t h e D L T p eri o d of P h as e 1 b b ut c a n 
b e us e d i n l at er c y cl es a n d i n P h as e 2 of t h e st u d y. G -C S F 
m a y b e us e d t o tr e at tr e at m e nt e m er g e nt n e utr o p e ni a as p er 
i nstit uti o n al g ui d eli n es.

A n y s y m pt o ms or si g ns of d e v el o pi n g i nf e cti o n s h o ul d b e 
a nti ci p at e d, e v al u at e d a n d tr e at e d.

D os e i nt err u pti o n a n d d os e m o difi c ati o n ar e d es cri b e d i n 
S e cti o n 6. 6. 1 .
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P ot e nti al Ris k of Cli ni c al 
Si g nifi c a n c e

S u m m a r y of D at a/ R ati o n al e f o r Ris k * Miti g ati o n St r at e g y

P F -0 7 9 0 1 8 0 1 +t af a sit a m a b + l e n ali d o mi d e
A n e mi a G 3 -4 a n e mi a w as o bs er v e d i n 7. 4 % of t h e p ati e nts 

tr e at e d wit h t af asit a m a b a n d l e n ali d o mi d e.6

D e cr e as es i n h e m o gl o bi n a n d h e m at o crit w er e o bs er v e d 
i n pr e cli ni c al a ni m al st u di es wit h P F-0 7 9 0 1 8 0 1, 
h o w e v er, gi v e n t h e l o w affi nit y of P F -0 7 9 0 1 8 0 1 f or 
h u m a n R B Cs r el ati v e t o m o n k e y R B Cs, s eri o us 
tr e at m e nt-e m er g e nt a n e mi a is n ot e x p e ct e d i n h u m a n 
p arti ci p a nts. I n cli ni c al d at a as of 1 2 A pril 2 0 2 1, 1 of 4 3 
tr e at e d p arti ci p a nts e x p eri e n c e d G 3 a n e mi a t h at w as 
ass ess e d b y t h e i n v esti g at or as r el at e d t o P F -0 7 9 0 1 8 0 1. 
N o i n ci d e n c e of a n e mi a w as ass ess e d b y t h e i n v esti g at or 
as a n S A E a n d a n e mi a di d n ot a p p e ar t o b e ass o ci at e d 
wit h i n cr e as e d d estr u cti o n of er yt hr o c yt es.

P arti ci p a nts m ust h a v e a d e q u at e h e m at ol o gi c al f u n cti o ns 
(i n cl u di n g h e m o gl o bi n, wit h n o tra nsf usi o n or 
er yt hr o p oi esis -sti m ul ati n g a g e nt f or at l e ast 2 w e e ks pri or 
t o C 1 D 1) t o b e eli gi bl e t o p arti ci p at e i n t his st u d y. 

All p arti ci p a nts will b e cl os el y m o nit or e d f or a n e mi a. 
P arti ci p a nts will h a v e w e e kl y h e m at ol o g y bl o o d t ests f or 
t h e first 3 c y cl es a n d t h er e aft er e v er y t w o w e e ks ( or m or e 
fr e q u e ntl y if cli ni c all y i n di c at e d).

Pr o p h yl a cti c us e of er yt hr o p oi eti n or tr a nsf usi o ns ar e n ot 
p er mitt e d d uri n g t h e D L T p eri o d of P h as e 1 b b ut c a n b e 
us e d i n l at er c y cl es a n d i n P h as e 2 of t h e st u d y, p er 
i nstit uti o n al g ui d eli n es ( n ot e: er yt hr o p oi eti n is n ot 
a p pr o v e d f or t h e tr e at m e nt r el at e d a n e mi a i n J a p a n) .

Bl o o d tr a nsf usi o n is all o w e d t o ma n a g e s e v er e a n e mi a 
a c c or di n g t o i nstit uti o n al g ui d eli n es (s e e S e cti o n 6. 9. 4 ).

D os e i nt err u pti o n a n d d os e m o difi c ati o n ar e d es cri b e d i n 
S e cti o n 6. 6. 1 .

I R R I n t h e L-MI N D st u d y, t af asit a m a b I R Rs ( all G 1) wer e 
o bs er v e d i n 5 ( 6 %) p ati e nts, a n d all o c c urr e d o n c e d uri n g 
t h e first i nf usi o n a n d n o dis c o nti n u ati o n of i nf usi o n w as 
r e q uir e d.6

I R R wit h P F-0 7 9 0 1 8 0 1 h as n ot b e e n pr e v al e nt i n t h e 
o n g oi n g St u d y C 4 9 7 1 0 0 1, w h e n a d mi nist er e d w it h 
pr e m e di c ati o ns (s e e I B f or c urr e nt d at a).   

T af asit a m a b: Pr e m e di c ati o ns t o r e d u c e t h e ris k of I R Rs ar e 
t o b e a d mi nist er e d 3 0 mi n ut es t o 2 h o urs pri or t o 
t af asit a ma b i nf usi o n. F or p arti ci p a nts n ot e x p eri e n ci n g 
I R Rs d uri n g t h e first 3 i nf usi o ns, pr e-m e di c ati o n is o pti o n al 
f or s u bs e q u e nt i nf usi o ns. 

P F -0 7 9 0 1 8 0 1: n o pr e -m e di c ati o ns ar e r e q uir e d ( u nl ess 
r e q uir e d b y i nstit uti o n al g ui d eli n es or if pr e vi o us I R R h as 
b e e n e x p eri e n c e d). 

S e e T a bl e 9 f or tr e at m e nt of I R Rs.
I nf e cti o ns F at al a n d s eri o us i nf e cti o ns ( 1 0 %), i n cl u di n g 

o p p ort u nisti c i nf e cti o ns, o c c urr e d i n p ati e nts d uri n g 
tr e at m e nt wit h t af asit a m a b a n d l e n ali d o mi d e. Uri n ar y 
tr a ct i nf e cti o ns w er e c o m m o n [ G 3 ( 4 %) a n d G 4 ( 1 %)].6

St u d y i nt er v e nti o n(s) m a y b e a d mi nist er e d t o p arti ci p a nts 
wit h a n a cti v e i nf e cti o n o nl y if t h e i nf e cti o n is tr e at e d 
a p pr o pri at el y a n d w ell c o ntr oll e d. I nf e cti o ns at ti m e of 
s cr e e ni n g t h at r e q uir e s yst e mi c tr e at m e nt is a n e x cl usi o n 
crit eri o n.
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P ot e nti al Ris k of Cli ni c al 
Si g nifi c a n c e

S u m m a r y of D at a/ R ati o n al e f o r Ris k * Miti g ati o n St r at e g y

P F -0 7 9 0 1 8 0 1 +t af a sit a m a b + l e n ali d o mi d e
N e utr o p e ni a ( a n o v erl a p pi n g t o xi cit y wit h P F -0 7 9 0 1 8 0 1 
a n d l e n ali d o mi d e) m a y i n cr e as e ris k f or i nf e cti o ns.

P arti ci p a nts wit h a hist or y of r e c urri n g or c hr o ni c i nf e cti o ns 
m a y b e at i n cr e as e d ris k of i nf e cti o n a n d s h o ul d b e 
m o nit or e d a p pr o pri at el y.

P arti ci p a nts will b e a d vis e d t o c o nt a ct t h eir h e alt h c ar e 
pr of essi o n als if f e v er or ot h er e vi d e n c e of p ot e nti al 
i nf e cti o n, s u c h as c hills, c o u g h or p ai n o n uri n ati o n, 
d e v el o ps. Sit es m a y us e pr o p h yl a xis a g e nts f or i nf e cti o ns 
p er i nstit uti o n al g ui d eli n es ( S e cti o n 6. 9. 6 ). 

T h er e is n o d at a a v ail a bl e i n HI V p ati e nts. C o nti n u e HI V 
a ntir etr o vir al t h er a p y a n d m o nit or HI V p ati e nts f or HI V -
r el at e d si g ns a n d s y m pt o ms s u g g esti n g vir al r e-a cti v ati o n. 
L a b or at or y m o nit ori n g ( e g, C D 4 c o u nts a n d HI V vir al 
l o a d) m a y b e r e q uir e d as p er st a n d ar d of c ar e at t h e 
i nstit uti o n.

T er at o g e ni cit y L e n ali d o mi d e is str u ct ur all y r el at e d t o t h ali d o mi d e. 
T h ali d o mi d e is a k n o w n h u m a n t er at o g e ni c a cti v e 
s u bst a n c e t h at c a us es s e v er e lif e -t hr e at e ni n g birt h 
d ef e cts. If l e n ali d o mi d e is t a k e n d uri n g pr e g n a n c y, a 
t er at o g e ni c eff e ct of l e n ali d o mi d e i n h u m a ns is e x p e ct e d. 

F oll o w  pr ot o c ol g ui d eli n es f or c o ntr a c e pti o n r e q uir e m e nts 
a n d t h e P P P s et b y t h e m a n uf a ct ur er f or l e n ali d o mi d e. S e e 
S e cti o n 5. 3. 1 a n d S e cti o n 1 0. 4. 5 .

M a n d at or y c o ntr a c e pti o n will b e i m pl e m e nt e d i n W O C B P 
a n d m al es (s e e S e cti o n 1 0. 4 ).

I n a d diti o n, a n y ot h er P P P or a p pli c a bl e pr o gr a m r e q uir e d 
p er l o c al r e g ul ati o ns m ust b e f oll o w e d.

V e n o us a n d art eri al 
t hr o m b o e m b olis m

D L B C L is ass o ci at e d wit h i n cr e as e d v e n o us 
t hr o m b o e m b olis m, p arti c ul arl y i n t h e el d erl y.2 3

L e n ali d o mi d e h as d e m o nstr at e d a si g nifi c a ntl y i n cr e as e d 
ris k of D V T a n d P E, as well as of art eri al 
t hr o m b o e m b olis m ( pr e d o mi n a ntl y m y o c ar di al i nf ar cti o n 
a n d c er e br o v as c ul ar e v e nt). I n t h e L -MI N D st u d y, 4 % of 
p ati e nts e x p eri e n c e d G 3 -4 p ul m o n ar y e m b olis m. 6

M o nit or f or a n d a d vis e p arti ci p a nts a b o ut si g ns a n d 
s y m pt o ms of t hr o m b o e m b olis m. A d vis e p arti ci p a nts t o 
s e e k i m m e di at e m e di c al c ar e if t h e y d e v el o p s y m pt o ms 
s u c h as s h ort n ess of br e at h, c h est p ai n, or ar m or l e g 
s w elli n g.

T hr o m b o pr o p h yl a xis is r e c o m m e n d e d t o b e a d mi nist er e d 
p er R E V LI MI D ® S m P C  a n d i nstit uti o n al g ui d eli n es, 
t ail or e d t o t h e p arti ci p a nt’s i n di vi d u al ris k/ b e n efit pr ofil e 
b y t a ki n g i nt o a c c o u nt t h e i n di vi d u al t hr o m b oti c a n d 
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P ot e nti al Ris k of Cli ni c al 
Si g nifi c a n c e

S u m m a r y of D at a/ R ati o n al e f o r Ris k * Miti g ati o n St r at e g y

P F -0 7 9 0 1 8 0 1 +t af a sit a m a b + l e n ali d o mi d e
bl e e di n g ris k or m e di c al hist or y a n d t h e q u alit y of 
c o m pli a n c e wit h V T E pr o p h yl a xis.

S e e T a bl e 8 f or d os e m o difi c ati o ns f or l e n ali d o mi d e.
All er gi c r e a cti o ns a n d s e v er e s ki n 
r e a cti o ns

C as es of all er gi c r e a cti o ns i n cl u di n g a n gi o e d e m a, 
a n a p h yl a cti c r e a cti o n a n d s e v er e c ut a n e o us r e a cti o ns 
i n cl u di n g SJ S, T E N, a n d D R E S S h a v e b e e n r e p ort e d i n 
p arti ci p a nts tr e at e d w it h l e n ali d o mi d e.2 4 , 2 5

M o nit or f or a n d a d vis e p arti ci p a nts a b o ut si g ns a n d 
s y m pt o ms of t h es e s e v er e r e a cti o ns. Di a g n osti c pr o c e d ur es 
m a y n e e d t o b e p erf or m e d as i n di c at e d. A d vis e p arti ci p a nts 
t o s e e k m e di c al att e nti o n i m m e di at el y if t h e y d e v el o p 
s y m pt o ms.

S e e T a bl e 8 f or d os e m o difi c ati o ns f or l e n ali d o mi d e a n d 
S m P C 2 0 f or f urt h er d et ails.

T L S P ati e nts wit h hi g h t u m or b ur d e n a n d r a pi dl y pr olif er ati v e 
t u m or m a y b e at i n cr e as e d ris k of t u m or l ysis s y n dr o m e. 
I n p ati e nts wit h D L B C L, T L S d uri n g tr e at m e nt wit h 
t af asit a m a b h as b e e n o bs er v e d. T L S is als o a k n o w n 
si d e -eff e ct of l e n ali d o mi d e ( u n d er 1 %). 

A p pr o pri at e m o nit ori n g m e as ur es/ pr o p h yl a xis i n 
a c c or d a n c e w it h l o c al g ui d eli n es s h o ul d b e i m pl e m e nt e d; 
all o p uri n ol/r as b uri c as e m a y b e a d mi nist er e d as p er 

R E V LI MI D ® S m P C 2 0 or i nstit uti o n al g ui d eli n es f or t u m or 
l ysis pr o p h yl a xis or tr e at m e nt 2 6 .

R e a cti v ati o n of H e p atitis B vir us C as es of vir al r e a cti v ati o n h a v e b e e n r e p ort e d i n p ati e nts 
r e c ei vi n g l e n ali d o mi d e, i n cl u di n g s eri o us c as es of H B V 
r e a cti v ati o n. S e e c urr e nt Pr es cri bi n g I nf or m ati o n f or 
l e n ali d o mi d e.2 0

H e p atitis B vir us st at us m ust b e est a blis h e d b ef or e 
i niti ati n g tr e at m e nt wit h l e n ali d o mi d e. C a uti o n m ust b e 
e x er cis e d w h e n l e n ali d o mi d e is us e d i n p arti ci p a nts 
pr e vi o usl y i nf e ct e d wit h H B V, i n cl u di n g p arti ci p a nts w h o 
ar e a nti -H B c A b p ositi v e b ut H Bs A g n e g ati v e. T h es e 
p arti ci p a nts m ust b e cl os el y m o nit or e d f or si g ns a n d 
s y m pt o ms of a cti v e H B V i nf e cti o n t hr o u g h o ut t h er a p y.

R e a cti v ati o n of h er p es z ost er vir us C as es of vir al r e a cti v ati o n h a v e b e e n r e p ort e d i n p ati e nts 
r e c ei vi n g l e n ali d o mi d e, i n cl u di n g s eri o us c as es of h er p es 
z ost er r e a cti v ati o n. S e e c urr e nt Pr es cri bi n g I nf or m ati o n 
f or le n ali d o mi d e. 2 0

C o nsi d er t e m p or ar y h ol d or p er m a n e nt dis c o nti n u ati o n of 
t h e tr e at m e nt wit h l e n ali d o mi d e a n d a d e q u at e a nti vir al 
tr e at m e nt.

* R ef er e n c e c urr e nt S R S D f or i n ci d e n c e of ris ks
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2. 3. 2. B e n efit Ass ess m e nt

B y  e n g a gi n g o v erl a p pi n g as w ell as diff er e nt m e c h a nis ms wit h t h e c o m bi n ati o n of 
t af asit a m a b a n d l e n ali d o mi d e, P F-0 7 9 0 1 8 0 1 is e x p e ct e d t o i n cr e as e a nti -t u m or a cti vit y i n 
p ati e nts wit h R/ R D L B C L. As C D 4 7 pr e di cts p o or pr o g n osis f or p ati e nts’ o ut c o m e, t h er e is 
p ot e nti al f or t h e a d diti o n of P F - 0 7 9 0 1 8 0 1 t o a d dr ess si g nifi c a nt u n m et m e di c al n e e ds, 
p arti c ul arl y i n c o m bi n ati o ns w h er e e n h a n c e d cli ni c al eff e ct is e x p e ct e d f or i m pr o v e d effi c a c y  
o ut c o m es wit h a n a nti ci p at e d a c c e pt a bl e s af et y pr ofil e.

P ati e nts wit h R/ R D L B C L w h o ar e n ot c a n di d at es f or A S C T d u e t o a g e or c o -m or bi diti es 
h a v e li mit e d tr e at m e nt o pti o ns a n d p o or pr o g n osis. T h e c o m bi n ati o n of t af asit a m a b a n d 
l e n ali d o mi d e h as s h o w n i n cr e as e d r es p o ns e a n d pr o gr essi o n -fr e e s ur vi v al i n p ati e nts wit h 
R/ R D L B C L l e a di n g t o a c c el er at e d a n d c o n diti o n al a p pr o v al. T h e c o m bi n ati o n wit h 
P F -0 7 9 0 1 8 0 1 h as t h e p ot e nti al t o f urt h er e n h a n c e cli ni c al b e n efit wit h a n a c c e pt a bl e a n d 
m a n a g e a bl e s af et y pr ofil e.

2. 3. 3. O v e r all B e n efit/ Ris k C o n cl usi o n

T a ki n g i nt o a c c o u nt t h e p ot e nti al ris ks i d e ntifi e d c o m bi ni n g P F -0 7 9 0 1 8 0 1 wit h t af asit a m a b 
a n d l e n ali d o mi d e a n d t h e m e as ur es t o mi ni mi z e t h e a nti ci p at e d ris ks t o st u d y p arti ci p a nts t his 
st u d y is j ustifi e d b y t h e p ot e nti al b e n efits i n p arti ci p a nts wit h R/ R D L B C L.
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3. O B J E C TI V E S, E N D P OI N T S, A N D E S TI M A N D S

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er ( pr ot o c ol a m e n d m e nt 2).

P H A S E 1 b
O bj e cti v es E n d p oi nts Esti m a n ds a

P ri m a r y
T o ass ess D L Ts, s af et y a n d t ol er a bilit y of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h 
t af asit a m a b a n d l e n ali d o mi d e i n a d ult 
p arti ci p a nts wit h R/ R D L B C L i n or d er t o 
s el e ct u p t o 2 d os es of P F -0 7 9 0 1 8 0 1 f or 
f urt h er e v al u ati o n i n P h as e 2 of t h e st u d y.

D L Ts d uri n g t h e D L T o bs er v ati o n p eri o d ( 2 8 d a ys f oll o w i n g 
C 1 D 1).

D L T r at e esti m at e d b as e d o n d at a fr o m 
D L T -e v al u a bl e p arti ci p a nts d uri n g t h e 
D L T o bs er v ati o n p eri o d ( 2 8 d a ys 
f oll o wi n g C 1 D 1).

S e c o n d a r y 

T o e v al u at e t h e o v er all s af et y pr ofil e of 
t h e c o m bi n ati o n.

 A E s as c h ar a ct eri z e d b y t y p e, fr e q u e n c y, s e v erit y ( as gr a d e d b y 
N CI C T C A E v 5. 0), ti mi n g, s eri o us n ess, a n d r el ati o ns hi p t o 
st u d y tr e at m e nt.

 L a b or at or y a b n or m aliti es as c h ar a ct eri z e d b y t y p e, fr e q u e n c y, 
s e v erit y ( as gr a d e d b y N CI C T C A E v 5. 0), a n d ti mi n g.

N A

T o e v al u at e t h e a nti-t u m or a cti vit y of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h 
t af asit a m a b a n d l e n ali d o mi d e.

O R, D o R, C R, D o C R, a n d P F S p er L u g a n o R es p o ns e Cl assifi c ati o n 
Crit eri a 2 0 1 4 as ass ess e d b y t h e i n v esti g at or.

N A

T o e v al u at e t h e P K of P F -0 7 9 0 1 8 0 1. Pr e - a n d p ost -d os e c o n c e ntr ati o n of P F -0 7 9 0 1 8 0 1. N A

T o e v al u at e i m m u n o g e ni cit y of 
P F -0 7 9 0 1 8 0 1.

A D As a n d N A bs a g ai nst P F -0 7 9 0 1 8 0 1. N A

T e rti a r y/ E x pl o r at o r y

T o e v al u at e t h e P K of t af asit a m a b a n d 
l e n ali d o mi d e.

Pr e -d os e c o n c e ntr ati o ns of t af asit a m a b a n d l e n ali d o mi d e. N A

T o e v al u at e i m m u n o g e ni cit y of
t af asit a m a b.

A D As a n d N A bs a g ai nst t af asit a m a b. N A

T o u n d erst a n d t h e r el ati o ns hi p b et w e e n 
t h e t h er a p e uti c i nt er v e nti o n(s) b ei n g 
st u di e d a n d t h e bi ol o g y of t h e 
p arti ci p a nt’s dis e as e.

 
 o bt ai n e d at b as eli n e, 

o n tr e at m e nt a n d/ or at e n d of st u d y.

N A

a. S e e d et ails of t h e esti m a n d i n S e cti o n 9. 2. 1. 1 .
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P H A S E 2 
O bj e cti v es E n d p oi nts Esti m a n ds a

P ri m a r y
T o ass ess t h e cli ni c al a nti -t u m or a cti vit y 
of P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h 
t af asit a m a b a n d l e n ali d o mi d e.

O R p er L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 2 0 1 4 as ass es s e d 
b y t h e i n v esti g at or.

T h e tr e at m e nt eff e ct of P F -0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e o n O R p er t h e L u g a n o 2 0 1 4 
r es p o ns e crit eri a as d et er mi n e d b y 
i n v esti g at or ass ess m e nt fr o m t h e d at e of 
first d os e u ntil t h e first d o c u m e nt ati o n of 
P D, d e at h, or st art of n e w  a nti c a n c er 
t h er a p y. P arti ci p a nts w h o d o n ot h a v e a 
p o st -b as eli n e dis e as e ass ess m e nt d u e t o 
e arl y P D, w h o r e c ei v e a nti c a n c er t h er a pi es 
ot h er t h a n t h e st u d y i nt er v e nti o n pri or t o 
a c hi e vi n g a n o bj e cti v e r es p o ns e, or w h o 
di e, e x p eri e n c e P D, or st o p dis e as e 
ass ess m e nts f or a n y r e as o n pri or t o 
a c hi e vi n g a n o bj e cti v e r es p o ns e will b e 
c o u nt e d as n o n -r es p o n d ers.

S e c o n d a r y
T o ass ess a d diti o n al effi c a c y o ut c o m es of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h 
t af asit a m a b a n d l e n ali d o mi d e.

D o R, C R, D o C R a n d P F S b y i n v esti g at or p er L u g a n o R es p o ns e 
Cl assifi c ati o n Crit eri a 2 0 1 4.

N A

S el e ct t h e R P 3 D f or P F -0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e.

All e n d p oi nts i n t his st u d y. N A

T o f urt h er e v al u at e t h e o v er all s af et y 
pr ofil e a n d t ol er a bilit y of P F-0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e.

 A E s as c h ar a ct eri z e d b y  t yp e, fr e q u e n c y, s e v erit y ( as gr a d e d 
b y N CI C T C A E v 5. 0), ti mi n g, s eri o us n ess, a n d r el ati o ns hi p t o 
st u d y tr e at m e nt.

 L a b or at or y a b n or m aliti es as c h ar a ct eri z e d b y t y p e, fr e q u e n c y, 
s e v erit y ( as gr a d e d b y N CI C T C A E v 5. 0), a n d ti mi n g.

N A

T o e v al u at e t h e P K of P F -0 7 9 0 1 8 0 1. Pr e - a n d p ost -d os e c o n c e ntr ati o ns of P F -0 7 9 0 1 8 0 1. N A
T o e v al u at e i m m u n o g e ni cit y of 
P F -0 7 9 0 1 8 0 1.

A D As a n d N A bs a g ai nst P F -0 7 9 0 1 8 0 1. N A

T e rti a r y/ E x pl o r at o r y
T o e v al u at e t h e P K of t af asit a m a b a n d 
l e n ali d o mi d e.

Pr e -d os e c o n c e ntr ati o ns of t af asit a m a b a n d l e n ali d o mi d e N A
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P H A S E 2 
O bj e cti v es E n d p oi nts Esti m a n ds a

T o e v al u at e i m m u n o g e ni cit y of
t af asit a m a b.

A D As a n d N A bs a g ai nst t af asit a m a b. N A

T o u n d erst a n d t h e r el ati o ns hi p b et w e e n 
t h e t h er a p e uti c i nt er v e nti o n(s) b ei n g 
st u di e d a n d t h e bi ol o g y of t h e 
p arti ci p a nt’s dis e as e.

 
 o bt ai n e d at b as eli n e, 

o n tr e at m e nt a n d/ or at e n d of st u d y .

N A

a. S e e d et ails of t h e esti m a n d i n S e cti o n 9. 2. 1. 2 .
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4. S T U D Y D E SI G N

4. 1. O v e r all D esi g n

A b usi n ess d e cisi o n w as m a d e b y Pfi z er t o t er mi n at e t h e C 4 9 7 1 0 0 3 st u d y. T h e r e as o n f or 
st u d y t er mi n ati o n is n ot d u e t o a n y s af et y c o n c er ns or r e q u ests fr o m r e g ul at or y a ut h oriti es. 
As a r es ult of t his d e cisi o n, P h as e 1 b will b e dis c o nti n u e d aft er t h e l ast p arti ci p a nt l ast visit 
a n d P h as e 2 of t h e st u d y will n ot b e i niti at e d.

T his is a m ulti c e nt er, i nt er n ati o n al, P h as e 1 b/ 2 st u d y  of diff er e nt d os es of P F-0 7 9 0 1 8 0 1 i n 
c o m bi n ati o n wit h t af asit a m a b a n d l e n ali d o mi d e i n p arti ci p a nts wit h R/ R D L B C L  w h o h a v e 
c o m pl et e d at l e ast 1 li n e of s y st e mi c tr e at m e nt ( at l e ast 1 c o nt ai ni n g a n a nti- C D 2 0 t h er a p y), 
w h o ar e n ot c a n di d at es f or hi g h d os e t h er a p y/ A S C T. S e e S e cti o n 1. 2 f or d esi g n s c h e m a.

T h e P h as e 1 b will b e c o n d u ct e d i n a p pr o xi m at el y  2 0 p arti ci p a nts. T h e o bj e cti v es of t h e 
P h as e 1 b ar e t o e v al u at e t h e s af et y a n d t ol er a bilit y , P K, P D of P F-0 7 9 0 1 8 0 1 i n c o m bi n ati o n 
wit h st a n d ar d d os es of t af asit a m a b a n d l e n ali d o mi d e a n d t o s el e ct d os es f or P h as e 2.

A n es c al ati o n/ d e -es c al ati o n a p pr o a c h g ui d e d b y m T PI -2 will b e us e d i n P h as e 1 b t o 
d et er mi n e t h e P F - 0 7 9 0 1 8 0 1 M T D or R P 2 D ( 2 d os e l e v els) i n c o m bi n ati o n wit h t af asit a m a b 
a n d l e n ali d o mi d e, f or f urt h er e v al u ati o n of t h e fi x e d d os es f or effi c a c y  a n d s af ety i n P h as e 2.

A mi ni m u m of 2 t o 4 D L T -e v al u a bl e ( S e cti o n 4. 3. 4 ) p arti ci p a nts is r e q uir e d at e a c h t est e d 
d os e l e v el of P F -0 7 9 0 1 8 0 1. A p pr o xi m at el y  6 t o 9 D LT- e v al u a bl e p arti ci p a nts will b e tr e at e d 
at t h e M T D or hi g h est s af e t est e d d os e l e v el f or P F -0 7 9 0 1 8 0 1 b ef or e pr o c e e di n g t o P h as e 2.

F oll o wi n g c o m pl eti o n of P h as e 1 b of t h e st u d y, if at l e ast 2 d os es of P F - 0 7 9 0 1 8 0 1 ar e 
c o nsi d er e d t ol er a bl e, 2 d os es will b e s el e ct e d f or f urt h er e v al u ati o n i n t h e P h as e 2. I n P h as e 2 
of t h e st u d y , p arti ci p a nts m ust h a v e b e e n e x p os e d t o 1 b ut n o m or e t h a n 2 li n es of pri or 
t h er a pi es. A p pr o xi m at el y 5 0 p arti ci p a nts will b e r a n d o mi z e d 1: 1 i nt o 2 s el e ct e d d os es of 
P F -0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h st a n d ar d d os es of t af asit a m a b a n d l e n ali d o mi d e t o f urt h er 
c h ar a ct eri z e t h e s af et y a n d t ol er a bilit y of t h e c o m bi n ati o n a n d ass ess t h e effi c a c y of e a c h 
d os e l e v el. 2 7

If o nl y 1 d os e of P F-0 7 9 0 1 8 0 1 is c o nsi d er e d t ol er a bl e aft er P h as e 1 b b e c a us e of s af et y  or 
ot h er r e as o ns, a p pr o xi m at el y  2 5 p arti ci p a nts will b e tr e at e d at t h e s el e ct e d fi x e d d os e i n t h e 
P h as e 2 of t h e st u d y.

E nr ol l m e nt of p arti ci p a nts wit h pri or C A R-T will i niti all y b e li mit e d t o a p pr o xi m at el y  3 t o 
6 p arti ci p a nts; aft er r e vi e w of all a v ail a bl e s af et y d at a a n d d et er mi n e d s af e, e nr ol lm e nt o f 
f urt h er p arti ci p a nts will c o nti n u e. P ost C A R-T p arti ci p a nts ar e t o pr o vi d e l o c al C D 1 9 
e x pr essi o n r es ult (if a v ail a bl e) a n d tiss u e f or f ut ur e c e ntr al t esti n g ( b ot h m ust b e a s a m pl e 
aft er C A R -T a n d pri or t o C 1 D 1). 

At t h e s p o ns or’s dis cr eti o n pr o c e e di n g t o P h as e 2 will b e d et er mi n e d u p o n c o m pl eti o n of 
P h as e 1 b. T h e t ot alit y  of d at a i n cl u di n g effi c a c y, s af ety, P K, P D, bi o m ar k er, a n d ot h er 
c o nsi d er ati o ns will b e us e d t o d et er mi n e t h e r e c o m m e n d e d d os es f or f urt h er d e v el o p m e nt i n 
t h e P h as e 2. 
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F or P h as e 1 b a n d P h as e 2, P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b tr e at m e nt will c o nti n u e u ntil P D, 
n o n -t ol er a bl e t o xi cit y or d e at h w hil e l e n ali d o mi d e will b e a d mi nist er e d f or u p t o 1 2 c ycl es; if 
a p arti ci p a nt wit h d o c u m e nt e d P D p er L u g a n o crit eri a 2 7 c o nti n u es t o e x p eri e n c e cli ni c al 
b e n efit, st u d y  tr e at m e nt wit h P F-0 7 9 0 1 8 0 1 a n d t af asit a m a b m a y  c o nti n u e u ntil n o l o n g er 
cli ni c all y  b e n efiti n g as p er a ris k-b e n efit ass ess m e nt b y  t h e i n v esti g at or (s e e S e cti o n 8. 2 ). 

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

4. 2. 1. Di v e rsit y of St u d y P o p ul ati o n

Alt h o u g h t h e i n ci d e n c e of D L B C L is hi g h er i n C a u c asi a ns v ers us Afri c a n-A m eri c a ns 
( 8 2 % vs 7. 3 3 %), Afri c a n- A m eri c a ns ar e di a g n os e d at a n a v er a g e a g e 1 0 y e ars y o u n g er 
c o m p ar e d t o W hit es, ar e m or e li k el y  t o h a v e m or e a d v a n c e d dis e as e at t h e ti m e of di a g n osis, 
a n d h a v e a w o rs e o v er all s ur vi v al r at e.2 8 T o e ns ur e Afri c a n -A m eri c a ns ar e a d e q u at el y 
r e pr es e nt e d i n t his tri al, eff orts will b e m a d e t o i n cl u d e sit es t h at s er v e Afri c a n-A m eri c a n 
c o m m u niti es. I n a d diti o n, eff orts will b e m a d e t o i niti at e e d u c ati o n al a n d r e cr uit m e nt 
c a m p ai g ns f o c us e d o n t h e Afri c a n -A m eri c a n c o m m u nit y  if n e e d e d.

4. 2. 2. D os e L e v el R e vi e w M e eti n g

D uri n g t h e P h as e 1 D L T p eri o d, a D L R t e a m , c o m p os e d b y s p o ns or p ers o n n el, i n cl u di n g at 
l e ast o n e m e di c ally q u alifi e d m e m b er, t o g et h er wit h t h e i n v esti g at ors t h at h a v e e nr oll e d 
tr e at e d st u dy p arti ci p a nts i n t h e s p e cifi c c o h ort will r e vi e w c u m ul ati v e s af et y d at a aft er t h e 
l ast p arti ci p a nt i n e a c h co h ort h as b e e n f oll o w e d f or at l e ast 2 8 d a y s fr o m t h e first d os e of t h e 
c o m bi n ati o n t h er a p y. T his r e vi e w is s e p ar at e fr o m t h e o n g oi n g s af et y ass ess m e nts r o uti n el y 
p erf or m e d b y t h e s p o ns or ( S e cti o n 9. 4. 5 ).

4. 2. 3. C h oi c e of C o nt r a c e pti o n/ B a r ri e r R e q ui r e m e nts

T h er e ar e n o d at a o n t h e us e of t af asit a m a b i n pr e g n a nt w o m e n. H o w e v er, I g G is k n o w n t o 
cr oss t h e pl a c e nt a a n d t af asit a m a b m a y  c a us e f et al B-c ell d e pl eti o n b as e d o n p h ar m a c ol o gi c al 
pr o p erti es. 

St u di es t o e v al u at e t h e d e v el o p m e nt al t o xi cit y  of P F-0 7 9 0 1 8 0 1 h a v e n ot b e e n c o n d u ct e d.

L e n ali d o mi d e is k n o w n t o c a us e ris k f or s e v er e m a nif est ati o ns of d e v el o p m e nt al t o xi cit y  i n 
h u m a ns. T h er ef or e, t h e us e of a hi g hl y eff e cti v e m et h o d of c o ntr a c e pti o n is r e q uir e d (s e e 
A p p e n di x 4 ). T h e c o n diti o n s of t h e P P P f or l e n ali d o mi d e t h at h a v e be e n s et b y  t h e 
m a n uf a ct ur er ( S e cti o n 1 0. 4. 5 ) m ust b e f ulfill e d f or all p arti ci p a nts u nl ess t h er e is r eli a bl e 
e vi d e n c e t h at t h e p arti ci p a nt d o es n ot h a v e c hil d b e ari n g p ot e nti al. R ef er als o t o t h e l o c al 
pr es cri bi n g i nf or m ati o n f or c o ntr a c e pti o n g ui d eli n es f or l e n ali d o mi d e. 2 0

T h e d ur ati o n of t h e c o ntr a c e pti o n r e q uir e d aft er t h e l a st d os e of st u d y i nt er v e nti o n is 4 w e e ks 
f or m al e p arti ci p a nts a n d 9 0 d a y s f or f e m al e p arti ci p a nts; a n d c o ntr a c e pti o n s h o ul d b e 
i niti at e d 4 w e e ks b ef or e t h e st art of st u d y i nt er v e nti o n (s e e A p p e n di x 4 f or d et ails). 
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4. 2. 4. C oll e cti o n of R et ai n e d R es e a r c h S a m pl es

R et ai n e d R es e ar c h S a m pl es will b e c oll e ct e d a n d st or e d f or f urt h er a n al ys es w hi c h m a y , f or 
e x a m pl e, pr o vi d e gr e at er u n d erst a n di n g of t h e st u d y  i nt er v e nti o n.

4. 3. J ustifi c ati o n f o r D os e

4. 3. 1. D osi n g R e gi m e ns of P F - 0 7 9 0 1 8 0 1

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er ( pr ot o c ol 
a m e n d m e nt 2).

As of 1 2 D e c e m b er 2 0 2 1 ( D at a S af et y U p d at e R e p ort c ut -off d at e), i n t h e FI H St u d y  
C 4 9 7 1 0 0 1, P F -0 7 9 0 1 8 0 1 h as b e e n a d mi nist er e d t o 6 7 p arti ci p a nts wit h a d v a n c e d R/ R 
l ym p h o m a as m o n ot h er a p y  i n 8 diff er e nt d os e-es c al ati o n c o h orts. D os e c o h orts r a n gi n g fr o m 
0. 0 5 m g/ k g t o 1 8 m g/ k g ( e q ui v al e nt t o 3. 7 5 m g t o 1 3 5 0 m g f or a 7 5 k g p ers o n, r es p e cti v el y) 
Q W w er e w ell -t ol er at e d wit h n o M T D r e a c h e d. T h e c o m bi n ati o n of P F -0 7 9 0 1 8 0 1 a n d 
t af asit a m a b pl us l e n ali d o mi d e h as n ot pr e vi o usl y b e e n e v al u at e d. T h e pr o p os e d st arti n g d os e 
of P F -0 7 9 0 1 8 0 1 ( 4 m g / k g Q W f or C 1 t o C 3 t h e n Q 2 W f or C 4 a n d o n w ar ds ) i n c o m bi n ati o n 
wit h f ull d osi n g of t af asit a m a b a n d l e n ali d o mi d e is e x p e ct e d t o pr o vi d e li mit e d t ar g et 
e n g a g e m e nt f or P F -0 7 9 0 1 8 0 1 a ntit u m or a cti vit y  w hil e it is 4. 5 ti m es l o w er r el ati v e t o t h e 
m a xi m u m a d mi nist er e d d os e of P F -0 7 9 0 1 8 0 1 ( 1 8 m g/ k g Q W) f or m o n ot h er a p y  i n t h e FI H 
St u d y  C 4 9 7 1 0 0 1. Pr eli mi n ar y a n alys es s h o w e d s ust ai n e d t ar g et e n g a g e m e nt at hi g h er d os e 
l e v els wit h d os e-d e p e n d e nt i n cr e as e i n r e c e pt or o c c u p a n c y  d ur a bilit y at t h e e n d of d osi n g 
i nt er v al. F or e x a m pl e, r e c e pt or o c c u p a n c y f or d os es b el o w 4 m g / k g Q W d e cr e as e d t o 
s u bst a nti all y l o w er l e v els at t h e e n d of t h e d osi n g i nt er v al, e g, b el o w 1 0 % at 1. 0/ 2. 0 m g/ k g 
Q W d os e l e v el.

I n P h as e 2 of t h e c urr e nt st u d y C 4 9 7 1 0 0 3, a fi x e d d osi n g a p pr o a c h will b e us e d i nst e a d of 
b o d y  w ei g ht ( B W T) b as e d d osi n g a p pr o a c h us e d i n t h e FI H st u d y C 4 9 7 1 0 0 1 b as e d o n t h e 
f oll o wi n g r ati o n al es:

 B W T w as f o u n d n ot t o b e a si g nifi c a nt c o v ari at e o n li n e ar a n d n o n-li n e ar cl e ar a n c e i n t h e 
P o p ul ati o n P K m o d el.

A U C t a u n or m ali z e d b y  t ot al d os e ( m g) pr o vi d e d a l o w er i nt er-p ati e nt v ari a bilit y  ( 2-3 1 %) 
c o m p ar e d t o t h e o bs er v e d A U C t a u ( 2 3- 4 8 %) b as e d o n B W T d osi n g, s u g gesti n g a p ot e nti al 
l o w er i nt er-p ati e nt v ari a bilit y  i n P K wit h fi x e d d osi n g c o m p ar e d t o B W T b as e d d osi n g. Fi x e d 
d os es t o b e e x pl or e d i n t h e P h as e 2 will b e d et er mi n e d u p o n c o m pl eti o n of P h as e 1 b. T h e 
t ot alit y of d at a i n cl u di n g effi c a c y, s af ety, P K, P D, bi o m ar k ers, a n d ot h er c o nsi d er ati o ns will 
b e us e d t o d et er mi n e t h e r e c o m m e n d e d d os es ( L o w d os e a n d Hi g h d os e) f or f urt h er d os e 
o pti mi z ati o n i n t h e P h as e 2.

4. 3. 2. D osi n g r e gi m e n of T af asit a m a b a n d L e n ali d o mi d e

T af asit a m a b will b e a d mi nist er e d at 1 2 m g/ k g I V a c c or di n g t o t h e f oll o wi n g s c h e d ul e; e a c h 
c y cl e h as 2 8 d a y s.

 C 1: D a y s 1, 4, 8, 1 5 a n d 2 2.
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 C 2 a n d C 3 ( Q W): D a ys 1, 8, 1 5 a n d 2 2.

 ≥ C 4 ( Q 2 W): D a y s 1 a n d 1 5.

T his is t h e r e c o m m e n d e d d os a g e a n d d osi n g s c h e d ul e i n t h e U S PI  a n d E U S m P C of 
t af asit a m a b i n c o m bi n ati o n wit h le n ali d o mi d e f or t h e tr e at m e nt of a d ult p ati e nts wit h R/ R 
D L B C L, w h o ar e n ot eli gi bl e f or A S C T.

L e n ali d o mi d e will b e a d mi nist er e d 2 5 m g P O d ail y  o n D a ys 1 t hr o u g h 2 1 of e a c h 2 8 -d a y  
c y cl e f or u p t o 1 2 c y cl es. T his is t h e d os a g e r e gi m e n us e d i n t h e L -MI N D st u d y , w hi c h 
s u p p ort e d t h e a c c el er at e d a n d c o n diti o n al a p pr o v al of t af asit a m a b i n c o m bi n ati o n wit h 
l e n ali d o mi d e f or t h e tr e at m e nt of a d ult p ati e nts wit h R/ R D LB C L N O S, i n cl u di n g D L B C L 
arisi n g fr o m l o w gr a d e l y m p h o m a, a n d w h o ar e n ot eli gi bl e f or A S C T. T o r e d u c e P K a n d 
s af et y ass ess m e nt v ari a bilit y , p arti ci p a nts wit h cr e ati ni n e cl e ar a n c e < 6 0 m L/ mi n will b e 
e x cl u d e d i n t h e P h as e 1 b of t h e st u d y  si n c e l e n ali d o mi d e e x p os ur e a n d t h e ris k f or hi g h er 
h e m at ol o gi c al a d v ers e r e a cti o ns or h e p at ot o xi cit y  i n cr e as e i n t his p o p ul ati o n.

4. 3. 3. C rit e ri a f o r D os e Es c al ati o n

T h e pr o visi o n al d os e l e v els of P F - 0 7 9 0 1 8 0 1 t o b e e v al u at e d ar e list e d i n T a bl e 3 . 

T a bl e 3.  P r o visi o n al D os e L e v els P F- 0 7 9 0 1 8 0 1 i n D os e -Es c al ati o n

C o h o rt D os e (m g / kg) I nc r e m e nt ( %)

1 ( D L 1) 4 m g/ k g Q W f or C 1 t o C 3 t h e n Q 2 W X

2 ( D L 2) 1 0 m g/ k g Q W f or C 1 t o C 3 t h e n Q 2 W 1 5 0 %

3 ( D L 3) 1 8 m g/ k g Q W f or C 1 t o C 3 t h e n Q 2 W 8 0 %

A d diti o n al P F -0 7 9 0 1 8 0 1 d os es, d os e l e v els a n d/ or d osi n g fr e q u e n c y or s c h e d ul e m a y b e e x pl or e d.
E a c h c y cl e is 2 8 d a ys. Q W = D a y s 1, 8, 1 5 a n d 2 2. Q 2 W = D a y s 1 a n d 1 5.

T h e d osi n g s c h e d ul e m a y als o b e a dj ust e d t o e x p a n d a d osi n g c o h ort t o f urt h er e v al u at e 
s af et y, P K, a n d/ or P D fi n di n gs at a gi v e n d os e l e v el or t o a d d c o h orts t o e v al u at e a d diti o n al 
d os e l e v els. T h e st u d y pr o c e d ur es f or t h es e a d diti o n al p arti ci p a nt(s)/ c o h or t(s) will b e t h e 
s a m e as t h at d es cri b e d f or ot h er st u d y p arti ci p a nts/ c o h orts.

If a p arti ci p a nt e x p eri e n c es a n o n-D L T e v e nt t h at r e q uir es a d os e h el d p er d os e - m o difi c ati o n 
g ui d eli n e a d diti o n al p arti ci p a nts m a y  b e e nr oll e d. If D L 3 is n ot t ol er at e d a n a d diti on al c o h ort 
( D L 4) m a y b e e x pl or e d at a d os e i nt er m e di at e t o D L2 a n d D L 3. 

If aft er o n e c o h ort d os e l e v el h as b e e n d et er mi n e d s af e a n d t h e s u bs e q u e nt d os e c o h ort is 
p e n di n g c o m pl eti o n of its D L T p eri o d, n e w eli gi bl e p arti ci p a nts m a y  b e e nr oll e d a n d 
‘ b a c kfille d’ i nt o t h e s af e, pri or c o h ort. F or t h es e a d diti o n al p arti ci p a nts, t h eir d at a will 
c o ntri b ut e t o s af et y a n d effi c a c y  a n alys es b ut t h e y  will n ot p arti ci p at e i n t h e D LT al g orit h m. 
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4. 3. 4. D os e Li miti n g T o xi cit y D efi niti o n

T h e D L T o bs er v ati o n p eri o d will b e t h e fir st 2 8 -d a y  c ycl e of tr e at m e nt i n e a c h p arti ci p a nt. A 
D L T is d efi n e d as a n y  of t h e f oll o wi n g T E A Es t h at ar e c o nsi d er e d b y t h e i n v esti g at or at l e ast 
p ossi bl y  r el at e d t o a n y or all of t h e c o m bi n ati o n st u d y tr e at m e nts. N ot e t h at a n y A Es f or 
w hi c h t h e r el ati o ns h i p t o st u d y tr e at m e nt c a n n ot b e r ul e d o ut s h o ul d b e c o nsi d er e d p ossi bl y 
r el at e d. All t o xi citi es t h at o c c ur d uri n g t h e st u dy will b e a cti v el y m a n a g e d f oll o wi n g t h e 
st a n d ar d of c ar e p er l o c al i nstit uti o n al pr a cti c e u nl ess ot h er wis e s p e cifi e d i n t h e pr ot o c ol.

A p arti ci p a nt is cl assifi e d as D L T e v al u a bl e if t h e y eit h er 1) r e c ei v e at l e ast 8 0 % of t h e 
pl a n n e d d os e of P F - 0 7 9 0 1 8 0 1 a n d at l e ast 7 5 % of t h e pl a n n e d d os e of t af asit a m a b a n d 
l e n ali d o mi d e a n d h a v e r e c ei v e d t h e m aj ority of s c h e d ul e d s af et y ass ess m e nts d uri n g t h e D L T 
o bs er v ati o n p eri o d; or 2) h a v e e x p eri e n c e d a D L T. T h e p er c e nt a g e of dr u g r e c ei v e d is 
c al c ul at e d as t h e p er c e nt a g e of t h e a ct u al t ot al a m o u nt of dr u g(s) a d mi nist er e d d uri n g t h e 
D L T o bs er v ati o n p eri o d i n r el ati o n t o t h e pl a n n e d t ot al a m o u nt of dr u g(s) t o b e a d mi nist er e d 
f or t h e D L T o bs er v ati o n p eri o d.

 A p arti ci p a nt f aili n g t o m e et t h es e crit eri a m a y  b e r e pl a c e d. If t h e p arti ci p a nt h as 
miss e d a mi n orit y  of s af et y ass ess m e nts d u e t o e m er g e n c y sit u ati o ns ( e g, sit e 
a c c essi bilit y  iss u es, i n a bilit y to g o t o a n e xt er n al l a b, et c.), t h e D L R t e a m m a y  j u d g e 
t h e p arti ci p a nt e v al u a bl e, d e p e n di n g o n t h e a b u n d a n c e of t h e a v ail a bl e d at a.

F or t h e p ur p os e of d os e es c al ati o n, a n y of t h e tr e at m e nt -r el at e d A Es d efi n e d i n S e cti o n 
4. 3. 4. 1 , o c c urri n g i n t h e first 2 8 d a y s of tr e at m e nt t h at i n t h e o pi ni o n of t h e i n v esti g at or 
c a n n ot b e r e as o n a bl y attri b ut e d t o t h e p arti ci p a nt’s u n d erl y i n g dis e as e, c o n c o mit a nt 
m e di c ati o ns or pr e e xisti n g c o n diti o ns ar e c o nsi d er e d D L Ts.

S e v erit y  of A Es will b e gr a d e d a c c or di n g t o C T C A E v 5. 0. F or t h os e e v e nts i n v ol vi n g a 
w ors e ni n g of a b as eli n e a b n or m alit y , a D L T m ust r e pr es e nt a cli ni c ally si g nifi c a nt (i n t h e 
o pi ni o n of t h e i n v esti g at o r aft er dis c ussi o n wit h t h e s p o ns or) s hift fr o m b as eli n e:

4. 3. 4. 1. H e m at ol o gi c al D L Ts

 G 4 t hr o m b o c y t o p e ni a ( < 2 5, 0 0 0/ µ L) l asti n g > 7 2 h o urs or a pl at el et c o u nt ≤ 1 0, 0 0 0/ µ L  
at a n y ti m e, u n e x pl ai n e d b y u n d erl yi n g dis e as e.

 ≥ G 3 t hr o m b o c y t o p e ni a ass o ci at e d wit h ≥ G 2 bl e e di n g, u n e x pl ai n e d b y u n d erl yi n g 
dis e as e. 

 G 4 a n e mi a, u n e x pl ai n e d b y u n d erl yi n g dis e as e.

Pr o p h y l a cti c us e of er yt hr o p oi eti n or bl o o d pr o d u cts ar e n ot all o w e d d uri n g t h e 
D L T p eri o d i n P h as e 1 b.

 G 4 n e utr o p e ni a l asti n g ≥ 7 d a y s, u n e x pl ai n e d b y u n d erl yi n g dis e as e.

 G 3 f e bril e ( > 3 8. 3 ° C) n e utr o p e ni a l asti n g ≥ 7 d a y s, u n e x pl ai n e d b y u n d erlyi n g dis e as e.
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 G 4 f e bril e n e utr o p e ni a u n e x pl ai n e d b y  u n d erlyi n g dis e as e.

N ot e : Pr o p h yl a cti c 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 n ot p er mitt e d 
d uri n g t h e D L T p eri o d of P h as e 1 b, b ut t h e y  m a y b e us e d t o tr e at tr e at m e nt e m er g e nt 
n e utr o p e ni a as p er pr es cri bi n g i nf or m ati o n.

4. 3. 4. 2. N o n -H e m at ol o gi c D L Ts

 A n y  tr e at m e nt-r el at e d ≥ G 3 n o n -h e m at ol o gi c t o xi cit y  (s e e b el o w f or s p e cifi c ati o ns 
a p pl y i n g t o s p e ci al cir c u mst a n c es) wit h t h e f oll o wi n g e x ce pti o ns:

o G 3 n a us e a, v o miti n g a n d di arr h e a t h at i m pr o v e t o G 2 or b ett er wit hi n 7 2 h o urs 
aft er s u p p orti v e c ar e;

o Tr a nsi e nt G 3 f ati g u e l asti n g ≤ 7 d a y s;

o G 3 A Es t h at r e c o v er t o b as eli n e or G 1 wit hi n 3 d a ys;

o Tr a nsi e nt as y m pt o m ati c ≥ G 3 l a b or at or y ab n or m aliti es c o nsi d er e d n ot cli ni c all y 
si g nifi c a nt f oll o wi n g a gr e e m e nt b et w e e n i n v esti g at ors a n d t h e s p o ns or’s m e di c al 
m o nit or a n d st arti n g t o r e c o v er wit hi n 7 2 h o urs of t h eir o ns et wit h st a n d ar d 
s u p p orti v e c ar e;

o H y p ers e nsiti vit y  th at c a n b e c o ntr oll e d wit h m e di c al tr eat m e nt a n d r es ol v es t o 
a s y m pt o m ati c ( ≤ G 1) wit hi n 7 2 h o urs.

 Ot h er ≥ G 2 P F - 0 7 9 0 1 8 0 1-r el at e d n o n- h e m at ol o gi c t o xi citi es t h at, i n t h e o pi ni o n of 
t h e i n v esti g at or, r e q uir e a d os e r e d u cti o n or dis c o nti n u ati o n of P F-0 7 9 0 1 8 0 1 m a y  b e 
c o nsi d er e d a D L T.

4. 3. 5. M a xi m u m T ol e r a t e d D o s e

M T D is d efi n e d as t h e hi g h est d os e wit h tr u e D L T r at e wit hi n t h e EI of t h e t ar g et D L T r at e. 
T h e t ar g et D L T r at e is 0. 3, t h e EI is ( 0. 2 5, 0. 3 5). 

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

T h e e n d of t h e st u d y is d efi n e d as t h e d at e of t h e l ast f oll o w- u p visit of t h e l ast p arti ci p a nt i n 
t h e gl o b al st u d y.

A p arti ci p a nt is c o nsi d er e d t o h a v e c o m pl et e d t h e st u d y  if t h e y h a v e c o m pl et e d all p eri o ds of 
t h e st u d y, i n cl u di n g t h e l ast f oll o w- u p visit.

5. S T U D Y P O P U L A TI O N

T his st u d y  c a n f ulfill its o bj e cti v es o nl y if a p pr o pri at e p arti ci p a nts ar e e nr oll e d , i n cl u di n g 
p arti ci p a nts a cr oss di v ers e a n d r e pr es e nt ati v e r a ci al a n d et h ni c b a c k gr o u n ds. A pr es cr e e ni n g 
t o ol f or st u d y r e cr uit m e nt p ur p os es will i n cl u d e c oll e cti o n of i nf or m ati o n t h at r efl e cts t h e 
e nr oll m e nt of a di v ers e p arti ci p a nt p o p ul ati o n i n cl u di n g, w h er e p er mitt e d u n d er l o c al 
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r e g ul ati o ns, a g e, s e x, a n d r a c e, a n d et h ni city . T h e f oll o wi n g eli gi bilit y crit eri a ar e d esi g n e d t o 
s el e ct p arti ci p a nts f or w h o m p arti ci p ati o n i n t h e st u d y is c o nsi d er e d a p pr o pri at e. All r el e v a nt 
m e di c al a n d n o n m e di c al c o n diti o ns s h o ul d b e t a k e n i nt o c o nsi d er ati o n w h e n d e ci di n g 
w h et h er a p arti c ul ar p arti ci p a nt is s uit a bl e f or t his pr ot o c ol.

Pr os p e cti v e a p pr o v al of pr ot o c ol d e vi ati o ns t o r e cr uit m e nt a n d e nr oll m e nt crit eri a, als o 
k n o w n as pr ot o c ol w ai v ers or e x e m pti o ns, is n ot p er mitt e d.

Pfi z er will r e vi e w eli gi bilit y  crit eri a v erifi e d b y t h e i n v esti g at or or q u alifi e d d esi g n e e t o 
c o nfir m t h at p arti ci p a nts m e et st u d y  eli gi bilit y crit eri a b ef or e t h e y ar e r a n d o mi z e d i nt o t h e 
st u d y. T h e r a n d o mi z ati o n a p pr o v al pr oc ess will b e i niti at e d f or a p arti ci p a nt aft er a n 
I nf or m e d C o ns e nt D o c u m e nt h as b e e n si g n e d a n d t h e i n v esti g at or or q u alifi e d d esi g n e e h as 
ass ess e d t h e p arti ci p a nt as eli gi bl e. T h e r a n d o mi z ati o n a p pr o v al will b e b as e d o n r e vi e w of 
C R F/s y st e m d at a.

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

P arti ci p a nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y o nl y if all of t h e f oll o wi n g crit eri a a p pl y:

A g e a n d S e x:

1. P arti ci p a nts a g e d 1 8 y e ars of a g e or ol d er ( or t h e mi ni m u m a g e of c o ns e nt i n 
a c c or d a n c e wit h l o c al r e g ul ati o ns) at S cr e e ni n g.

 R ef er t o A p p e n di x 4 f or r e pr o d u cti v e crit eri a f or m al e (S e cti o n 1 0. 4. 1 ) a n d f e m al e 
(S e cti o n 1 0. 4. 2 ) p arti ci p a nts, a n d P P P ( S e cti o n 1 0. 4. 5 ).

Dis e as e C h a r a ct e risti cs:

2. Hist ol o gi c al l y c o nfir m e d, m e as ur a bl e r el a ps e d a n d/ or r efr a ct or y D L B C L N O S, 
T c ell/ histi o c y t e ri c h l ar g e B-c ell l y m p h o m a; or E B V p ositi v e D L B C L. a c c or di n g t o 
t h e 5t h e diti o n of t h e W H O Cl assifi c ati o n of L y m p h oi d N e o pl as ms.2 9 F urt h er, 
f olli c ul ar l ym p h o m a gr a d e 3 b, or c o m p osit e l y m p h o m a wit h a D L B C L c o m p o n e nt 
wit h a s u bs e q u e nt D L B C L r el a ps e.

 P arti ci p a nts wit h e vi d e n c e of hist ol o gi c al tr a nsf or m ati o n t o D L B C L  fr o m a n 
e arli er di a g n osis of l o w gr a d e l y m p h o m a (i e, a n i n d ol e nt p at h ol o g y  s u c h as 
f olli c ul ar l ym p h o m a, m ar gi n al z o n e l y m p h o m a, c hr o ni c l y m p h o c y ti c l e u k e mi a) 
ar e eli gi bl e if r el a ps e d or r efr a ct or y  t o at l e ast o n e li n e of t h er a p y f or D L B C L (f or 
pri m ar y  r efr a ct or y, s e e e x cl usi o n crit eri o n # 2 b el o w).

3. P arti ci p a nt c h ar a ct eristi cs :

 N ot a c a n di d at e p er i n v esti g at or or u n willi n g t o u n d er g o hi g h d os e c h e m ot h er a p y 
a n d s u bs e q u e nt a ut ol o g o us st e m c ell tr a ns pl a nt or u n a bl e t o r e c ei v e a p pr o v e d 
C A R -T t h er a p y ( e g, l o gisti c al li mit ati o ns). 
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 M e as ur a bl e dis e as e: at l e ast 1 sit e of m e as ur a bl e, P E T- a vi d dis e as e p er L u g a n o 
2 0 1 4 cl assifi c ati o n (i n d e x l esi o n:  1. 5 c m i n t h e l o n g est di a m et er f or n o d al, 
 1. 0 c m i n t h e l o n g est di a m et er f or e xtr a n o d al dis e as e).

4. Pri or s y st e mi c tr e at m e nt r e gi m e n: 

 M ust i n cl u d e a n a nti -C D 2 0 c o nt ai ni n g r e gi m e n:

 P h as e 1 b: at l e ast 1 pri or li n e of s y st e mi c t h er a p y.

 P h as e 2: at l e ast 1 b ut n o m or e t h a n 2 pri or li n es of s y st e mi c t h er a p y.

F or b ot h p h as es: i n d u cti o n, A S C T a n d c o ns oli d ati o n will b e c o nsi d er e d o n e li n e 
of t h er a p y;  bri d gi n g t h er a p y pri or t o C A R-T a n d C A R -T tr e at m e nt wi ll b e 
c o nsi d er e d t o g et h er as o n e li n e of t h er a p y.

 If e x p os e d t o pri or C D 1 9-t ar g eti n g C A R-T t h er a p y :

 L ast C A R -T i nf usi o n m ust h a v e b e e n c o m pl et e d > 9 0 d a y s pri or t o C 1 D 1.

 Pr o vi d e C D 1 9 e x pr essi o n t est at S cr e e ni n g as p er l o c al l a b, if a v ail a bl e, a n d 
m ust pr o v i d e a tiss u e s a m pl e f or r etr os p e cti v e c e ntr al t esti n g (s e e als o 
i n cl usi o n crit eri o n # 8 a n d S e cti o n 8. 7. 8 ). C D 1 9 po siti vit y  is n ot r e q uir e d.

5. A d e q u at e or g a n f u n cti o n:

 H e m at ol o g y  ( wit h n o tr a nsf usi o n or gr o wt h f a ct or s u p p ort f or at l e ast 2 w e e ks 
pri or t o C 1 D 1):

 A N C ≥ 1, 0 0 0/ μ L .

 Pl at el et c o u nt ≥ 9 0, 0 0 0/ μ L.

 H e m o gl o bi n ≥ 8 g/ d L.

 H e p ati c f u n cti o n:

 T bili ≤ 2. 0 × U L N. P arti ci p a nts wit h d o c u m e nt e d Gil b ert’s s y n dr o m e ar e 
eli gi bl e f or t his st u d y  pr o vi di n g t h e dir e ct bilir u bi n is ≤ U L N.

 A L T a n d A S T ≤ 2. 5 × U L N.

 R e n al f u n cti o n:

 P h as e 1 b: Esti m at e d cr e ati ni n e cl e ar a n c e ≥ 6 0 m L/ mi n p er l o c al ass ess m e nt.

 P h as e 2: Esti m at e d cr e ati ni n e cl e ar a n c e ≥ 3 0 m L / mi n p er l o c al ass ess m e nt. 
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N ot e f or P h as e 2: f or cr e ati ni n e cl e ar a n c e ≥ 3 0 m L/ mi n a n d < 6 0 m L / mi n, 
l e n ali d o mi d e is t o b e st art e d wit h a r e d u c e d d os e of 1 0 m g d ail y.

6. E C O G p erf or m a n c e st at us ≤ 2.

Ot h e r I n cl usi o n C rit e ri a:

7. R es ol uti o n of a c ut e eff e cts of a n y pri or t h er a p y t o eit h er b as eli n e s e v erit y or 
C T C A E v 5. 0 ≤ G 1 ( e x c e pt f or A Es n ot c o nstit uti n g a s af et y ris k i n t h e i n v esti g at or’s 
j u d g m e nt).

8. P arti ci p a nts ar e a bl e t o pr o vi d e t u m or tiss u e c oll e ct e d b ef or e C 1 D 1 (fr es h or ar c hi v a l) 
f or bi o m ar k er a n alys is, u nl ess n ot p er mitt e d b y l o c al r e g ul ati o ns.

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

P arti ci p a nts ar e e x cl u d e d fr o m t h e st u d y  if a n y of t h e f oll o wi n g crit eri a a p pl y:

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

1. Pri or tr e at m e nt wit h a nti -C D 4 7 or a nti -C D 1 9 ( ot h er t h a n C A R -T) or 
i m m u n o m o d ul at or y a g e nts li k e t h ali d o mi d e or l e n ali d o mi d e.

2. Pri m ar y  r efr a ct or y D L B C L:

 Pri m ar y  r efr a ct or y d efi niti o n f or t his pr ot o c ol: res p o ns e l ess t h a n a P R t o first -li n e 
t h er a py or pr o gr essi o n d uri n g or wit hi n 6 m o nt hs aft er c o m pl eti o n of first li n e of 
t h er a py.

3. Hi g h -gr a d e l y m p h o m a (f or m erl y k n o w n as ‘ d o u bl e’ or ‘tri pl e hit’ D L B C L) or C N S 
l ym p h o m a ( pri m ar y  or s e c o n d ar y).

 Si m ult a n e o us d et e cti o n of M Y C wit h B C L 2 a n d/ or B C L 6 tr a nsl o c ati o n(s) d efi n e d 
b y  fl u or es c e n c e i n sit u h y bri di z ati o n. M Y C, B C L 2, B C L 6 t esti n g pri or t o st u d y 
e nr ol lm e nt is n ot r e q uir e d. FI S H t esti n g is r e q uir e d pri or t o e nr oll m e nt if 
hist ori c al r es ults ar e n ot a v ail a bl e.

 C N S l y m p h o m a i n v ol v e m e nt – pr es e nt or p ast m e di c al hist or y

4. A n y  hi st or y of m ali g n a n ci es ot h er t h a n D L B C L e x c e pt f or:

 B as al c ell or s q u a m o us c ell c ar ci n o m a of t h e s ki n or B o w e n’s dis e as e t h at h as 
a d e q u at el y b e e n tr e at e d.

 A n y  pri or m ali g n a n ci es ≥ 3 y e ars b ef or e r a n d o mi z ati o n wit h n o s u bs e q u e nt 
e vi d e n c e of r e c urr e n c e or pr o gr essi o n wit h o ut tr e at m e nt r e g ar dl ess of st a g e of 
dis e as e.
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 A n y  pri or m ali g n a n ci es i n sit u, st a g e 0 – 1 c a n c er < 3 y e ars b ef or e r a n d o mi z ati o n 
t h at h as a r e m ot e pr o b a bilit y of r e c urr e n c e or pr o gr essi o n p er i n v esti g at or.

5. Pri or c a n c er tr e at m e nt, r a di ot h er a p y wit hi n 2 w e e ks or m aj or s ur g er y wit hi n 2 w e e ks.

6. Pri or all o g e n ei c st e m c ell tr a ns pl a nt ati o n; a ut ol o g o us st e m c ell tr a ns pl a nt ati o n wit hi n 
1 2 w e e ks pri or t o e nr o ll m e nt.

7. Si g nifi c a nt c ar di a c/ c ar di o v as c ul ar/t hr o m b o e m b oli c dis e as e, s u c h as 

 S y m pt o m ati c c o n g esti v e h e art f ail ur e ( N e w Y or k H e art Ass o ci ati o n Cl ass III or 
I V), s ym pt o m ati c c or o n ar y  art er y dis e as e, my o c ar di al i nf ar cti o n, u nst a bl e a n gi n a 
wit hi n t h e l ast 6 m o nt hs or k n o w n 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)

 Pr ol o n g e d Q T c F i nt er v al > 4 7 0 ms e c at s cr e e ni n g. 

 Hist or y  of sy m pt o m ati c v e ntri c ul ar or s u pr a v e ntr i c ul ar arr yt h mi a (i nt er mitt e nt or 
p er m a n e nt atri al fi brill ati o n is n ot a n e x cl usi o n crit eri o n), i n h erit e d arr h yt h mi a, or 
br a d y c ar di a

 Hist or y  of d e e p v e n o us t hr o m b osis or p ul m o n ar y e m b olis m. K n o w n, a c q uir e d, or 
h er e dit ar y  t hr o m b o p hili a.

8. P arti ci p a nts wit h 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, i n cl u di n g 
( b ut n ot li mit e d t o) C O VI D-1 9/ S A R S -C o V -2, H B V, H C V, or AI D S r el at e d ill n ess.

 F or P h as e 2, HI V: P arti ci p a nts wit h a n u n d et e ct a bl e vir al l o a d a n d a C D 4 c o u nt ≥ 

4 0 0 µ L  ar e eli gi bl e (t h e y are n ot eli gi bl e f or P h as e 1 b).

 H e p atitis B: T his crit eri o n e x cl u d es p arti ci p a nts wit h a p ositi v e H Bs A g (i e, eit h er 
a c ut e or c hr o ni c a cti v e h e p atitis). P arti ci p a nts wit h p ositi v e a nti -H B c A b b ut 
n e g ati v e H Bs A g a n d a nti -H Bs A b pr ofil e or vir al D N A n e g ati v e ar e eli gi bl e .3 0

 H e p atitis C: P ositi v e H C V A b is i n di c ati v e of i nf e cti o n b ut m a y  n ot n e c ess aril y 
r e n d er a p ot e nti al c a n di d at e i n eli gi bl e, d e p e n di n g o n cli ni c al cir c u mst a n c es. If 
e x p os ur e t o H C V is r e c e nt, H C V A b m a y  n ot h a v e yet t ur n e d p ositi v e. I n t h es e 
cir c u ms t a n c es t est f or H C V R N A. If H C V R N A is d et e ct e d t h e p arti ci p a nt is n ot 
eli gi bl e. R ef er t o C D C w e bsit e f or f urt h er d et ails. 3 1

 C O VI D -1 9/ S A R S -C o V -2: W hil e S A R S -C o V -2 t esti n g is n ot m a n d at e d f or e ntr y  
i nt o t his st u d y, t esti n g s h o ul d f oll o w l o c al cli ni c al pr a ctic e st a n d ar ds. If a 
p arti ci p a nt h as a p ositi v e t est r es ult f or S A R S- C o V - 2 i nf e cti o n, is k n o w n t o h a v e 
a s y m pt o m ati c i nf e cti o n or is s us p e ct e d of h a vi n g S A R S -C o V -2, t h e p arti ci p a nt is 
e x cl u d e d u ntil a n e g ati v e a nti g e n t est a n d r es ol uti o n of s y m pt o ms if a p pli c a bl e.
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9. G astr oi nt esti n al a b n or m aliti es i n cl u di n g t h e i n a bilit y t o t a k e or al m e di c ati o n, 
r e q uiri n g i ntr a v e n o us ali m e nt ati o n, or pri or s ur gi c al pr o c e d ur e or c o n diti o n aff e cti n g 
a bs or pti o n.

1 0. Ot h er m e di c al or ps y c hi atri c c o n diti o n i n cl u di n g r e c e nt ( wit hi n t h e p as t ye 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 ri o r/ C o n c o mit a nt T h e r a p y:

1 1. Li v e att e n u at e d v a c ci n es wit hi n 4 w e e ks pri or t o r a n d o mi z ati o n a n d w hil e o n tri al. 

1 2. Us e of c orti c ost er oi ds e x c e pt f or t h e f oll o wi n g:

 I ntr a n as al, i n h al e d, e ye dr o ps, t o pi c al st er oi ds, or l o c al st er oi d i nj e cti o n 
( e g, i ntr a arti c ul ar i nj e cti o n).

 S y st e mi c c orti c ost er oi ds ≤ 1 0 m g/ d a y  of pr e d nis o n e or e q ui v al e nt.

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:

1 3. P arti ci p ati o n i n ot h er st u di es i n v ol vi n g st u d y i nt er v e nti o n wit hi n 2 8 d a ys pri or t o 
st u d y e ntr y. A p arti ci p a nt m a y b e eli gi bl e e v e n if t h e y ar e i n t h e f oll o w- u p p h as e of 
a n i n v esti g at i o n al st u d y as l o n g as t h e y h a v e n’t r e c ei v e d i n v esti g ati o n al tr e at m e nt i n 
t h e st u d y f or 2 8 d a y s.

Ot h e r E x cl usi o n C rit e ri a:

1 4. I n v esti g at or sit e st aff 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 a n d t h eir f a mil y 
m e m b ers, 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 s p o ns or a n d s p o ns or 
d el e g at e e m pl o y e e s 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 a n d t h eir f a mil y 
m e m b ers.

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

5. 3. 1. C o nt r a c e pti o n

T h e i n v esti g at or or t h eir d esi g n e e, i n c o ns ult ati o n wit h t h e p arti ci p a nt, will c o nfir m t h at t h e 
p arti ci p a nt is usi n g a n a p pr o pri at e m et h o d of c o ntr a c e pti o n f or t h e i n di vi d u al p arti ci p a nt a n d 
t h eir p art n er(s) fr o m t h e p er mitt e d list of c o ntr a c e pti o n m et h o ds (s e e S e cti o n 1 0. 4. 4 ) a n d will 
c o nfir m t h at t h e p arti ci p a nt h as b e e n i nstr u c t e d i n its c o nsiste nt a n d c orr e ct us e. At ti m e 
p oi nts i n di c at e d i n t h e S o A , t h e i n v esti g at or or d esi g n e e will i nf or m t h e p arti ci p a nt of t h e 
n e e d t o us e hi g hl y  eff e cti v e c o ntr a c e pti o n c o nsist e ntl y a n d c orr e ctl y a n d d o c u m e nt t h e 
c o n v ers ati o n a n d t h e p arti ci p a nt’s affir m ati o n i n t h e p arti ci p a nt’s c h art. P arti ci p a nts n e e d t o 
affir m t h eir c o nsist e nt a n d c orr e ct us e of t h e s el e ct e d m et h o d(s) of c o ntr a c e pti o n, c o nsi d eri n g 
t h at t h eir ris k f or pr e g n a n c y m a y h a v e c h a n g e d si n c e t h e l ast visit.
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I n a d diti o n, t h e i n v esti g at or or d esi g n e e will i nstr u ct t h e p arti ci p a nt t o c all i m m e di at el y if t h e 
s el e ct e d c o ntr a c e pti o n m et h o d is dis c o nti n u e d a n d d o c u m e nt t h e r e q uir e m e nt t o us e a n 
alt er n at e pr ot o c ol -s p e cifi e d m et h o d, i n cl u di n g if t h e p arti ci p a nt will n o l o n g er us e a bsti n e n c e 
as t h e s el e ct e d c o ntr a c e pti o n m et h o d, or if pr e g n a n c y is k n o w n or s us p e ct e d i n t h e p arti ci p a nt 
or p art n er.

5. 3. 2. P h ot os e nsiti vi t y

P h ot os e nsiti vit y  h as b e e n r e p ort e d as a n a d v ers e dr u g r e a cti o n ( u n c o m m o n: ≥ 1/ 1 0 0 0 t o 
< 1/ 1 0 0) wit h l e n ali d o mi d e. P arti ci p a nts will b e a d vis e d t o r e p ort a n y r e a cti o n t o s u n e x p os e d 
s ki n. If a p h ot os e nsiti vit y r e a cti o n o c c urs i n a p arti ci p a nt, s p e ci al pr e ca uti o ns s h o ul d t h e n b e 
t a k e n t o li mit a n y p ot e nti al p h ot o irrit ati o n eff e ct, b y mi ni mi zi n g t h e p arti ci p a nts’ e x p os ur e 
t o li g ht i n cl u di n g s u nli g ht, a n d e x p os ur e t o hi g h i nt e nsit y U V B li g ht s o ur c es s u c h as t a n ni n g 
b e ds, t a n ni n g b o ot hs a n d s u nl a m ps. F urt h er m o r e, f or p h ot os e nsiti v e p arti ci p a nts, t h es e 
i n di vi d u als s h o ul d b e e n c o ur a g e d t o a p ply s u ns cr e e n/s u n bl o c k d ail y a n d t o w e ar cl ot hi n g t h at 
c o v ers ar e as of e x p os e d s ki n w h e n o ut d o ors d uri n g d a y li g ht h o urs.

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

S cr e e n f ail ur es ar e d efi n e d as p arti ci p a nts w h o c o ns e nt t o p arti ci p at e i n t h e cli ni c al st u d y  b ut 
ar e n ot s u bs e q u e ntl y  e nr oll e d i n t h e st u d y. A mi ni m al s et of s cr e e n f ail ur e i nf or m ati o n is 
r e q uir e d t o b e e nt er e d i nt o t h e C R F t o e ns ur e tr a ns p ar e nt r e p orti n g of s cr e e n f ail ur e 
p arti ci p a nts t o m e et t h e C O N S O R T p u blis hi n g r e q uir e m e nts a n d t o r es p o n d t o q u eri es fr o m 
r e g ul at or y a ut h oriti es. Mi ni m al i nf or m ati o n i n cl u d es d e m o gr a p h y, i nf or m e d c o ns e nt, 
I ncl usi o n/ E x cl usi o n, s cr e e n f ail ur e d et ails ( dis p ositi o n), a n d a n y S/ A E.

I n di vi d u als w h o d o n ot m e et t h e crit eri a f or p arti ci p ati o n i n t his st u d y  (s cr e e n f ail ur e) m a y b e 
r es cr e e n e d o n c e. T h es e p arti ci p a nts will b e pr o vi d e d a n e w S SI D. Pr e vi o usl y c oll e ct e d 
s a m pl es or e x a ms m a y  b e utili z e d if wit hi n t h e r e q uir e m e nts of t h e S o A ( e g, pr e vi o usl y 
c oll e ct e d s cr e e ni n g s a m pl es w er e d o n e b et w e e n - D 2 8 t o -D 1 or as n ot e d i n S o A ). 

6. S T U D Y I N T E R V E N TI O N( S ) A N D C O N C O MI T A N T T HE R A P Y

St u d y  i nt er v e nti o ns ar e all pr es p e cifi e d i n v esti g ati o n al a n d a u xili ar y m e di ci n al pr o d u cts 
( A x M P), m e di c al d e vi c es, a n d ot h er i nt er v e nti o ns ( e g, s ur gi c al a n d b e h a vi or al) i nt e n d e d t o 
b e a d mi nist er e d t o t h e st u d y p arti ci p a nts d uri n g t h e st u d y c o n d u ct. F or t h e p ur p os es of t his 
pr ot o c ol, st u d y  i nt er v e nti o n r ef ers t o P F-0 7 9 0 1 8 0 1, c o m bi n ati o n dr u gs t af asit a m a b a n d 
l e n ali d o mi d e, a n d a u xili ar y m e di ci n al pr o d u cts us e d f or P E T s c a n a n d as pr e-m e di c ati o ns. 

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

T a bl e 4 . St u d y I nt e r v e nti o n(s) - I M P

I nt e r v e nti o n N a m e P F -0 7 9 0 1 8 0 1 T af a sit a m a b L e n ali d o mi d e
A r m  N a me
( g r o u p of p a rti ci p a nts 
r e c ei vi n g a s p e cifi c 
t r e at me nt o r n o 
t r e at me nt)

A d mi nist er e d t o all 
p arti ci p a nts 

A d mi nist er e d t o all 
p arti ci p a nts

A d mi nist er e d t o all 
p arti ci p a nts 
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T a bl e 4 . St u d y I nt e r v e nti o n(s) - I M P

I nt e r v e nti o n N a m e P F -0 7 9 0 1 8 0 1 T af a sit a m a b L e n ali d o mi d e
T y p e Bi ol o gi c: C D 4 7 

t ar g eti n g F c-f usi o n 

pr ot ei n

Bi ol o gi c: C D 1 9 
t ar g eti n g m o n o cl o n al 

a nti b o d y

Dr u g: I Mi D

D o s e F o r m ul ati o n Si n gl e -us e vi als Si n gl e -us e vi als C a ps ul es

U nit D os e St r e n gt h(s) 1 0 m g/ m L s ol uti o n f or 
i nj e cti o n; 1 4 m L/ vi al

2 0 0 m g/ vi al 2. 5 m g, 5 m g, 1 0 m g, 
1 5 m g, 2 0 m g, 2 5 m g

D os a g e L e v el(s) S e cti o n 6. 1. 1. 1 S e cti o n 6. 1. 1. 2 S e cti o n 6. 1. 1. 3

R o ut e of 
A d mi nist r ati o n

I V i nf usi o n I V i nf usi o n P O

Us e E x p eri m e nt al E x p eri m e nt al w h e n 
c o m bi n e d wit h
P F -0 7 9 0 1 8 0 1 

E x p eri m e nt al w h e n 
c o m bi n e d wit h 
P F -0 7 9 0 1 8 0 1 

I M P o r N I M P/ A x M P I M P I M P I M P
S o u r ci n g Pr o vi d e d c e ntr all y b y 

t h e s p o ns or. R ef er t o I P 
M a n u al.

Pr o vi d e d c e ntr all y b y 
t h e s p o ns or. R ef er t o I P 
M a n u al.

Pr o vi d e d c e ntr all y b y t h e 
s p o ns or. R ef er t o I P 
M a n u al.

P a c k a gi n g a n d 
L a b eli n g

C art o n c o nt ai ni n g 
1 vi al. E a c h vi al a n d 

c art o n w ill b e o p e n 
l a b el e d as r e q uir e d b y 
e a c h c o u ntr y.

A d diti o n al d osi n g 
d et ails will b e pr o vi d e d 

i n t h e I P M a n u al.

C art o n c o nt ai ni n g 1 vi al. 
E a c h vi al a n d c art o n will 

b e o p e n l a b el e d as 
r e q uir e d b y e a c h 
c o u ntr y.

A d diti o n al d osi n g d et ails 
will b e pr o vi d e d i n t h e 

I P M a n u al.

Will b e pr o vi d e d as blist er 
p a c ks. E a c h blist er p a c k 

will b e o p e n l a b el e d as 
r e q uir e d b y e a c h c o u ntr y.

A d diti o n al d et ails will b e 

pr o vi d e d i n t h e I P M a n u al.

C u r r e nt/ F o r m e r 
N a m e(s) o r Ali as( es)

P F -0 7 9 0 1 8 0 1 T af asit a m a b L e n ali d o mi d e
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T a bl e 5 . St u d y I nt e r v e nti o ns Cl assifi e d as NI M Ps/ A x M Ps

I nt e r v e nti o n 
N a m e

Fl u d e o x y gl u c
os e ( 1 8 F) 
( F D G)

P a r a c et a m ol a Di p h e n h y d r a m i n e 
h y d r o c hl o ri d e a .

Ci m eti di n e a . M et h yl p r e d nis ol o n e a .

A R M N a m e
( g r o u p of 
p a rti ci p a nts 
r e c ei vi n g a 
s p e cifi c 
t r e atm e nt) 

M a y b e 
a d mi nist er e d 
t o all 
p arti ci p a nts 
f or us e wit h 
P E T s c a n

M a y b e 
a d mi nist er e d 
t o all 
p arti ci p a nts as 
pr e m e di c ati o n
a

M a y b e 
a d mi nist er e d t o all 
p arti ci p a nts as 

pr e m e di c ati o n a

M a y b e 
a d mi nist er e d t o 
all p arti ci p a nts 
as 

pr e m e di c ati o n a

M a y b e a d mi nist er e d 
t o all p arti ci p a nts as 

pr e m e di c ati o n a

T y p e Dr u g 
( di a g n osti c)

Dr u g Dr u g Dr u g Dr u g 

D os e 
F o r m ul ati o n

As p er S m P C As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C

U nit D os e 
St r e n gt h(s)

As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C  As p er S m P C

D os a g e 
L e v el(s)

S e e MI NJ U VI 
S m P C a n d 
i nstit uti o n al 
g ui d eli n es

S e e MI NJ U VI 
S m P C a n d 
i nstit uti o n al 
g ui d eli n es

S e e MI NJ U VI 
S m P C a n d 
i nstit uti o n al 
g ui d eli n es

S e e MI NJ U VI S m P C 
a n d i nstit uti o n al 
g ui d eli n es

R o ut e of 
A d mi nist r ati o n

I V i nj e cti o n P O P O or I V P O I V i nj e cti o n or 
i nf usi o n

Us e F or us e wit h 
P E T

Pr e m e di c ati o n Pr e m e di c ati o n Pr e m e di c ati o n Pr e m e di c ati o n

I M P o r 
N I M P/ A x M P

A x M P  A x M P  A x M P A x M P A x M P

S o u r ci n g Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d

P a c k a gi n g a n d 
L a b eli n g

Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d Sit e S o ur c e d 

C u r r e nt/ F o r m e
r N a m e(s) o r 
Ali as( es)

P er l o c al sit e 
s o ur ci n g

P er l o c al sit e 
s o ur ci n g

P er l o c al sit e 
s o ur ci n g

P er l o c al sit e 
s o ur ci n g

P er l o c al sit e s o ur ci n g

a. Pr e m e di c ati o ns t h at m a y b e gi v e n as p er MI NJ U VI S m P C [ e q ui v al e nt pr e m e di c ati o n(s) i n cl u d es v ari ati o ns t o 
t h e st at e d o n es, d e p e n di n g o n t h e f or m ul ati o ns a v ail a bl e l o c all y a n d or i n a c c or d a n c e wit h i nstit uti o n al g ui d eli n es].

6. 1. 1. A d mi nist r ati o n

F or t his st u d y , a c ycl e is d efi n e d as 2 8 d a y s, r e g ar dl ess of miss e d d os es or d os e i nt err u pti o ns.

A d mi nistr ati o n of P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b m a y b e p erf or m e d o n a n o ut p ati e nt b asis. 
T h er e is a ris k of all er gi c r e a cti o ns, i n cl u di n g a n a p h yl a xis s h o c k, t h us t h es e i nf usi o ns ar e t o 
b e a d mi nist er e d i n a s etti n g t h at all o ws f or i m m e di at e a c c ess t o a n i nt e nsi v e c ar e u nit or 
e q ui v al e nt e n vir o n m e nt a n d a d mi nistr ati o n of t h er a p y  f or a n a p h yl a xis, s u c h as t h e a bilit y t o 
i m pl e m e nt i m m e di at e r es us cit ati o n m e as ur es.

P F - 0 7 9 0 1 8 0 1 a n d t af asit a m a b dr u g pr o d u cts will b e dil ut e d a n d a d mi nist er e d as p er t h e I P 
M a n u al. 

B o d y w ei g ht f or d osi n g of P F -0 7 9 0 1 8 0 1 (i n p art 1 b of t h e st u d y ) a n d t af asit a m a b c a n b e 
m e as ur e d u p t o 7 2 h o urs pri or t o a d mi nistr ati o n o n D a y  1 of e a c h c ycl e. T his b as eli n e w ei g ht 
will b e us e d t o c al c ul at e t h e s u bs e q u e nt d os e(s) d uri n g t h e gi v e n c y cl e pr o vi d e d t h e w ei g ht 
d o es n ot d e vi at e m or e t h a n ± 1 0 % fr o m b as eli n e d uri n g t h e c o urs e of t his c y cl e. I n c as es 
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w h er e t h e p arti ci p a nt’s b o d y  w ei g ht c h a n g es m or e t h a n ± 1 0 % fr o m b as eli n e, t h e c urr e nt 
w ei g ht will b e us e d t o c al c ul at e t h e n e xt a n d s u bs e q u e nt d os es of dr u g. Usi n g b o d y w ei g ht 
pri or t o e a c h i nf usi o n is als o all o w e d, if t his is t h e i n v esti g at or's us u al st a n d ar d of c ar e.

Pr e -i nf usi on s af et y l a b or at or y  t est r es ults m ust b e r e vi e w e d pri or t o d osi n g, p er d osi n g 
s c h e d ul e.

Q u alifi e d a n d tr ai n e d i n v esti g at or sit e p ers o n n el will a d mi nist er P F -0 7 9 0 1 8 0 1 a n d 
t af asit a m a b t o p arti ci p a nts b y IV i nf usi o n. D uri n g a n d f oll o wi n g e a c h i nf usi o n, t h e 
p arti ci p a nts will b e m o nit or e d cl os el y f or si g ns a n d s y m pt o ms of a n I R R. I n c as e of I RRs o r 
ot h er a d v ers e r e a cti o ns, c o ns ult t h e r e c o m m e n d e d d os e m o difi c ati o ns pr o vi d e d i n T a bl e 9 .

O n d a y s i n w hi c h P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b ar e a d mi nist er e d o n t h e s a m e d a y , 
P F -0 7 9 0 1 8 0 1 is a d mi nist er e d first. 

6. 1. 1. 1. P F -0 7 9 0 1 8 0 1

P h as e 1 b: T h e i niti al d os e l e v els P F - 0 7 9 0 1 8 0 1 ar e as f oll o ws:

C o h ort 1 ( D L 1): 4 m g/ k g , C 1 t o C 3 Q W t h e n ≥ C 4 Q 2 W.

C o h ort 2 ( D L 2): 1 0 m g/ k g, C 1 t o C 3 Q W t h e n ≥ C 4 Q 2 W.

C o h ort 3 ( D L 3): 1 8 m g/ k g , C 1 t o C 3 Q W t h e n ≥ C 4 Q 2 W.

P h as e 2: if at l e ast 2 d os es fr o m P h as e 1 b ar e c o nsi d er e d t ol er a bl e, a p pr o xi m at el y  
5 0 p arti ci p a nts will b e r a n d o mi z e d t o o n e of 2 s el e ct e d fi x e d d os es b as e d o n P h as e 1 b d at a. If 
o nl y  1 d os e fr o m P h as e 1 b is c o nsi d er e d t ol er a bl e, a p pr o xi m at el y  2 5 p arti ci p a nts will b e 
tr e at e d at t h at o n e s el e ct e d fi x e d d os e. 

Pr e m e di c ati o ns ar e n ot r e q uir e d f or P F -0 7 9 0 1 8 0 1 b ut m a y  b e a d mi nist er e d p er i nstit uti o n al 
g ui d eli n es at t h e i n v esti g at or’s dis cr eti o n a n d/ or if a pri or I R R h as b e e n e x p eri e n c e d. 

F or at l e ast t h e first 4 i nf usi o ns of P F -0 7 9 0 1 8 0 1, t h e p arti ci p a nt is t o r e m ai n i n t h e cli ni c f or 
o bs er v ati o n f or at l e ast 1 h o ur aft er t h e i nf usi o n ( a n d t his 1 h o ur m ust c o m pl et e pri or t o 
st arti n g t h e s u bs e q u e nt t af asit a m a b i nf usi o n).  

6. 1. 1. 2. T af asit a m a b

T a f asit a m a b will b e a d mi nist er e d 1 2 m g/ k g I V wit h t h e f oll o wi n g s c h e d ul e: 

 C 1: D a y s 1, 4, 8, 1 5 a n d 2 2.

 C 2 a n d C 3 ( Q W): D a ys 1, 8, 1 5 a n d 2 2.

 ≥ C 4 ( Q 2 W): D a y s 1 a n d 1 5.

O n d a y s i n w hi c h P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b ar e a d mi nist er e d o n t h e s a m e d a y , 
P F - 0 7 9 0 1 8 0 1 is a d mi nist er e d first. 
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As p er MI NJ U VI (t af asit a m a b) S m P C: 

 A pr e m e di c ati o n t o r e d u c e t h e ris k of I R Rs s h o ul d b e a d mi nist er e d 3 0 mi n ut es t o 
1 2 0 mi n ut es pri or t o t af asit a m a b i nf usi o n; f or p arti ci p a nts n ot e x p eri e n ci n g I R Rs 
d uri n g t h e first 3 i nf usi o ns, pr e m e di c ati o n is o pti o n al f or s u bs e q u e nt i nf usi o ns. T h e 
pr e m e di c ati o n m a y  i n cl u d e p ar a c et a m ol/ a c et a mi n o p h e n, di p h e n h ydr a mi n e, 
ci m eti di n e, or m et h y l pr e d nis ol o n e [ or t h eir r es p e cti v e e q ui v al e nt(s)]. T h e i n v esti g at or 
m a y  r e p e at d os es of i n di vi d u al a g e nts as r e quir e d a n d us e ot h er a g e nts, d os es a n d/ or 
f or m ul ati o ns i n a c c or d a n c e wit h i nstit uti o n al g ui d eli n es. A n y pr e m e di c ati o n gi v e n 
s h o ul d b e r e p ort e d i n t h e e C R F. 

 F or t h e first i nf usi o n o n C 1, t h e i ntr a v e n o us i nf usi o n r at e s h o ul d b e 7 0 m L/ h f or t h e 
first 3 0 mi n ut es. Aft er w ar ds, t h e r at e s h o ul d b e i n cr e as e d t o c o m pl et e t h e first 
i nf usi o n wit hi n a 2. 5- h o ur p eri o d. All s u bs e q u e nt i nf usi o ns s h o ul d b e a d mi nist er e d 
wit hi n a 1. 5 t o 2 -h o ur p eri o d. I n c as e of I R Rs or ot h er a d v ers e r e a cti o ns, c o ns ult t h e 
r e c o m m e n d e d d os e m o difi c ati o ns pr o vi d e d i n T a bl e 9 . 

F or at l e ast t h e first 3 i nf usi o ns, t h e p arti ci p a nt is t o r e m ai n i n t h e cli ni c f or o bs er v ati o n f or at 
l e ast 1 h o ur ( or as p er i nstit uti o n al g ui d eli n es) aft er t h e t af asit a m a b i nf usi o n.

6. 1. 1. 3. L e n ali d o mi d e 

L e n ali d o mi d e will b e a d mi nist er e d a c c or di n g t o i nstr u cti o ns i n t h e c urr e nt R e vli mi d S m P C. 2 0

St arti n g o n C 1 D 1, l e n ali d o mi d e will b e a d mi nist er e d 2 5 m g P O d ail y  o n D a ys 1 t hr o u g h 2 1 
of e a c h 2 8 -d a y  c ycl e f or u p t o 1 2 c y cl es .

O n C 1 D 1, C 2 D 1, C 3 D 1, C 4 D 1, t h e d ail y  d os e of l e n ali d o mi d e is t o b e t a k e n at t h e cli ni c 
aft er t h e bl o o d dr a w f or l e n ali d o mi d e P K a n d pri or t o t h e P F- 0 7 9 0 1 8 0 1 I V i nf usi o n ( S e e 
S o A ).

L e n ali d o mi d e is pri m aril y e x cr et e d b y t h e ki d n e y; p arti ci p a nts wit h gr e at er d e gr e es of r e n al 
i m p air m e nt c a n h a v e i m p air e d tr e at m e nt t ol er a n c e. F or p arti ci p a nts wit h m o d er at e r e n al 
i m p air m e nt ( cr e ati ni n e cl e ar a n c e ≥ 3 0 m L/ mi n a n d < 6 0 m L / mi n), l e n ali d o mi d e will b e st art e d 
( a n d/ or r e d u c e d) to 1 0 m g d ail y. T h e d os e m a y b e es c al at e d t o 1 5 m g Q D aft er 2 c y cl es if 
p arti ci p a nt is n ot r es p o n di n g t o tr e at m e nt a n d is t ol er ati n g t h e tr e at m e nt.

P arti ci p a nts m a y  t a k e t h eir or al d os es of l e n ali d o mi d e wit h o ut r e g ar d t o f o o d.

F o r t a k e h o m e st u d y i nt e r v e nti o n a d mi nist r ati o n (l e n ali d o mi d e):

P arti ci p a nts m ust b e i nstr u ct e d t o t a k e t h eir m e di c ati o n at a p pr o xi m at el y  t h e s a m e ti m e e a c h 
d a y  a n d t o n ot t a k e m or e t h a n t h e pr es cri b e d d os e at a n y ti m e. 

If a p arti ci p a nt miss es a s c h e d ul e d d os e of st u d y i nt er v e nti o n, an d it is wit hi n 1 2 h o urs of t h e 
s c h e d ul e d d os e, t h e p arti ci p a nt s h o ul d i m m e di at el y  a d mi nist er t h e miss e d d os e a n d r es u m e 
st u d y i nt er v e nti o n i n a c c or d a n c e wit h t h e n or m al a d mi nistr ati o n s c h e d ul e. If m or e t h a n 1 2 
h o urs h a v e el a ps e d si n c e t h e ti m e of s c h e d ul e d a d mi nistr ati o n, t h e p arti ci p a nt s h o ul d b e 
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i nstr u ct e d n ot t o a d mi nist er t h e miss e d d os e a n d t o r es u m e st u dy i nt er v e nti o n as pr es cri b e d. 

P arti ci p a nts s h o ul d n ot t a k e 2 d os es t o g et h er t o “ m a k e u p ” f or a miss e d d os e.

If a p arti ci p a nt v o mits a n y ti m e aft er t aki n g a d os e, h e/s h e m ust b e i nstr u ct e d n ot t o “ m a k e it 
u p ” b ut t o r es u m e s u bs e q u e nt d os es t h e n e xt d a y  as pr es cri b e d. 

If a p arti ci p a nt i n a d v ert e ntl y t a k es 1 e xtr a d os e d uri n g a d a y , t h e p arti ci p a nt s h o ul d n ot t a k e 
t h e ne xt d os e of l e n ali d o mi d e.

A d osi n g di ar y  will b e pr o vi d e d t o t h e p arti ci p a nt t o ai d i n c o m pli a n c e wit h t h e d osi n g 
i nstr u cti o ns.

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

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

2. O nl y  p arti ci p a nts e nr oll e d i n t h e st u d y m a y r e c ei v e st u d y i nt er v e nti o n a n d o nl y 
a ut h ori z e d sit e st aff m a y  s u p pl y or a d mi nist er st u d y i nt er v e nti o n. 

3. All st u d y  i nt er v e nti o ns m ust b e st or e d i n a s e c ur e, e n vir o n m e nt all y c o ntr oll e d, a n d 
m o nit or e d ( m a n u al or a ut o m at e d r e c or di n g) ar e a i n a c c or d a n c e wit h t h e l a b el e d 
st or a g e c o n diti o ns wit h a c c ess li mit e d t o t h e i n v esti g at or a n d a ut h ori z e d sit e st aff. At 
a mi ni m u m, d ail y  mi ni m u m a n d m a xi m u m t e m p er at ur es f or all sit e st or a g e l o c ati o ns 
m ust b e d o c u m e nt e d a n d a v ail a bl e u p o n r e q u est. D at a f or n o n w or ki n g d a y s m u st 
i n di c at e t h e mi ni m u m a n d m a xi m u m t e m p er at ur es si n c e pr e vi o usly d o c u m e nt e d f or 
all sit e st or a g e l o c ati o ns u p o n r et ur n t o b usi n ess.

4. A n y  e x c ursi o ns fr o m t h e st u d y i nt er v e nti o n l a b el st or a g e c o n diti o ns s h o ul d b e 
r e p ort e d t o Pfi z er u p o n dis c o v er y al o n g wit h a ny a cti o ns t a k e n. T h e sit e s h o ul d 
a cti v el y p urs u e o pti o ns f or r et ur ni n g t h e st u d y i nt er v e nti o n t o t h e st or a g e c o n diti o ns 
d es cri b e d i n t h e l a b eli n g, as s o o n as p ossi bl e. O n c e a n e x c ursi o n is i d e ntifi e d, t h e 
st u d y i nt er v e nti o n m ust b e q u ar a nti n e d a n d n ot us e d u ntil Pfi z er pr o vi d es p er missi o n 
t o us e t h e st u d y i nt er v e nti o n. S p e cifi c d et ails r e g ar di n g t h e d efi niti o n of a n e x c ursi o n 
a n d i nf or m ati o n t h e sit e s h o ul d r e p ort f or e a c h e x c ursi o n will b e pr o vi d e d t o t h e sit e 
i n t h e IP M a n u al.

5. A n y  st or a g e c o n diti o ns st at e d i n t h e S R S D will b e s u p ers e d e d b y t h e st or a g e 
c o n diti o ns st at e d o n t h e l a b el.

6. St u d y  i nt er v e nti o ns s h o ul d b e st or e d i n t h eir ori gi n al c o nt ai n ers.

7. Sit e st aff will i nstr u ct p arti ci p a nts o n t h e pr o p er st or a g e r e q uir e m e nts f or t a k e h o m e 
st u d y i nt er v e nti o n.
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8. S e e t h e I P M a n u al f or st or a g e c o n diti o ns of t h e st u d y  i nt er v e nti o n o n c e pr e p ar e d f or 
a d mi nistr ati o n.

9. T h e i n v esti g at or, i nstit uti o n, or t h e h e a d of t h e m e di c al i nstit uti o n ( w h er e a p pli c a bl e) 
or a ut h ori z e d sit e st aff is r es p o nsi bl e f or st u d y i nt er v e nti o n a c c o u nt a bilit y , 
r e c o n cili ati o n, a n d r e c or d m ai nt e n a n c e (i e, r e c ei pt, r e c o n cili ati o n, a n d fi n al 
dis p ositi o n r e c or ds), s u c h as t h e I P A L  or S p o ns or-a p pr o v e d e q ui v al e nt. All st u d y  
i nt er v e nti o ns will b e a c c o u nt e d f or usi n g a st u dy i nt er v e nti o n a c c o u nt a bilit y 
f or m/r e c or d.

1 0. All st u d y  i nt er v e nti o ns pr o vi d e d b y t h e sit e t h at is t a k e n h o m e b y  t h e p arti ci p a nt, b ot h 
us e d a n d u n us e d, m ust b e r et ur n e d t o t h e i n v esti g at or b y  t h e p arti ci p a nt. R et ur n e d 
st u d y i nt er v e nti o n m ust n ot b e r e-dis p e ns e d t o t h e p arti ci p a nts.

1 1. F urt h er g ui d a n c e a n d i nf or m ati o n f or t h e fi n al dis p ositi o n of u n us e d st u d y  
i nt er v e nti o ns ar e pr o vi d e d i n t h e I P M a n u al. All d estr u cti o n m ust b e a d e q u at el y 
d o c u m e nt e d. If d estr u cti o n is a ut h ori z e d t o t a k e pl a c e at t h e i n v esti g at or sit e, t h e 
i n v esti g at or m ust e ns ur e t h at t h e m at eri als ar e d estr o ye d i n c o m pli a n c e wit h 
a p pli c a bl e e n v ir o n m e nt al r e g ul ati o ns, i nstit uti o n al p oli c y, a n d a n y s p e ci al i nstr u cti o ns 
pr o vi d e d b y Pfi z er.

U p o n i d e ntifi c ati o n of a pr o d u ct c o m pl ai nt, n otif y t h e S p o ns or wit hi n 1 b usi n ess d a y  of 
dis c o v er y  as d es cri b e d i n t h e IP M a n u al.

6. 2. 1. P r e p a r ati o n a n d Dis p e nsi n g

A q u a lifi e d st aff m e m b er will dis p e ns e t h e c e ntr all y s o ur c e d st u d y i nt er v e nti o n usi n g t h e I R T 
s yst e m vi a u ni q u e c o nt ai n er n u m b ers i n t h e b ottl es, vi als, or blist er c ar ds pr o vi d e d, i n 
q u a ntiti es a p pr o pri at e a c c or di n g t o t h e S o A . R ef er t o IP M a n u al f or dis p e ns ati o n of pr o d u cts. 
A s e c o n d st aff m e m b er will v erif y  t h e dis p e nsi n g. T h e p arti ci p a nt/ c ar e gi v er s h o ul d b e 
i nstr u ct e d t o m ai nt ai n t h e pr o d u ct i n t h e b ottl es, or blist er c ar ds, as a p pr o pri at e pr o vi d e d 
t hr o u g h o ut t h e c o urs e of d osi n g a n d r et ur n t h e b ottl es, or blist er c ar ds, as a p pr o pri at e t o t h e 
sit e at t h e n e xt st u d y visit.

S e e t h e I P M a n u al, f or i nstr u cti o ns o n h o w t o pr e p ar e t h e st u d y i nt er v e nti o n f or 
a d mi nistr ati o n. St u d y  i nt er v e nti o n s h o ul d b e pr e p ar e d a n d dis p e ns e d b y  a n a p pr o pri at ely 
q u alifi e d a n d e x p eri e n c e d m e m b er of t h e st u d y st aff ( e g, p h ys i ci a n, n urs e, p h ysi ci a n’s 
assist a nt, n urs e pr a ctiti o n er, p h ar m a c y  assist a nt/t e c h ni ci a n, or p h ar m a cist) as all o w e d b y 
l o c al, st at e, a n d i nstit uti o n al g ui d a n c e. A s e c o n d st aff me m b er will v erif y  t h e dis p e nsi n g.

F or P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b, vi als ar e si n gl e us e.

6. 3. Assi g n m e nt t o St u d y I nt e r v e nti o n

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er ( pr ot o c ol 
a m e n d m e nt 2) .
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T h e st u d y  i nt er v e nti o n will b e assi g n e d usi n g a n I R T s yst e m. T h e sit e will utili z e t h e IR T 
s yst e m t o assi g n t h e Dis p e ns a bl e U nit or c o nt ai n er n u m b er(s) pri or t o t h e st art of st u d y  
i nt er v e nti o n a d mi nistr ati o n f or e a c h p arti ci p a nt. 

T his is a n o p e n -l a b el st ud y . T h e i n v esti g at or’s k n o wl e d g e of t h e tr e at m e nt assi g n m e nt m ust 
n ot i nfl u e n c e t h e d e cisi o n t o e nr oll a p arti c ul ar p arti ci p a nt or aff e ct t h e or d er i n w hi c h 
p arti ci p a nts ar e e nr oll e d. P ot e nti al bi as i n p h as e 2 of t h e st u d y  will b e r e d u c e d b y t h e 
f oll o wi n g st e ps: c e ntr al r a n d o mi z ati o n.

St u d y  i nt er v e nti o n will b e dis p e ns e d o n t h e D a y 1 Visit of e a c h c ycl e.

T h e st u d y  s p e cifi c I R T r ef er e n c e m a n u al a n d I P M a n u al will pr o vi d e t h e c o nt a ct i nf or m ati o n 
a n d f urt h er d et ails o n t h e us e of t h e I R T s ys t e m.

6. 4. Bli n di n g

T his is a n o p e n-l a b el st u d y. 

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

W h e n p arti ci p a nts ar e d os e d at t h e sit e ( P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b), t h e y  will r e c ei v e 
st u d y i nt er v e nti o n dir e ctl y fr o m t h e i n v esti g at or or d esi g n e e, u n d er m e di c al s u p er visi o n. T h e 
d at e a n d ti m e of e a c h d os e a d mi nist er e d i n t h e cli ni c will b e r e c or d e d i n t h e s o ur c e 
d o c u m e nts a n d r e c or d e d i n t h e C R F. T h e d os e of st u d y  i nt er v e nti o n a n d st u d y p arti ci p a nt 
i d e ntifi c ati o n will b e c o nfir m e d at t h e ti m e of d osi n g b y a m e m b er of t h e st u d y sit e st aff 
ot h er t h a n t h e p ers o n a d mi nist eri n g t h e st u d y i nt er v e nti o n. 

T h e sit e will c o m pl et e t h e r e q uir e d d os a g e Pr e p ar ati o n R e c or d l o c at e d i n t h e I P M a n u al. T h e 
us e of t h e Pr e p ar ati o n R e c or d is pr ef err e d, b ut it d o es n ot pr e cl u d e t h e us e of a n e xisti n g 
a p pr o pri at e cli ni c al sit e d o c u m e nt ati o n s yst e m. T h e e xisti n g cli ni c al sit e’s d o c u m e nt ati o n 
s yst e m s h o ul d c a pt ur e all p erti n e nt/r e q uir e d i nf or m ati o n o n t h e pr e p ar ati o n a n d 
a d mi nistr ati o n of t h e d os e. T his m a y  b e us e d i n pl a c e of t h e Pr e p ar ati o n R e c or d aft er 
a p pr o v al fr o m t h e s p o ns or a n d/ or d esi g n e e.

W h e n p arti ci p a nts s elf -a d mi nist er st u d y  l e n ali d o mi d e at h o m e, c o m pli a n c e wit h st u d y 
i nt er v e nti o n will b e ass ess e d at e a c h visit. C o m pli a n c e will b e ass ess e d by dir e ct q u esti o ni n g, 
d osi n g di ar y  (t o b e m ai nt ai n e d w hil e o n l e n ali d o mi d e), a n d c o u nti n g r et ur n e d 
t a bl ets/ c a ps ul es d uri n g t h e sit e visits a n d d o c u m e nt e d i n t h e s o ur c e d o c u m e nts a n d C R F. 
P arti ci p a nts will b e r e q uir e d t o r et ur n t h e c o m pl et e d p ati e nt d osi n g di ar y  f or l e n ali d o mi d e o n 
D a y  1 of e v er y c ycl e t hr o u g h C y cl e 1 2 or E O T f or ti m el y r e vi e w by sit e p ers o n n el a n d 
dis c ussi o n of miss e d d os es a n d/ or c o m pli a n c e iss u es t o e ns ur e a c c ur at e d at a e ntr y  f or t h e 
D osi n g C R F.

A r e c or d of t h e n u m b er of P F - 0 7 9 0 1 8 0 1 vi als, t af asit a m a b vi als, a n d l e n ali d o mi d e c a ps ul es 
dis p e ns e d t o a n d t a k e n b y e a c h p arti ci p a nt m ust b e m ai nt ai n e d a n d r e c o n cil e d wit h st u d y  
i nt er v e nti o n a n d c o m pli a n c e r e c or ds. I nt er v e nti o n st art a n d st o p d at es, i n cl u di n g d at es f or 
i nt er v e nti o n i nt err u pti o ns a n d/ or d os e r e d u cti o ns, will als o b e r e c or d e d i n t h e C R F.
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6. 6. D os e M o difi c ati o n 

Crit eri a f or d os e m o difi c ati o n d u e t o t o xi cit y  a n d effi c a c y ar e pr es e nt e d i n t h e f oll o wi n g 
s e cti o ns. P F -0 7 9 0 1 8 0 1 d os e es c al ati o n/ d e -es c al ati o n is d es cri b e d i n S e cti o n 4. 3. 3 .

E v er y  eff ort s h o ul d b e m a d e t o a d mi nist er st u d y i nt er v e nti o n o n t h e pl a n n e d d os e a n d 
s c h e d ul e . I n t h e e v e nt of si g nifi c a nt t o xi cit y, d osi n g of P F-0 7 9 0 1 8 0 1 a n d t af asit a m a b m a y  b e 
m o difi e d as d es cri b e d b el o w. I n t h e e v e nt of m ulti pl e t o xi citi es, d os e m o difi c ati o n s h o ul d b e 
b as e d o n t h e w orst t o xi cit y  o bs er v e d a n d attri b uti o n f or t h e c o m bi n ati o n tr e at m e nt. 

D osi n g m o difi c ati o ns s h o ul d b e assi g n e d t o e a c h pr o d u ct b as e d o n attri b uti o n t o e a c h 
c o m p o n e nt (i e, w h e n c o m p o u n d A a n d B ar e c o m bi n e d a n d t o xi cit y  o c c urs a n d is attri b ut e d 
t o c o m p o u n d A, a d os e m o difi c ati o n of c o m p o u n d A m a y b e a p pli c a bl e b ut n ot n e c ess arily t o 
c o m p o u n d B). W h e n t o xi cit y  m a y b e attri b ut e d t o all c o m p o u n ds ( e g, n e utr o p e ni a a n d 
t hr o m b o c yt o p e ni a), all t h er a pi es will b e i nt err u pt e d a n d u p o n r e c o v er y o nly l e n ali d o mi d e 
will b e r e -st art e d at a l o w er d os e.

P arti ci p a nts ar e t o b e i nstr u ct e d t o n otif y  i n v esti g at ors at t h e first o c c urr e n c e of a n y a d v ers e 
s ym pt o m. I n a d diti o n t o d os e m o difi c ati o ns, i n v esti g at ors ar e e n c o ur a g e d t o e m pl o y  b est 
s u p p orti v e c ar e a c c or di n g t o l o c al i nstit uti o n al cli ni c al pr a cti c es.

6. 6. 1. D os e -M o difi c ati o n G ui d eli n es

All d os e m o difi c ati o ns s h o ul d b e b as e d o n t h e w orst pr e c e di n g t o xi cit y  a n d m ust b e r e c or d e d 
o n t h e C R F. D os e m o difi c ati o ns f or t af asit a m a b ar e f urt h er d es cri b e d i n MI NJ U VI  
(t af asit a m a b) S m P C; f or d os e m o difi c ati o ns r e g ar di n g l e n ali d o mi d e c o ns ult t h e R e vli mi d ® 
S m P C. 2 0 ,2 2

T a bl e 6 t hr o u g h T a bl e 9 pr o vi d e d os e m o difi c ati o ns i n c as e of h e m at ol o gi c a n d 
n o n -h e m at ol o gi c t o xi citi es. P er mitt e d d os e r e d u cti o ns f or l e n ali d o mi d e ar e o utli n e d i n 
T a bl e 1 0 . W h e n d osi n g is wit h h el d b as e d o n t h e f oll o wi n g crit eri a o utli n e d b el o w, cli ni c al 
a n d l a b or at or y  r e- e v al u ati o n s h o ul d b e r e p e at e d at l e ast w ee kl y or m or e fr e q u e ntl y  p er 
i nstit uti o n al g ui d eli n es u ntil t h e t o xi cit y r es ol v es as p er t o xi cit y r e c o m m e n d ati o n; s e e als o 
A p p e n di x 6 ( H y's l a w). I n e v e nts w h er e t h er e ar e tr a nsi e nt l a b v al u e a b n or m aliti es t h at, b as e d 
o n i n v esti g at or ass ess m e nt, ar e n ot cli ni c all y si g nifi c a nt or ar e r el at e d t o dis e as e a n d n ot t h e 
dr u g, c o nti n u ati o n of t h er a p y  wit h o ut f oll o wi n g t h e d os e-m o difi c ati o n g ui d eli n es is 
p er missi bl e.

N o s p e cifi c d os e a dj ust m e nts ar e r e c o m m e n d e d f or gr a d e 1 or 2 t r e at m e nt-r el at e d t o xi cit y. 
H o w e v er, i n v esti g at ors s h o ul d al w a y s m a n a g e t h eir p arti ci p a nts a c c or di n g t o t h eir m e di c al 
j u d g m e nt b as e d o n t h e p arti c ul ar cli ni c al cir c u mst a n c es.

O n c e a l e n ali d o mi d e d os e h as b e e n r e d u c e d f or a gi v e n p arti ci p a nt, all s u bs e q u e nt c y cl es will 
b e a d mi nist er e d at t h at d os e l e v el, u nl ess f urt h er d os e r e d u cti o n is r e q uir e d. I ntr a p arti ci p a nt 
d os e r e - es c al ati o n is n ot all o w e d.

P arti ci p a nts i n P h as e 1 b e x p eri e n ci n g a D L T m a y r e d u c e P F - 0 7 9 0 1 8 0 1 d osi n g a n d r es u m e at 
t h e n e xt l o w er d os e l e v el (if a p pli c a bl e) o n c e a d e q u at e r e c o v er y is a c hi e v e d, a n d i n t h e 
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o pi ni o n of t h e i n v esti g at or a n d s p o ns or, t h e p arti ci p a nt is b e n efiti n g fr o m t h er a p y. I n P h as e 2 , 
P F -0 7 9 0 1 8 0 1 t o xi citi es ar e m a n a g e d o nl y wit h d os e i nt err u pti o n ( n ot r e d u cti o n, u nl ess
e x pr essl y a gr e e d ot h er wis e f oll o wi n g dis c ussi o n b et w e e n t h e i n v esti g at or a n d t h e s p o ns or ).

A p pr o pri at e f oll o w- u p ass ess m e nts m ust b e d o n e u ntil a d e q u at e r e c o v er y  o c c urs as ass ess e d 
b y  t h e i n v esti g at or. Crit eri a r e q uir e d b ef or e tr e at m e nt c a n r es u m e ar e d es cri b e d i n
S e cti o n 6. 6. 2 .

If t h e A E t h at l e d t o t h e tr e at m e nt i nt err u pti o n r e c o v ers wit hi n t h e s a m e c y cl e, t h e n r e-d osi n g 
i n t h at c ycl e is al l o w e d. D os es o mitt e d f or t o xi cit y ar e n ot r e pl a c e d wit hi n t h e s a m e c ycl e. 
T h e n e e d f or a l e n ali d o mi d e d os e r e d u cti o n at t h e ti m e of tr e at m e nt r es u m pti o n s h o ul d b e 
b as e d o n t h e crit eri a d efi n e d i n t h e t a bl es b el o w, u nl ess e x pr essl y  a gr e e d ot h er wis e f oll o wi ng 
dis c ussi o n b et w e e n t h e i n v esti g at or a n d t h e s p o ns or. If a d os e r e d u cti o n of l e n ali d o mi d e is 
a p pli e d i n t h e s a m e c y cl e, t h e p arti ci p a nt will n e e d t o r et ur n t o t h e cli ni c t o r e c ei v e n e w dr u g 
s u p pl y.
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T a bl e 6 . D os e M o difi c ati o ns f o r R el at e d H e m at ol o gi c T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

N e utr o p e ni a

A N C < 1 0 0 0/ µl f or at l e ast 7 d a ys

or

A N C < 5 0 0/ µl

or

A N C < 1 0 0 0/ µl w it h a si n gl e 
t e mp er at ur e of > 3 8. 3 ° C or a s ust ai n e d 
t e mp er at ur e of ≥ 3 8 ° C f or m or e t h a n 
o n e h o ur

G 3/ 4
Wit h h ol d P F -0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e a n d m o nit or C B C at l e ast 
w e e kl y u ntil A N C is ≥ 1 0 0 0/ µl, t h e n:

 R es u m e P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b at t h e s a m e d os e;

 R e d u c e l e n ali d o mi d e b y o n e d os e l e v el:

o S e e S e cti o n 6. 9. 4 r e g ar di n g us e of h e m at o p oi eti c gr o wt h f a ct or s. 

o R e p e at as a b o v e f or a s u bs e q u e nt e v e nt. Aft er s e c o n d d os e r e d u cti o n of 
l e n ali d o mi d e a n d a s u bs e q u e nt e v e nt, dis c uss wit h s p o ns or f or f urt h er d os e 
m o difi c ati o n o pti o ns. 

T hr o m b o c yt o p e ni a G 3/ 4
Wit h h ol d P F -0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e a n d m o nit or C B C at l e ast 
w e e kl y u ntil pl at el et c o u nt is ≥ 5 0 0 0 0/ µl or b as eli n e, t h e n:

 R es u m e P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b at t h e s a m e d os e;

 R e d u c e l e n ali d o mi d e b y o n e d os e l e v el:

o R e p e at as a b o v e f or a s u bs e q u e nt e v e nt. Aft er s e c o n d d os e r e d u cti o n of 
l e n ali d o mi d e a n d a su bs e q u e nt e v e nt, dis c uss wit h s p o ns or f or f urt h er d os e 
m o difi c ati o n o pti o ns. 

T hr o m b o c yt o p e ni a ≥ G 3 wit h ≥ G 2 
bl e e di n g 

≥ G 3
Wit h h ol d P F -0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e a n d m o nit or C B C at l e ast 
w e e kl y u ntil pl at el et c o u nt is ≥ 5 0 0 0 0/ µl or b as eli n e a n d bl e e di n g h as st o p p e d, t h e n:

 R es u m e P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b at t h e s a m e d os e;

 R e d u c e l e n ali d o mi d e b y o n e d os e l e v el:

o R e p e at as a b o v e f or a s u bs e q u e nt e v e nt. Aft er s e c o n d d os e r e d u cti o n of 
l e n ali d o mi d e a n d a s u bs e q u e nt e v e nt, dis c uss wit h s p o ns or f or f urt h er d os e 
m o difi c ati o n o pti o ns.
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T a bl e 6 . D os e M o difi c ati o ns f o r R el at e d H e m at ol o gi c T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

A n e mi a G 3/ 4
Wit h h ol d P F -0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e a n d m o nit or C B C at l e ast 
w e e kl y u ntil h e m o gl o bi n is ≥ 8 g/ d L, t h e n:

 R es u m e P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b at t h e s a m e d os e;

 R e d u c e l e n ali d o mi d e b y o n e d os e l e v el:

o S e e S e cti o n 6. 9. 4 r e g ar di n g us e of h e m at o p oi eti c gr o wt h f a ct or s. 

o R e p e at as a b o v e f or a s u bs e q u e nt e v e nt. Aft er s e c o n d d os e r e d u cti o n of 
l e n ali d o mi d e a n d a s u bs e q u e nt e v e nt, dis c uss wit h s p o ns or f or f urt h er d os e 
m o difi c ati o n o pti o ns.
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T a bl e 7 . D os e M o difi c ati o ns f o r N o n - H e m at ol o gi c T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

N o n -h e m at ol o gi c l a b or at or y 
e v e nts c o nsi d er e d r el at e d t o 
st u d y tr e at m e nt(s) 

≥ G 3  H ol d s us p e ct e d t h er a p y(i es) u ntil r es ol uti o n t o ≤ G 2 or b as eli n e or t o a l e v el d et er mi n e d t o b e 
a c c e pt a bl e b y t h e i n v esti g at or.

 L e n ali d o mi d e m a y b e r e d u c e d b y o n e d os e l e v el. S e e als o S m P Cs f or MI NJ U VI (t af asit a m a b) 
a n d R E V LI MI D (l e n ali d o mi d e).

 Tr a nsi e nt, as y m pt o m ati c, G 4 l a b or at or y a b n or m aliti es c o nsi d er e d n ot cli ni c all y si g nifi c a nt m a y 
n ot r e q uir e a d os e r e d u cti o n f oll o w i n g a gr e e m e nt b et we e n i n v esti g at or a n d t h e s p o ns or.

A b n or m al li v er t ests (r el at e d 
or u nr el at e d)

≥ G 2  P arti ci p a nts w h o pr es e nt wit h el e v at e d A S T/ A L T a n d bilir u bi n m ust b e e v al u at e d f urt h er as 
p ot e nti al DI LI ( H y’s l a w) c as es t o d efi niti v el y d et er mi n e t h e eti ol o g y of t h e a b n or m al l a b or at or y 
v al u es; e v al u ati o n i s t o o c c ur as s o o n as p ossi bl e, pr ef er a bl y w it hi n 4 8 h o urs of t h e a b n or m al 
r es ults. S e e Li v er S af et y G ui d eli n es f or f oll o w-u p of p ossi bl e DI LI ( A p p e n di x 6 ).

A b n or m al li v er t ests (r el at e d 
or u nr el at e d)

≥ G 3  H ol d s us p e ct e d t h er a p y(i es) u ntil r es ol uti o n t o ≤ G 2 or b as eli n e or t o a l e v el d et er mi n e d t o b e 
a c c e pt a bl e b y t h e i n v esti g at or.

 L e n ali d o mi d e m a y b e r e d u c e d b y o n e d os e l e v el. S e e als o S m P Cs f or MI NJ U VI (t af asit a m a b) 
a n d R E V LI MI D (l e n ali d o mi d e).

 P arti ci p a nts w h o pr es e nt wit h el e v at e d A S T/ A L T a n d bilir u bi n m ust b e e v al u at e d f urt h er as 
p ot e nti al DI LI ( H y’s l a w) c as es t o d efi niti v el y d et er mi n e t h e eti ol o g y of t h e a b n or m al l a b or at or y 
v al u es; e v al u ati o n is t o o c c ur as s o o n as p ossi bl e, pr ef er a bl y w it hi n 4 8 h o urs of t h e a b n or mal 
r es ults. S e e Li v er S af et y G ui d eli n es f or f oll o w-u p of p ossi bl e DI LI ( A p p e n di x 6 ).
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T a bl e 7 . D os e M o difi c ati o ns f o r N o n - H e m at ol o gi c T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

Ot h er N o n -h e m at ol o gi c A Es 
(r el at e d)

G 3  H ol d s us p e ct e d t h er a p y(i es) u ntil r es ol uti o n t o ≤ G 1 or b as eli n e or t o a l e v el d et er mi n e d t o b e 
a c c e pt a bl e b y t h e i n v esti g at or. 

 L e n ali d o mi d e m a y b e r e d u c e d b y o n e d os e l e v el. S e e als o S m P Cs f or MI NJ U VI (t af asit a m a b) 
a n d R E V LI MI D (l e n ali d o mi d e).

E x c e pti o ns ( d o n ot r e q uir e d os e m o difi c ati o ns, m a n a g e s y m pt o ms as p er i nstit uti o n al st a n d ar d of 
c ar e ):

o G 3 n a us e a, v o miti n g, a n d di arr h e a r es ol v e d t o ≤ G 1 or b as eli n e wit hi n 4 8 h o urs wit h 
s u p p orti v e c ar e;

o Tr a nsi e nt G 3 f ati g u e (l asti n g < 7 2 h o urs).

Ot h er N o n -h e m at ol o gi c A Es 
(r el at e d) 

G 4  C o nsi d er p er m a n e ntl y dis c o nti n ui n g t h e s us p e ct e d t h er a p y(i es). I n t h e c as e w h er e t h e 
i n v esti g at or d et er mi n es t h e p arti ci p a nt is o bt ai ni n g a cli ni c al b e n efit, dis c uss wit h s p o ns or f or 
f urt h er d os e m o difi c ati o n o pti o ns.

 H ol d s us p e ct t h er a p y(i es) u ntil r es ol uti o n t o ≤ G 1 or b as eli n e or t o a l e v el d et er mi n e d t o b e 
a c c e pt a bl e b y t h e i n v esti g at or. W h e n r es u m e d aft er i nt err u pti o n, l e n ali d o mi d e is t o b e r e d u c e d 
b y o n e d os e l e v el. S e e als o S m P Cs f or MI NJ U VI (t af asit a m a b) a n d R E V LI MI D (l e n ali d o mi d e).
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P a g e 7 9

T a bl e 8 . D os e M o difi c ati o ns f o r L e n ali d o mi d e T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

T hr o m b o e m b oli c e v e nts 
(r el at e d)

G 3/ 4  I nt err u pt l e n ali d o mi d e d osi n g. St art a nti c o a g ul ati o n as 
p er l o c al g ui d eli n es.

 C o nti n u e ot h er st u d y i nt er v e nti o ns aft er dis c ussi o n 
wit h t h e s p o ns or. 

T o xi citi es r es ol v e 
t o ≤ G 2

 R est art l e n ali d o mi d e at i n v esti g at or’s dis cr eti o n 

All er gi c r e a cti o n or 
h y p ers e nsiti vit y (r el at e d)

> G 2  I nt err u pt l e n ali d o mi d e d osi n g. F oll o w at l e ast e v er y 
7 d a ys.

 C o nti n u e ot h er st u d y i nt er v e nti o ns as p er pr ot o c ol.

T o xi citi es r es ol v e 
t o ≤ G 2

 R est art l e n ali d o mi d e at n e xt l o w er d os e l e v el.

All er gi c r e a cti o n or 
h y p ers e nsiti vit y 
(i n cl u di n g b ut n ot 
li mit e d t o SJ S, T E N, 
e xf oli ati v e or b ull o us 
r as h, a n gi o e d e m a) 
(r el at e d)

G 3/ 4  Dis c o nti n u e l e n ali d o mi d e p er m a n e ntl y.

 C o nti n u e ot h er st u d y i nt er v e nti o ns aft er dis c ussi o n 
wit h t h e s p o ns or. 

D es q u a m ati n g 
( blist eri n g) r as h ≥ G 3 or 
n o n- d e s q u a m ati n g r as h 
G 4 c o nsi d er e d t o b e 
r el at e d t o l e n ali d o mi d e

 Dis c o nti n u e l e n ali d o mi d e p er m a n e ntl y. 

 C o nti n u e ot h er st u d y i nt er v e nti o ns aft er dis c ussi o n 
wit h t h e s p o ns or.

N o n -d es q u a m ati n g r as h 
(r el at e d)

G 3/ 4  I nt err u pt l e n ali d o mi d e d osi n g.

 C o nti n u e ot h er st u d y i nt er v e nti o ns aft er dis c ussi o n 
wit h t h e s p o ns or. 

T o xi citi es r es ol v e 
t o ≤ G 1

 R est art l e n ali d o mi d e at n e xt l o w er d os e l e v el.

T u m or fl ar e r e a cti o n 
(r el at e d)

G 1/ 2  Pr o vi d e s y m pt o m ati c tr e at m e nt as p er l o c al g ui d eli n es .

 C o nti n u e l e n ali d o mi d e wit h o ut d os e m o difi c ati o ns or 
i nt err u pt as p er i n v esti g at or’s dis cr eti o n. 

 C o nti n u e ot h er st u d y i nt er v e nti o ns as p er pr ot o c ol. 
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T a bl e 8 . D os e M o difi c ati o ns f o r L e n ali d o mi d e T o xi citi es

C rit e ri a S e v e rit y D o s a g e m o difi c ati o n

T u m or fl ar e r e a cti o n
(r el at e d)

G 3/ 4  I nt err u pt l e n ali d o mi d e d osi n g.

 Pr o vi d e s y m pt o m ati c tr e at m e nt as p er l o c al g ui d eli n es. 

 C o nti n u e ot h er st u d y i nt er v e nti o ns aft er dis c ussi o n 
wit h t h e s p o ns or. 

T o xi citi es r es ol v e 
t o ≤ G 1

 R est art l e n ali d o mi d e ( m ai nt ai n s a m e d os e l e v el).

Ki d n e y t o xi citi es as p er 
C T C A E v 5. 0 (t est c a n b e 
r e p e at e d aft er pr o p er 
h y dr ati o n, if n e e d e d)

(r el at e d or u nr el at e d)

G 2  R e d u c e l e n ali d o mi d e t o 1 0 m g o n c e d ail y.

G 3 n ot r e q uiri n g 
di al ysis

 A d mi nist er l e n ali d o mi d e at 1 5 m g e v er y ot h er d a y.

 Dis c o nti n u e l e n ali d o mi d e if di al ysis is r e q uir e d.

G 4  Dis c o nti n u e l e n ali d o mi d e.

T a bl e 9 . D os e M o difi c ati o ns f o r I nf usi o n -R el at e d R e a cti o ns

S e v e rit y D o s a g e m o difi c ati o n f o r P F -0 7 9 0 1 8 0 1 o r t af a sit a m a b

G 1 t o 3
 If a p arti ci p a nt h as e x p eri e n c e d a G 1 t o G 3 I R R, pr e m e di c ati o n m a y b e a d mi nist er e d b ef or e 

s u bs e q u e nt i nf usi o ns wit h t h e st u d y i nt er v e nti o n t h at h as c a us e d t h e I R R ( as p er 
i n v esti g at or dis cr eti o n a n d i nstit uti o n al g ui d a n c e).

G 2
 I nt err u pt i nf usi o n i m m e di at el y a n d m a n a g e si g ns a n d s y m pt o ms as p er i nstit uti o n al 

g ui d eli n es wit h a n a nti hist a mi n e a n d/ or a c et a mi n o p h e n ( p ar a c et a m ol). If cli ni c all y 
i n di c at e d, a gl u c o c orti c oi d c a n b e us e d.

 O n c e si g ns a n d s y m pt o ms r es ol v e or r e d u c e t o G 1, r es u m e i nf usi o n at n o m or e t h a n 5 0 % of 
t h e r at e at w hi c h t h e r e acti o n o c c urr e d. If t h e p arti ci p a nt d o es n ot e x p eri e n c e f urt h er 
r e a cti o n wit hi n 1 h o ur a n d vit al si g ns ar e st a bl e, t h e i nf usi o n r at e m a y b e i n cr e as e d e v er y 
3 0 mi n ut es as t ol er at e d t o t h e r at e at w hi c h t h e r e a cti o n o c c urr e d.

G 3
 I nt err u pt i nf usi o n i m m e di at ely a n d m a n a g e si g ns a n d s y m pt o ms. T h e p arti ci p a nt is t o 

r e c ei v e a p pr o pri at e tr e at m e nt as p er i nstit uti o n al g ui d eli n es wit h a n a nti hist a mi n e a n d/ or 
a c et a mi n o p h e n ( p ar a c et a m ol) or a gl u c o c orti c oi d a n d, if n e c ess ar y, f urt h er m e di c ati o ns (i e, 
e pi n e p hri n e, br o n c h o dil at or).

 O n c e si g ns a n d s y m pt o ms r es ol v e or r e d u c e t o G 1, r es u m e i nf usi o n at n o m or e t h a n 2 5 % of 
t h e r at e at w hi c h t h e r e a cti o n o c c urr e d. If t h e p arti ci p a nt d o es n ot e x p eri e n c e f urt h er 
r e a cti o n wit hi n 1 h o ur a n d vit al si g ns ar e st a bl e, t h e i nf usi o n r at e m a y b e i n cr e as e d e v er y 
3 0 mi n ut es as t ol er at e d t o a m a xi m u m of 5 0 % of t h e r at e at w hi c h t h e r e a cti o n o c c urr e d.

 If aft er r e c h all e n g e t h e r e a cti o n r et ur ns, st o p t h e i nf usi o n i m m e di at el y.

 If si g ns a n d s y m pt o ms d o n ot r e d u c e t o G 1, st o p t h e c urr e nt i nf usi o n. T h e i n v esti g at or a n d 
S p o ns or’s m e di c al m o nit or will d e ci d e w h et h er t o c o nti n u e tr e ati n g p arti ci p a nts w h o 
e x p eri e n c e d a G 3 I R R o n a c as e -b y -c as e b asis. 
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P a g e 8 1

T a bl e 9 . D os e M o difi c ati o ns f o r I nf usi o n -R el at e d R e a cti o ns

S e v e rit y D o s a g e m o difi c ati o n f o r P F -0 7 9 0 1 8 0 1 o r t af a sit a m a b

 As wit h all p ot e nti al ris ks, t h e m e di c al m o nit or s h o ul d b e a p pris e d of a n y ≥ G 3 I R R t h at 
o c c urs d uri n g t h e st u d y.

G 4
St o p t h e i nf usi o n i m m e di at el y a n d p er m a n e ntl y dis c o nti n u e t af asit a m a b a n d/ or P F -0 7 9 0 1 8 0 1. 
T h e p arti ci p a nt m ust r e c ei v e a p pr o pri at e tr e at m e nt wit h a n a nti hist a mi n e a n d/ or a c et a mi n o p h e n 
( p ar a c et a m ol) or a gl u c o c orti c oi d   a n d, if n e c ess ar y, f urt h er m e di c ati o ns (i e, e pi n e p hri n e, 
br o n c h o dil at or).

T a bl e 1 0 . R e d u cti o ns f o r L e n ali d o mi d e

St arti n g d os e 2 5 m g 

D L 1 2 0 m g

D L 2 1 5 m g

D L 3 (st arti n g d os e f or m o d er at e r e n al i m p air m e nt) 1 0 m g

D L 4 5 m g

D L 5 a 2. 5 m g 

a. P ati e nts w h o c a n n ot t ol er at e D L 5 ar e t o b e dis c o nti n u e d fr o m l e n ali d o mi d e tr e at m e nt i n t h e st u d y b ut s h o ul d 
c o nti n u e P F -0 7 9 0 1 8 0 1 a n d t af asit a m a b.

6. 6. 2. R e -T r e at m e nt Aft e r T o xi cit y 

R e -tr e at m e nt f oll o wi n g tr e at m e nt i nt err u pti o n f or tr e at m e nt-r el at e d t o xi cit y or at t h e st art of 
a n y  n e w c ycl e m a y  n ot o c c ur u ntil all of t h e f oll o wi n g p ar a m et ers h a v e b e e n m et:

 A N C ≥ 1 0 0 0/ µ L ;

 Pl at el et c o u nt ≥ 5 0 0 0 0/ µ L ;

 H e m o gl o bi n is ≥ 8 g/ d L ;

 R e c o v er y  of tr e at m e nt-r el at e d n o n-l a b or at or y t o xi citi es t o b as eli n e or ≤ G 1 s e v erit y.

 R e c o v er y of tr e at m e nt -r el at e d n o n-h e m at ol o gi c l a b or at or y  t o xi citi es t o b as eli n e or 
≤ G 2 s e v erit y.

If a tr e at m e nt i nt err u pti o n r es ults fr o m w ors e ni n g of h e m at ol o gi c or bi o c h e mi c al p ar a m et ers, 
t h e fr e q u e n c y of r el e v a nt bl o o d t ests is t o b e i n cr e as e d as cli ni c all y i n di c at e d.

6. 7. C o nti n u e d A c c ess t o St u d y I nt e r v e nti o n Aft e r t h e E n d of t h e St u d y

N o i nt er v e nti o n will b e pr o vi d e d p er pr ot o c ol t o st u d y  p arti ci p a nts b e yo n d t h e e n d of t h e 
st u d y. A v ail a bilit y of P F-0 7 9 0 1 8 0 1 f oll o wi n g cl os ur e of t h e st u d y (t hr o u g h e x p a n d e d 
a c c ess/ c o m p assi o n at e/ c o nti n u e d us e m e c h a nis m, if t h e i n v esti g at or a n d p arti ci p a nt d esir e t o 
c o nti n u e tr e at m e nt) w o ul d b e at t h e dis cr eti o n of t h e s p o ns or a n d s u bj e ct t o l o c al c o n diti o ns 
a n d r e g ul ati o ns. 
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6. 8. T r e at m e nt of O v e r d os e

T h er e is n o s p e cifi c tr e at m e nt f or a n o v er d os e of P F -0 7 9 0 1 8 0 1. T h e I n v esti g at or m ust t a k e 
s ym pt o m -dir e ct e d a cti o ns wit h r e g ar d t o s u p p orti v e m e as ur es. A n o v er d os e f or t his st u d y  is 
d efi n e d as e x c e e di n g t h e pl a n n e d d os e b y m or e t h a n 2 0 %.

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

1. C o nt a ct t h e st u d y  m e di c al m o nit or wit hi n 2 4 h o urs.

2. Cl os el y  m o nit or t h e p arti ci p a nt f or a ny A Es/ S A Es a n d l a b or at or y  a b n or m aliti es as 
m e di c all y  a p pr o pri at e a n d at l e ast u ntil t h e n e xt s c h e d ul e d f oll o w- u p.

3. D o c u m e nt t h e q u a ntit y of t h e e x c ess d os e as w ell as t h e d ur ati o n of t h e o v er d os e i n 
t h e C R F (i n t h e d osi n g p a g es a n d as m e di c ati o n err or).

4. O v er d os e is r e p ort a bl e t o Pfi z er S af et y  o nly w h e n ass o ci at e d wit h a n S A E.

R ef er t o t h e pr es cri bi n g i nf or m ati o n f or o v er d os e g ui d a n c e f or t af asit a m a b a n d l e n ali d o mi d e.

6. 9. P ri o r a n d C o n c o mit a nt T h e r a p y

H or m o n al c o ntr a c e pti v es t h at m e et t h e r e q uir e m e nts of t his st u d y  ar e all o w e d t o b e us e d i n 
p arti ci p a nts w h o ar e W O C B P (s e e A p p e n di x 4 ).

C o n c o mit a nt tr e at m e nt c o nsi d er e d n e c ess ar y  f or t h e p arti ci p a nt’s w ell-b ei n g m a y  b e gi v e n at 
dis cr eti o n of t h e tr e ati n g p h y si ci a n.

S e e S e cti o n 6. 9. 4 r e g ar di n g li mit ati o ns o n pr o p h yl a cti c us e of c ol o n y sti m ul ati n g f a ct ors or 
er yt hr o p oi esis -sti m ul ati n g a g e nts d uri n g t h e D L T p eri o d.

All c o n c o mit a nt tr e at m e nts, bl o o d pr o d u cts, as w ell as n o n dr u g i nt er v e nti o ns r e c ei v e d b y  
p arti ci p a nts fr o m s cr e e ni n g u ntil t h e E O T visit will b e r e c or d e d o n t h e C R F.

6. 9. 1. P r o hi bit e d I n hi bit o rs/I n d u c e rs

6. 9. 1. 1. P F -0 7 9 0 1 8 0 1

P F - 0 7 9 0 1 8 0 1 is eli mi n at e d vi a n o n-s p e cifi c F c R n -m e di at e d pr ot e ol yt i c d e gr a d ati o n a n d 
t ar g et m e di at e d cl e ar a n c e; t h er ef or e, ot h er c o n c o mit a nt m e di c ati o ns ar e u nli k el y t o alt er t h e 
P K of P F - 0 7 9 0 1 8 0 1. 

6. 9. 1. 2. T af asit a m a b

I n v esti g at ors s h o ul d c o ns ult t h e E U S m P C f or t af asit a m a b f or i nf or m ati o n r e g ar di n g 
m e di c ati o n t h at is pr o hi bit e d f or c o n c o mit a nt us e d uri n g t h e st u d y.

6. 9. 1. 3. L e n ali d o mi d e

I n v esti g at ors s h o ul d c o ns ult t h e E U S m P C f or l e n ali d o mi d e f or i nf or m ati o n r e g ar di n g 
m e di c ati o n t h at is pr o hi bit e d f or c o n c o mit a nt us e d ur i n g t h e st u dy.
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6. 9. 2. Ot h e r P r o hi bit e d a n d/ o r Li mit e d Us e of A nti -T u m o r/ A nt i-C a n c e r o r 
E x p e ri m e nt al D r u gs o r P r o c e d u r es 

N o a d diti o n al a nti c a n c er t h er a p y will b e p er mitt e d w hil e p arti ci p a nts ar e r e c ei vi n g st u d y 
i nt er v e nti o n a n d pri or t o d o c u m e nt e d pr o gr essi o n.

6. 9. 3. S u p p o rti v e C a r e

P alli ati v e a n d s u p p orti v e c ar e f or dis e as e r el at e d s y m pt o ms m a y  b e a d mi nist er e d at t h e 
i n v esti g at or’s dis cr eti o n a n d a c c or di n g t o t h e s p e cifi c s u p p orti v e c ar e pr o d u ct Pr es cri bi n g 
I nf or m ati o n or t h e c urr e nt A S C O g ui d eli n es. 

T L S r es ults fr o m t h e r a pi d br e a k d o w n of t u m or c ells a n d t h e r el e as e of t h eir i ntr a c ell ul ar 
c o nt e nt i nt o t h e bl o o dstr e a m. T h e r el e as e of l ar g e a m o u nts of p ot assi u m, p h os p h or us, a n d 
n u cl ei c a ci ds o v er w h el ms n or m al h o m e ost ati c m e c h a nis ms, r es ulti n g i n h y p er k al e mi a, 
h y p er p h os p h at e mi a, h y p er uri c e mi a, a n d s e c o n d ar y h y p o c al c e mi a. El e v at e d L D H a n d 
el e v at e d A S T ar e p ot e nti al i n di c at ors f or T L S. T h e o ns et of T L S is r a pi d, us u all y  wit hi n 
2 4 t o 4 8 h o urs of r e c ei pt of t h e first d os e of a nti c a n c er m e di c ati o n, b ut c a n als o o c c ur aft er 
t he first w e e k of tr e at m e nt. L eft u ntr e at e d, T L S c a n l e a d t o a c ut e r e n al f ail ur e, c ar di a c 
d y sr h yt h mi a, n e ur ol o gi c c o m pli c ati o ns, a n d s ei z ur es. B ul k y  dis e as e, m o d er at e r e n al 
i ns uffi ci e n c y, a hi g h n u m b er of cir c ul ati n g l ym p h o m a c ells a n d hi g h uri c a ci d l e v els 
( > 8 m g / d L) pri or t o t h er a p y, i n cr e as e t h e li k eli h o o d of T LS. I n p ati e nts wit h hi g h ris k of T L S 
( e g, p ati e nts wit h l ar g e t u m or b ur d e n, el e v at e d L D H, or hi g h pr olif er ati o n r at e of t u m or 
c ells), T L S pr o p h y l a xis is t o b e c o nsi d er e d. All a p pr o a c h es t o miti g at e t h e ris k of d e v el o pi n g 
T L S, s u c h as a d e q u at e h y dr ati o n or h y p o uri c e mi c a g e nts ( e g, all o p uri n ol or r as b uri c as e), 
m a y  b e us e d i n hi g h ris k p ati e nts as p er i nstit uti o n al g ui d eli n es (s e e als o R E V LI MI D S m P C). 
P ati e nts s h o ul d b e m o nit or e d cl os el y f or T L S d uri n g tr e at m e nt wit h t af asit a m a b a n d 
l e n ali d o mi d e.

C y t o ki n e r el e as e sy n dr o m e is n ot a n e x p e ct e d ris k wit h t h e c o m bi n ati o n t h er a pi es of t his 
st u d y. If s us p e ct e d, sy m pt o ms a n d s e v erit y  of C R S will b e ass ess e d a c c or di n g t o t h e A S T C T 
crit eri a d es cri b e d b y L e e et al. 2 8 F or C R S m a n a g e m e nt, p u blis h e d tr e at m e nt g ui d eli n es ar e 
r e c o m m e n d e d, b ut t h e y m a y b e m o difi e d as n e e d e d b y t h e r es p o nsi bl e i n v esti g at or a c c or di ng 
t o t h e b est pr a cti c es at t h eir i nstit ut e.3 2 ,3 3

I nf usi o n r el at e d r e a cti o n is c h ar a ct eri z e d by f e v er a n d c hills, a n d l ess c o m m o nl y  
h y p ot e nsi o n, eit h er e x p eri e n c e d b y  a p arti c ul ar p arti ci p a nt or if s e e n i n ot h er p arti ci p a nts, 
pr etr e at m e nt m e di c ati o n s h o ul d b e a d mi nist er e d t o r e d u c e t h e i n ci d e n c e a n d s e v erit y. I n t h e 
e v e nt of i nf usi o n r el at e d r e a cti o ns, I n v esti g at ors s h o ul d i nstit ut e tr e at m e nt m e as ur es 
a c c or di n g t o b est m e di c al a n d n ursi n g pr a cti c e. A s u g g est e d tr e at m e nt al g orit h m f or t h e 
m a n a g e m e nt of I RR is p r o vi d e d i n t h e T a bl e 9 ; h o w e v er, if l o c al st a n d ar d of c ar e is a 
diff er e nt r e gi m e n t his s h o ul d b e utili z e d.

T y p e 1 h y p ers e nsiti vit y  or all er gi c ( e g, s hort n ess of br e at h, urti c ari a, a n a p h y l a xi s, 
a n gi o e d e m a) r e a cti o ns ar e t h e or eti c all y  p ossi bl e i n r es p o ns e t o a n y i nj e ct e d pr ot ei n. Im m u n e 
c o m pl e x m e di at e d T y p e 3 h y p ers e nsiti vit y  r e a cti o ns ar e si mil ar t o t h e A Es of T yp e 1 
r e a cti o ns b ut ar e li k ely t o b e d el a y e d fr o m t h e ti m e of i nf usi o n a n d m a y  i n cl u d e s ym pt o ms 
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s u c h as r as h, urti c ari a, p ol y art hritis, m y al gi a, p ol ys y n o vitis, f e v er, a n d, if s e v er e, 
gl o m er ul o n e p hritis.

All p arti ci p a nts s h o ul d b e cl os el y o bs er v e d w hil e r e c ei vi n g st u d y i nt er v e nti o n i nf usi o ns a n d 
m o nit ori n g f or cli ni c al si g ns of a s ys t e mi c r e a cti o n will c o nti n u e t h er e aft er f or cli ni c al si g ns 
of all er gi c r e a cti o ns/ h y p ers e nsiti vit y . 

I n t h e c as e of a hy p ers e nsiti vit y  r e a cti o n, t h e p arti ci p a nt will b e tr e at e d sy m pt o m ati c all y  wit h 
s u p p orti v e c ar e, f urt h e r m o nit ori n g, a n d tr e at m e nt wit h a nti-hist a mi n es a n d/ or 
c orti c ost er oi ds. St u d y  i nf usi o ns m a y b e st o p p e d a n d t h e p arti ci p a nt will b e f oll o w e d u ntil t h e 
e n d of t h e st u d y. 

H y p ers e nsiti vit y  r e a cti o ns, IR R, T L S, C R S ar e t o b e r e p ort e d as A Es ( all gr a d es).

6. 9. 4. H e m at o p oi eti c G r o wt h F a ct o rs a n d Bl o o d P r o d u ct T r a nsf usi o ns

P arti ci p a nts m ust h a v e a d e q u at e h e m at ol o gi c al f u n cti o n wit h n o tr a nsf usi o n or c ol o n y  
sti m ul ati n g f a ct or or er y t hr o p oi esis-sti m ul ati n g a g e nt f or at l e ast 2 w e e ks pri or t o C 1 D 1 t o b e 
eli gi bl e t o p ar ti ci p at e i n t his st u d y.

Pri m ar y  pr o p h yl a cti c us e of c ol o n y sti m ul ati n g f a ct ors or er yt hr o p oi esis-sti m ul ati n g a g e nts is 
n ot p er mitt e d d uri n g t h e first 2 8 d a y s of P h as e 1 b C 1, i e, D LT o bs er v ati o n p eri o d. 

If h e m at o p oi eti c gr o wt h f a ct ors or bl o o d pr o d u ct tr a nsf usi o ns ar e r e q uir e d t o m a n a g e a n A E 
t h at di d n ot m e et D L T crit eri a, t h e D L R t e a m m a y d et er mi n e if t h e A E is a D LT or t h at t h e 
p arti ci p a nt is n ot D L T -e v al u a bl e ( a n d m a y  n e e d t o b e r e pl a c e d).

6. 9. 5. C o rti c ost e r oi ds 

T h e us e of s ys t e mi c c orti c ost er oi ds is g e n er ally dis c o ur a g e d b e c a us e t h eir p ot e nti al 
a nti -l ym p h o m a a cti vit y  i n p ati e nts wit h D L B C L m a y c o nf o u n d i nt er pr et ati o n of a ntit u m or 
eff e cts m e di at e d b y st u d y dr u g tr e at m e nt. H o w e v er c hr o ni c s yst e mi c c orti c ost er oi ds i n d os es 
u p t o 1 0 m g/ d a y  pr e d nis o n e or e q ui v al e nt (i e, e q ui p ot e nt c orti c ost er oi d) ar e p er mitt e d, 
pr o vi d e d t h e d osi n g is st a bl e ( n ot i n cr e as e d wit hi n t h e l ast m o nt h), b ut o nl y  f or t h e tr e at m e nt 
of n o n -n e o pl asti c c o m or bi d i n di c ati o ns ( e g, r h e u m at oi d art hritis).

 C hr o ni c s y st e mi c c orti c ost er oi d us e ( pr e d nis o n e > 1 0 m g/ d a y  or e q ui v al e nts) f or 
p alli ati v e or s u p p orti v e p ur p os es is n ot p er mitt e d.

 A c ut e e m er g e n c y  a d mi nistr ati o n of s yst e mi c c orti c ost er oi ds ( > e q ui v al e nt of 
pr e d nis o n e 1 0 m g / d a y) is dis c o ur a g e d, b ut p er mitt e d if n o alt er n ati v e t h er a p y is 
a v ail a bl e.

 A c ut e e m er g e n c y  a d mi nistr ati o n of t o pi c al a p pli c ati o ns, i n h al e d s pr a ys, e ye dr o ps, or 
l o c al i nj e cti o ns of c orti c ost er oi ds ar e all o w e d. 

 C orti c ost er oi ds m a y  b e gi v e n pri or t o t af asit a m a b as p er S m P C a n d w h e n i n di c at e d 
f or I R R or t o xi cit y m a n a g e m e nt.
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6. 9. 6. I nf e cti o n P r o p h yl a xis a n d V a c ci n es

I n v esti g at ors s h o ul d f oll o w i nstit uti o n al g ui d eli n es c o n c er ni n g i nf e cti o n pr o p h yl a xis f or 
p arti ci p a nts r e g ar d e d t o b e at hi g h ris k f or i nf e cti o n.

Li v e v a c ci n es m ust n ot b e a d mi nist er e d t o p arti ci p a nts i n t his st u d y . 

C O VI D -1 9 v a c c i n es ( a p pr o v e d or gi v e n b y e m er g e n c y us e a ut h ori z ati o n, i n cl u di n g b ut n ot 
li mit e d t o m R N A v a c ci n es, a n d e x cl u di n g att e n u at e d vir us v a c ci n es) ar e p er mitt e d a n d 
s h o ul d b e r e c or d e d as c o n c o mit a nt m e di c ati o ns i n t h e C R F. All d os es of v a c ci n e a n d t y p e of 
v a c ci n e a d mi nist er e d will b e r e c or d e d i n t h e C R F. T h e ti mi n g of v a c ci n e a d mi nistr ati o n 
r el ati v e t o st u d y i nt er v e nti o n is at t h e dis cr eti o n of t h e i n v esti g at or alt h o u g h, if p ossi bl e, it is 
b est t o a v oi d v a c ci n e a d mi nistr ati o n wit hi n 4 8 h o urs b ef or e or aft er t h e f irst a n d s e c o n d d os es 
of st u d y  i nt er v e nti o n.

6. 9. 7. S u r g e r y

C a uti o n is a d vis e d f or a n y  s ur gi c al pr o c e d ur es d uri n g t h e st u d y. T h e a p pr o pri at e i nt er v al of 
ti m e b et w e e n s ur g er y a n d st u d y tr e at m e nt r e q uir e d t o mi ni mi z e t h e ris k of i m p air e d w o u n d 
h e ali n g a n d bl e e di n g h as n ot b e e n d et er mi n e d. P ost o p er ati v el y, t h e d e cisi o n t o r ei niti at e 
st u d y tr e at m e nt s h o ul d b e b as e d o n a cli ni c al ass ess m e nt of s atisf a ct or y w o u n d h e ali n g a n d 
r e c o v er y fr o m s ur g er y. 

6. 9. 8. R a di ot h e r a p y

Aft er t h e b as eli n e P E T/ C T s c a n, r a di ot h er a p y is t o b e dis c uss e d wit h t h e S p o ns or pri or t o 
i niti ati o n.

7. DI S C O N TI N U A TI O N O F S T U D Y I N T E R V E N TI O N A N D P A R TI CI P A N T 
DI S C O N TI N U A TI O N/ WI T H D R A W A L

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

It m a y b e n e c ess ar y f or a p arti ci p a nt t o p er m a n e ntl y dis c o nti n u e st u d y i nt er v e nti o n. R e as o ns 
f or p er m a n e nt dis c o nti n u ati o n of st u d y i nt er v e nti o n m ay i n cl u d e t h e f oll o wi n g:

 O bj e cti v e dis e as e pr o gr essi o n;

 Gl o b al d et eri or ati o n of h e alt h st at us r e q uiri n g dis c o nti n u ati o n;

 U n a c c e pt a bl e t o xi cit y ;

 Pr e g n a n c y ;

 Si g nifi c a nt pr ot o c ol vi ol ati o n;

 L ost t o f oll o w - u p;

 P arti ci p a nt r ef us e d f urt h er tr e at m e nt;
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 St u d y  t er min at e d b y s p o ns or;

 D e at h.

N ot e t h at dis c o nti n u ati o n of st u d y  i nt er v e nti o n d o es n ot r e pr es e nt wit h dr a w al fr o m t h e st u d y. 
If st u d y i nt er v e nti o n is p er m a n e ntly dis c o nti n u e d, t h e p arti ci p a nt s h o ul d r e m ai n i n t h e st u d y 
t o b e e v al u at e d f or s af ety. S e e t h e S o A f or d at a t o b e c oll e ct e d at t h e ti m e of dis c o nti n u ati o n 
of st u d y  i nt er v e nti o n a n d f oll o w-u p f or a n y f urt h er e v al u ati o ns t h at n e e d t o b e c o m pl et e d.

I n t h e e v e nt of dis c o nti n u ati o n of st u d y i nt er v e nti o n, it m ust b e d o c u m e nt e d o n t h e 
a p pr o pri at e C R F/i n t h e m e di c al r e c or ds w h et h er t h e p arti ci p a nt is dis c o nti n ui n g f urt h er 
r e c ei pt of st u dy i nt er v e nti o n or als o fr o m st u d y  pr o c e d ur es, p osttr e at m e nt st u d y f oll o w- u p, 
a n d/ or f ut ur e c oll e cti o n of a d diti o n al i nf or m ati o n.

7. 1. 1. C O VI D - 1 9 

If a p arti ci p ant h as C O VI D -1 9 d uri n g t h e st u d y , t his m ust b e r e p ort e d as a n A E or S A E ( as 
a p pr o pri at e) a n d a p pr o pri at e m e di c al i nt er v e nti o n pr o vi d e d. T e m p or ar y  dis c o nti n u ati o n of 
t h e st u d y i nt er v e nti o n m a y b e m e di c ally a p pr o pri at e u ntil t h e p arti ci p a nt h as r e c o v er e d fr o m 
C O VI D -1 9. P arti ci p a nts wit h C O VI D- 1 9 s y m pt o ms or e x p os e d t o C O VI D- 1 9 s h o ul d b e 
t est e d a n d tr e at e d as all o w e d by l o c al r e g ul ati o ns.

It is r e c o m m e n d e d t h at t h e i n v esti g at or dis c uss t e m p or ar y or p er m a n e nt dis c o nti n u ati o n of 
st u d y i nt er v e nti o n wit h t h e st u d y m e di c al m o nit or. 

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

A p arti ci p a nt m a y  wit h dr a w fr o m t h e st u d y at a ny ti m e at t h eir o w n r e q u est. R e as o ns f or 
dis c o nti n u ati o n fr o m t h e st u d y  m a y i n cl u d e:

 Wit h dr a w al b y  p arti ci p a nt;

 L ost t o f oll o w - u p;

 D e at h;

 St u d y  t er mi n at e d b y sp o ns or.

If a p arti ci p a nt wit h dr a ws fr o m t h e st u d y, t h e y m a y r e q u est d estr u cti o n of a n y r e m ai ni n g 
s a m pl es t a k e n a n d n ot t est e d, a n d t h e i n v esti g at or m ust d o c u m e nt a n y  s u c h r e q u ests i n t h e 
sit e st u d y r e c or ds a n d n otif y t h e s p o ns or a c c or di n gl y .

If t h e p arti ci p a nt wit h dr a ws fr o m t h e st u d y a n d als o wit h dr a ws c o ns e nt (s e e S e cti o n 7. 2. 1 ) 
f or dis cl os ur e of f ut ur e i nf or m ati o n, n o f urt h er e v al u ati o ns will b e p erf or m e d a n d n o 
a d diti o n al d at a will b e c oll e ct e d. T h e s p o ns or m a y r et ai n a n d c o nti n u e t o us e a n y d at a 
c oll e ct e d b ef or e s u c h wit h dr a w al of c o ns e nt.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 8 7

7. 2. 1. Wit h d r a w al of C o ns e nt 

P arti ci p a nts w h o r e q u est t o dis c o nti n u e r e c ei pt of st u d y  i nt er v e nti o n will r e m ai n i n t h e st u d y 
a n d m ust c o nti n u e t o b e f oll o w e d f or pr ot o c ol -s p e cifi e d f oll o w - u p pr o c e d ur es. T h e o nly 
e x c e pti o n t o t his is w h e n a p arti ci p a nt s p e cifi c all y wit h dr a ws c o ns e nt f or a n y f urt h er c o nt a ct 
wit h t h e m or p ers o ns pr e vi o usl y  a ut h ori z e d b y t h e p arti ci p a nt t o pr o vi d e t his i nf or m ati o n. 
P arti ci p a nts s h o ul d n otif y  t h e i n v esti g at or i n writi n g of t h e d e cisi o n t o wit h dr a w c o ns e nt 
fr o m f ut ur e f oll o w-u p, w h e n e v er p ossi bl e. T h e wit h dr a w al of c o ns e nt s h o ul d b e e x pl ai n e d i n 
d et ail i n t h e m e di c al r e c or ds b y t h e i n v esti g at or, as t o w h et h er t h e wit h dr a w al is o nl y  fr o m 
f urt h er r e c ei pt of st u d y i nt er v e nti o n or als o fr o m st u d y pr o c e d ur es a n d/ or p osttr e at m e nt st u d y 
f oll o w-u p, a n d e nt er e d o n t h e a p pr o pri at e C R F p a g e. I n t he e v e nt t h at vit al st at us ( w h et h er 
t h e p arti ci p a nt is ali v e or d e a d) is b ei n g m e as ur e d, p u bli cl y a v ail a bl e i nf or m ati o n s h o ul d b e 
us e d t o d et er mi n e vit al st at us o nl y  as a p pr o pri at el y dir e ct e d i n a c c or d a n c e wit h l o c al l a w.

7. 3. L ost t o F oll o w -U p 

A p arti ci p a nt wi ll b e c o nsi d er e d l ost t o f oll o w-u p if t h e p arti ci p a nt r e p e at e dl y  f ails t o r et ur n 
f or s c h e d ul e d visits a n d is u n a bl e t o b e c o nt a ct e d b y t h e st u d y sit e.

T h e f oll o wi n g a cti o ns m ust b e t a k e n if a p arti ci p a nt f ails t o att e n d a r e q uir e d st u d y  visit:

 T h e sit e m us t att e m pt t o c o nt a ct t h e p arti ci p a nt a n d r es c h e d ul e t h e miss e d visit as 
s o o n as p ossi bl e. C o u ns el t h e p arti ci p a nt o n t h e i m p ort a n c e of m ai nt ai ni n g t h e 
assi g n e d visit s c h e d ul e a n d as c ert ai n w h et h er t h e p arti ci p a nt wis h es t o a n d/ or s h o ul d 
c o nti n u e i n t h e st u d y .

 B ef or e a p arti ci p a nt is d e e m e d l ost t o f oll o w- u p, t h e i n v esti g at or or d esi g n e e m ust 
m a k e e v er y  eff ort t o r e g ai n c o nt a ct wit h t h e p arti ci p a nt ( w h er e p ossi bl e, 3 t el e p h o n e 
c alls a n d, if n e c ess ar y, a c ertifi e d l ett er t o t h e p arti ci p a nt’s l ast k n o w n m aili n g 
a d dr ess or l o c al e q ui v al e nt m et h o ds). T h es e c o nt a ct att e m pts s h o ul d b e d o c u m e nt e d 
i n t h e p arti ci p a nt’s m e di c al r e c or d.

 S h o ul d t h e p arti ci p a nt c o nti n u e t o b e u nr e a c h a bl e, t h e p arti ci p a nt will b e c o nsi d er e d 
t o h a v e wit h dr a w n fr o m t h e st u d y. 

8. S T U D Y A S S E S S M E N T S A N D P R O C E D U R E S

8. 1. A d mi nist r ati v e P r o c e d u r es 

T h e i n v esti g at or ( or a n a p pr o pri at e d el e g at e at t h e i n v esti g at or sit e) m ust o bt ai n a si g n e d a n d 
d at e d I C D b ef or e p erf or mi n g a n y st u d y- s p e cifi c pr o c e d ur es.

St u d y  pr o c e d ur es a n d t h eir ti mi n g ar e s u m m ari z e d i n t h e S o A . Pr ot o c ol w ai v ers or 
e x e m pti o ns ar e n ot all o w e d.

A d h er e n c e t o t h e st u d y d esi g n r e q uir e m e nts, i n cl u di n g t h os e s p e cifi e d i n t h e S o A , is ess e nti al 
a n d r e q uir e d f or st u d y c o n d u ct.
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All s cr e e ni n g e v al u ati o ns m ust b e c o m pl et e d a n d r e vi e w e d t o c o nfir m t h at p ot e nti al 
p arti ci p a nts m e et all eli gi bilit y  crit eri a. T h e i n v esti g at or will m ai nt ai n a s cr e e ni n g l o g t o 
r e c or d d et ails of all p arti ci p a nts s cr e e n e d a n d t o c o nfir m eli gi bilit y or r e c or d r e as o ns f or 
s cr e e ni n g f ail ur e, as a p pli c a bl e.

Pr o c e d ur es c o n d u ct e d as p art of t h e p arti ci p a nt’s r o uti n e cli ni c al m a n a g e m e nt ( e g, bl o o d 
c o u nt, s c a ns) a n d o bt ai n e d b ef or e si g ni n g of t h e I C D m a y b e utili z e d f or s cr e e ni n g or 
b as eli n e p ur p os es pr o vi d e d t h e pr o c e d ur es m et t h e pr ot o c ol -s p e cifi e d crit eri a a n d w er e 
p erf or m e d wit hi n t h e ti m e fr a m e d efi n e d i n t h e S o A .

E v er y  eff ort m ust b e m a d e t o e ns ur e t h at pr ot o c ol-r e q uir e d t ests a n d pr o c e d ur es ar e 
c o m pl et e d as d es cri b e d. H o w e v er, it is a nti ci p at e d t h at fr o m ti m e t o ti m e t h er e m a y b e 
cir c u mst a n c es o utsi d e t h e c o ntr ol of t h e i n v esti g at or t h at m a k e it u nf e asi bl e t o p erf or m t h e 
t est. In t h es e c as es, t h e i n v esti g at or m ust t a k e all st e ps n e c ess ar y  t o e ns ur e t h e s af ety a n d 
w ell - b ei n g of t h e p arti ci p a nt. W h e n a pr ot o c ol-r e q uir e d t est c a n n ot b e p erf or m e d, t h e 
i n v esti g at or will d o c u m e nt t h e r e as o n f or t h e miss e d t est a n d a ny c orr e cti v e a n d pr e v e nti v e 
a cti o ns t h at t h e y  h a v e t a k e n t o e ns ur e t h at r e q uir e d pr o c ess es ar e a d h er e d t o as s o o n as 
p ossi bl e. T h e st u d y  t e a m m ust b e i nf or m ed of t h es e i n ci d e nts i n a ti m el y  m a n n er.

F or s a m pl es b ei n g c oll e ct e d a n d s hi p p e d, d et ail e d c oll e cti o n, pr o c essi n g, st or a g e, a n d 
s hi p m e nt i nstr u cti o ns a n d c o nt a ct i nf or m ati o n will b e pr o vi d e d t o t h e i n v esti g at or sit e pri or 
t o i niti ati o n of t h e st u d y.

8. 1. 1. S c r e e n i n g a n d B as eli n e P r o c e d u r es 

D e m o gr a p hi c d at a a n d m e di c al hist or y  will b e c oll e ct e d at S cr e e ni n g by t h e i n v esti g at or or 
q u alifi e d d esi g n e e, i n cl u di n g r el e v a nt m e di c al a n d s ur gi c al hist or y , a n d c urr e nt ill n ess es. T h e 
m e di c al hist or y  of D L B C L, i n cl u di n g b as eli n e s y m pt o ms as w ell as a d et ail e d hist or y  of 
pri or c a n c er t h er a pi es f or D L B C L, wit h st art a n d st o p d at es, n u m b er of t h er a p y  li n e(s), P D 
d uri n g or aft er t h er a p y, as w ell as dis c o nti n u ati o ns d u e t o i nt ol er a bilit y  or a n y ot h er cli ni c ally 
si g nifi c a nt ill n ess. A n y pr e vi o us t h er a p y ( e g, c h e m ot h er a py, i m m u n ot h er a p y, or r a di ati o n 
t h er a py) f or D L B C L s h o ul d b e r e c or d e d i n t h e e C R F. Als o, e x a mi n ati o ns l e a di n g t o t h e 
di a g n osis of t h e l at est pr o gr essi o n of D L B C L s h o ul d b e d o c u m e nt e d i n t h e p arti ci p a nt’s 
s o ur c e d o c u m e nts. T his m a y  i n cl u d e, f or e x a m pl e, r es ults of l a b or at or y e x a mi n ati o ns, 
i m a gi n g r es ults, or cli ni c al s ym pt o ms r el at e d t o D L B C L. T h e ass ess m e nt of t h e l y m p h o m a 
s h o ul d i n cl u d e st a gi n g.

I n or d er t o r efl e ct t h e p arti ci p a nt’s st at us at t h e ti m e of e nr oll m e nt, t h e st a n d ar d st a gi n g 
s yst e m us e d f or D L B C L r efl e cti n g t h e n u m b er of sit es of i n v ol v e m e nt a n d t h eir r el ati o n t o 
t h e di a p hr a g m, t h e e xist e n c e of B-s ym pt o ms, a n d t h e pr es e n c e of e xtr a n o d al dis e as e, will b e 
us e d (s e e A p p e n di x 1 1 f or Lu g a n o M o difi c ati o n of A n n Ar b or St a gi n g). Dis e as e ris k as p er 
I PI (s e e A p p e n di x 1 4 ) a n d E C O G p erf or m a n c e st at us (s e e A p p e n di x 1 3 ) will b e r e c or d e d i n 
t h e C R F.

8. 1. 2. F oll o w -U p Visits a n d L T F U

At l e ast 2 8 c al e n d ar d a y s, a n d n o m or e t h a n 3 5 c al e n d ar d a y s aft er dis c o nti n u ati o n of st u d y 
i nt er v e nti o n, p arti ci p a nts will r et ur n t o u n d er g o r e vi e w of c o n c o mit a nt tr e at m e nts, vit al si g ns, 
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a n d ass ess m e nt f or r es ol uti o n of a n y  tre at m e nt r el at e d A Es. P arti ci p a nts c o nti n ui n g t o 
e x p eri e n c e A Es at t his p oi nt f oll o wi n g dis c o nti n u ati o n of tr e at m e nt will c o nti n u e t o b e 
f oll o w e d at l e ast e v er y 4 w e e ks u ntil r es ol uti o n or d et er mi n ati o n, i n t h e cli ni c al j u d g m e nt of 
t h e i n v esti g at or, t h at n o f urt h er i m pr o v e m e nt is e x p e ct e d.

If t h e u nr es ol v e d A E is c o nsi d er e d by t h e i n v esti g at or as p ossi bl y r el at e d t o or ass o ci at e d 
wit h A D A f or m ati o n, t h e p arti ci p a nt m a y  b e as k e d t o r et ur n f or A D A bl o o d s a m pli n g at u p 
t o 3 m o nt h i nt er v als (if f e asi bl e gi v e n t he u n d erl yi n g dis e as e), u ntil t h e A E or its s e q u el a e 
r es ol v e or st a bili z e at a l e v el a c c e pt a bl e t o t h e i n v esti g at or a n d s p o ns or u p t o a m a xi m u m of 
9 m o nt hs fr o m t h e l ast st u d y  tr e at m e nt.

T h e 9 0 -d a y  p ost-d os e f oll o w -u p visit f or A Es, c o ntr a c e pti o n c h e c k, a n d s u bs e q u e nt 
a nti c a n c er t h er a p y(i es) m a y b e p erf or m e d vi a r e m ot e c o nt a ct ( e g, t el e p h o n e). T h e 
i n v esti g at or m a y c o m pl et e t h es e f oll o w-u p visits i n cli ni c if a n y  c o n c er ns ar e n ot e d d uri n g 
t h e r e m ot e c o nt a ct.

P arti ci p a nts dis c o nti n u e d fr o m st u d y  i nt er v e nti o ns b ef or e dis e as e pr o gr essi o n will e nt er t h e 
L T F U p h as e a n d b e c o nt a ct e d u ntil dis e as e pr o gr essi o n, t h e st art of a n e w a nti -c a n c er t h er a p y 
or d e at h, w hi c h e v er c o m es first. P arti ci p a nts will b e c o nt a ct e d b y  t el e p h o n e e v er y 1 2 w e e ks 
fr o m t h e 9 0-d a y  f oll o w-u p vi sit ( 2 4 w e e ks fr o m t h e l ast d os e) t o c o nfir m s ur vi v al st at us a n d 
t o c oll e ct a ny n e w a nti -c a n c er t h er a pi es. O nsit e visits m a y  b e r e q uir e d t o c o n d u ct f oll o w- u p 
ass ess m e nts d es cri b e d i n t h e S o A ( S e cti o n 1. 3 ), i n cl u di n g s c a ns.

8. 2. Effi c a c y Ass ess m e nts

All dis e as e r es p o ns es will b e ass ess e d a c c or di n g t o t h e L u g a n o R es p o ns e Cl assifi c ati o n 
Crit eri a (A p p e n di x 1 2 ), wit h i nt erpr et ati o n a c c or di n g t o t h e 5 p oi nt s c al e.

Ps e u d o -pr o gr essi o n, w hi c h h as b e e n o bs er v e d i n l y m p h o m a p ati e nts o n l e n ali d o mi d e a n d 
ot h er i m m u n e t h er a pi es, will b e m a n a g e d as p er r efi n e d L u g a n o crit eri a 2 0 1 6 ( L Y RI C). I n 
c as es w h er e ps e u d o - pr o gr essi o n is s us p e cte d, w h e n m e eti n g L u g a n o 2 0 1 6 crit eri a f or 
‘i n d et er mi n at e r es p o ns e’, t h e p arti ci p a nt m a y c o nti n u e t o r e c ei v e st u d y tr e at m e nt. As p er 
L u g a n o 2 0 1 6, a bi o ps y (if s af e a n d f e asi bl e), or a r e p e at s c a n wit hi n 1 2 w e e ks m a y b e 
i n di c at e d (A p p e n di x 1 2 ); f or t his st u d y, it is r e c o m m e n d e d t h at o nl y n e w l esi o ns ( pr es e nti n g 
aft er b as eli n e) ar e bi o psi e d (t o b e dis c uss e d wit h s p o ns or as n e e d e d). P D will b e e nt er e d i n 
t h e C R F o nl y u p o n c o nfir m ati o n of P D o n s u bs e q u e nt s c a n. T u m or flar e/ ps e u d o -pr o gr essi o n 
will b e r e p ort e d as a n A E.

R a di ol o gi c al ass ess m e nt will b e p erf or m e d at S cr e e ni n g, d uri n g tr e at m e nt as s p e cifi e d i n t h e 
S o A , w h e n e v er P D is s us p e ct e d ( e g, sy m pt o m ati c d et eri or ati o n), a n d at t h e ti m e of 
wit h dr a w al fr o m st u d y tr e at m e nt (if n ot d o n e i n t h e pr e vi o us c y cl e). All s c a ns/ ass ess m e nts, 
i n cl u di n g u n pl a n n e d s c a ns ( or s c a ns i n a d diti o n t o t h e S o A ) ar e t o b e r e c or d e d i n t h e C R F.
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R a di o gr a p hi c i m a gi n g e v al u ati o n s h o ul d i n cl u d e di a g n osti c q u alit y  CT/ M RI a n d F D G P E T p er 
L u g a n o crit eri a. A n d t h e f oll o wi n g s h o ul d b e n ot e d:

 I m a gi n g d o n e u p t o 4 2 d a ys pri or t o d osi n g ( b ef or e IC D is si g n e d) c a n b e us e d f or 
s cr e e ni n g a n d as b as eli n e ass ess m e nt if it is p erf or m e d p er st a n d ar d of c ar e as p er 
pr ot o c ol r e q uir e m e nts. 

 I m a gi n g s c h e d ul e is t o b e m ai nt ai n e d irr es p e cti v e of d os e d el a ys or i nt err u pti o n.

 I m a gi n g is r e q uir e d at t h e E O T visit if t h e p arti ci p a nt h as wit h dr a w n fr o m tr e at m e nt 
f or r e as o n ot h er t h a n pr o gr essi o n a n d i m a gi n g h as n ot p erf or m e d i n t h e c y cl e b ef or e 
t h e E O T visit.

 If st u d y i nt er v e nti o n is dis c o nti n u e d pri or t o P D, s c a ns ar e t o c o nti n u e irr es p e cti v e of 
ot h er i nt er v e ni n g tr e at m e nt u ntil P D is d o c u m e nt e d.

All p arti ci p a nts’ fil es a n d r a di ol o gi c i m a g es a n d p at h ol o g y  s a m pl es m ust b e a v ail a bl e f or 
s o ur c e v erifi c ati o n a n d f or p ot e nti al p e er r e vi e w; r a di o gr a p hi c i m a g es utili z e d f or effi c a c y  
ass ess m e nts m a y  b e c oll e ct e d a n d st or e d by a n i n d e p e n d e nt t hir d p art y  i m a gi n g l a b or at or y, 
(s e e I m a gi n g M a n u al f or d et ails).

If a p arti ci p a nt wit h d o c u m e nt e d P D p er L u g a n o crit eri a 2 7 c o nti n u es t o e x p eri e n c e cli ni c al 
b e n efit, p er i n v esti g at or’s cli ni c al j u d g m e nt t h e st u d y  tr e at m e nt wit h P F-0 7 9 0 1 8 0 1 a n d 
t af asit a m a b m a y c o nti n u e u ntil n o l o n g er cli ni c all y b e n efiti n g as p er a ris k-b e n efit 
ass ess m e nt b y  t h e i n v esti g at or. T h e first o bs er v ati o n of P D, pri or t o c o nti n u ati o n of t h er a py, 
will b e d o c u m e nt e d i n t h e C R F a n d c o nsi d er e d t h e d at e of P D.

8. 2. 1. C o m p ut e d T o m o g r a p h y S c a ns

C T s c a ns of t h e c h est, a b d o m e n, a n d p el vis ( n e c k s h o ul d b e i n cl u d e d, if a p pr o pri at e a n d as 
cli ni c all y  i n di c at e d) will b e p erf or m e d t o ass ess dis e as e at S cr e e ni n g a n d p er ass ess m e nt 
s c h e d ul e i n t h e S o A . All C T s c a ns s h o ul d b e p erf or m e d wit h I V c o ntr ast a n d a b d o mi n al a n d 
p el vi c C T s c a ns s h o ul d b e p erf or m e d wit h or al or I V c o ntr ast u nl ess c o ntr ai n di c at e d (s e e 
I m a gi n g M a n u al f or d et ails). H ybri d P E T -C T s c a n n ers m a y  b e us e d t o a c q uir e t h e r e q uir e d 
C T i m a g es o nl y if C T pr o d u c e d b y t h e s c a n n er is of di a g n osti c q u alit y, a d h er es t o s p e cifi e d 
s c a n p ar a m et ers, a n d i n cl u d es I V c o ntr ast ( u nl ess m e di c all y  c o ntr ai n di c at e d). N o n- di a g n osti c 
C T i m a g es a c q uir e d f or att e n u ati o n p ur p os es d uri n g P E T - C T ar e N O T a c c e pt a bl e as t h e o nly 
C T s c a n f or t h e ti m e p oi nt. Di a g n osti c C T i m a g es wit h c o ntr ast ( u nl ess m e di c all y  
c o ntr ai n di c at e d) wit h a st a n d al o n e C T s c a n n er m u st b e a c q uir e d if P E T -C T is u n a bl e t o 
a c q uir e di a g n osti c C T i m a g es. If t h e di a g n osti c C T a n d P E T ar e a c q uir e d o n t h e s a m e d a y , it 
is str o n gly r e c o m m e n d e d t h at t h e P E T is p erf or m e d pri or t o t h e C T wit h I V c o ntr ast as t o n ot 
c o m pr o mis e P E T r es ults. M RI  or P ET/ M RI c a n b e us e d i n pl a c e of C T if a p arti ci p a nt c a n n ot 
t ol er at e C T c o ntr ast a g e nt or as cli ni c ally i n di c at e d. T h e s a m e i m a gi n g m o d alit y  s h o ul d b e 
us e d f or a gi v e n p arti ci p a nt t hr o u g h o ut t h e st u d y d ur ati o n.
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8. 2. 2. P osit r o n E missi o n T o m o g r a p h y S c a ns

A P E T s c a n wi t h F D G e xt e n di n g fr o m t h e n e c k t hr o u g h t h e mi d t hi g hs will b e p erf or m e d t o 
ass ess b as eli n e dis e as e at S cr e e ni n g a n d t o ass ess dis e as e r es p o ns e as p er t h e S o A ; i n 
a d diti o n t o t h e F D G -P E T i m a gi n g a di a g n osti c q u alit y c o ntr ast - e n h a n c e d C T s c a n m ust b e 
i n cl u d e d f or l esi o n m e as ur e m e nts. E x a mi n ati o ns s h o ul d b e c o nsist e nt a cr oss all ti m e p oi nts, 
i n cl u di n g a m o u nt of tr a c er, l o c ati o n of i nj e cti o n, ar m p ositi o n, a n d s c a n d el a y. N ot e t h at if a 
p arti ci p a nt a c hi e v es a m et a b oli c C R, P E T s c a ns ar e n ot r e q uir e d at s u bs e q u e nt ass ess m e nts. 
A d diti o n al P E T/ C T or C T or M RI  e x a mi n ati o ns m a y b e p erf or m e d b y t h e i n v esti g at or i n t h e 
c o urs e of t h e st u d y, if d e e m e d n e c ess ar y ( e g, if P D is s us p e ct e d, t o c o nfir m t h e o c c urr e n c e of 
a C R or t o m a k e i m p ort a nt tr e at m e nt-r el at e d d e cisi o ns). If t h e p arti ci p a nt dis c o nti n u es fr o m 
st u d y i nt er v e nti o n, a P E T/ C T s c a n is o nl y r e q uir e d at t h e E O T if it w as n ot p erf or m e d i n t h e 
c y cl e pri or t o t h e E O T. C T m a y  b e p erf or m e d i n li e u of P E T/ C T if t h e p arti ci p a nt 
dis c o nti n u es fr o m st u d y  i nt er v e nti o n wit hi n C 1.

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

Pl a n n e d ti m e p oi nts f or all s af et y  ass ess m e nts ar e pr o vi d e d i n S o A . U ns c h e d ul e d s af ety 
m e as ur e m e nts m a y  b e o bt ai n e d at a n y ti m e d uri n g t h e st u d y t o ass ess a n y p er c ei v e d s af et y 
iss u es.

8. 3. 1. P h ysi c al E x a mi n ati o ns

A c o m pl et e P E will b e p erf or m e d at S cr e e ni n g a n d is t o i n cl u d e, at a mi ni m u m, ass ess m e nts 
of t h e c ar di o v as c ul ar, r es pir at or y , g astr oi nt esti n al, a n d n e ur ol o gi c al sys t e ms. 
T ar g et e d/s y m pt o m -dir e ct e d P Es, i n cl u di n g si g ns a n d s y m pt o ms of t h e dis e as e u n d er st u d y , 
will b e c o n d u ct e d at ot h er visits as p er t h e S o A . H ei g ht will b e c oll e ct e d at b as eli n e a n d 
w ei g ht will b e m e as ur e d a n d r e c or d e d as p er t h e S o A .

P Es m a y  b e c o n d u ct e d b y a ph y si ci a n, tr ai n e d p h ysi ci a n’s assist a nt, or n urs e pr a ctiti o n er as 
a c c e pt a bl e a c c or di n g t o l o c al r e g ul ati o n.

P E fi n di n gs c oll e ct e d d uri n g t h e st u d y will b e c o nsi d er e d s o ur c e d at a a n d will n ot b e r e q uir e d 
t o b e r e p ort e d, u nl ess ot h er wis e n ot e d. A ny u nt o w ar d P E fi n di n gs t h at ar e i d e ntifi e d d uri n g 
t h e a cti v e c oll e cti o n p eri o d a n d m e et t h e d efi niti o n of a n A E or S A E (A p p e n di x 3 ) m ust b e 
r e p ort e d a c c or di n g t o t h e pr o c ess es i n S e cti o ns 8. 4. 1 t o 8. 4. 3 .

W h e n s h o ul d it b e d o n e:

P E is t o b e p erf or m e d pri or t o i nf usi o n of st u d y  i nt er v e nti o n.

8. 3. 2. Vit al Si g ns

Pr e - d os e vit al si g ns will b e r e p ort e d o n t h e C R F. All ot h er vit al si g ns c oll e ct e d d uri n g t h e 
c o urs e of t h e st u d y will b e c o nsi d er e d s o ur c e d at a o nl y  a n d will n ot b e r e q uir e d t o b e 
r e p ort e d o n t h e C R F. 
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A n y  u nt o w ar d vit al si g n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e c oll e cti o n p eri o d a n d 
m e et t h e d efi niti o n of a n A E or S A E ( A p p e n di x 3 ) m ust b e r e p ort e d a c c or di n g t o t h e 
pr o c es ses i n S e cti o n 8. 4. 1 t o S e cti o n 8. 4. 3 .

8. 3. 2. 1. Bl o o d P r ess u r e a n d P uls e R at e

B P a n d P R m e as u r e m e nts will b e ass ess e d p er i nstit uti o n al st a n d ar ds wit h a c o m pl et el y 
a ut o m at e d d e vi c e. M a n u al t e c h ni q u es will b e us e d o nl y  if a n a ut o m at e d d e vi c e is n ot 
a v ail a bl e.

Vit al si g ns will b e t a k e n b ef or e bl o o d c oll e cti o n f or l a b or at or y  t ests.

I n c as e of l o gistic al iss u e, t h e vit als c a n b e t a k e n aft er bl o o d c oll e cti o n f or l a b or at or y  t ests 
aft er t h e p arti ci p a nt h as r est e d as p er st a n d ar d of c ar e.  

Vit al si g ns c o nsist of a si n gl e m e as ur e m e nt of P R a n d si n gl e B P m e as ur e m e nt.

8. 3. 2. 2. T e m p e r at u r e a n d R es pi r at o r y R at e

T e m p er a t ur e a n d r es pir at or y r at e fi n di n gs c oll e ct e d d uri n g t h e st u d y will b e c o nsi d er e d 
s o ur c e d at a a n d will n ot b e r e q uir e d t o b e r e p ort e d, u nl ess ass o ci at e d wit h a n A E/ S A E or 
ot h er wis e n ot e d.

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

St a n d ar d 1 2 -l e a d E C Gs utili zi n g li m b l e a ds ( wit h a 1 0-s e c o n d r h yt h m stri p) s h o ul d b e 
c oll e ct e d at ti m es s p e cifi e d i n t h e S o A s e cti o n of t his pr ot o c ol usi n g a n E C G m a c hi n e t h at 
a ut o m ati c all y  c al c ul at es t h e h e art r at e a n d m e as ur es P R i nt er v al, Q T i nt er v al, Q T c F, a n d 
Q R S c o m pl e x. F or E C G m a c hi n es t h at d o n ot r e p ort Q T c F, c al c ul ati o n of Q T c F fr o m Q T 
a n d h e art r at e, f or e x a m pl e usi n g o nli n e t o ols, is r e q uir e d. Alt er n ati v e l e a d pl a c e m e nt 
m et h o d ol o g y  usi n g t ors o l e a ds ( e g, M as o n- Li k ar) s h o ul d n ot b e us e d gi v e n t h e p ot e nti al ris k 
of dis cr e p a n ci es wit h E C Gs a c q uir e d usi n g st a n d ar d li m b l e a d pl a c e m e nt. All s c h e d ul e d 
E C Gs s h o ul d b e p erf or m e d aft er t h e p arti ci p a nt h as r est e d q ui etl y  f or at l e ast 5 mi n ut es i n a 
s u pi n e p ositi o n. 

If a) a p ost-d os e Q T c F i nt er v al r e m ai ns ≥ 6 0 ms fr o m t h e b as eli n e a n d is > 4 5 0 ms; or b) a n 
a bs ol ut e Q T v al u e is ≥ 5 0 0 ms f or a n y s c h e d ul e d E C G f or gr e at er t h a n 4 h o urs ( or s o o n er, at 
t h e dis cr eti o n of t h e i n v esti g at or); or c) Q T c F i nt er v als g et pr o gr essi v el y l o n g er, t h e 
p arti ci p a nt s h o ul d u n d er g o c o nti n u o us E C G m o nit ori n g. 

A c ar di ol o gist s h o ul d b e c o ns ult e d if Q T c F v al u es d o n ot r et ur n t o l ess t h a n t h e crit eri a list e d 
a b o v e aft er 8 h o urs of m o nit ori n g ( or s o o n er, at t h e dis cr eti o n of t h e i n v esti g at or). 

I n s o m e c as es, it m a y b e a p pr o pri at e t o r e p e at a b n or m al E C Gs t o r ul e o ut i m pr o p er l e a d 
pl a c e m e nt as c o ntri b uti n g t o t h e E C G a b n or m alit y. It is i m p ort a nt t h at l e a ds b e pl a c e d i n t h e 
s a m e p ositi o ns e a c h ti m e i n or d er t o a c hi e v e pr e cis e E C G r e c or di n gs. If a m a c hi n e -r e a d 
Q T c F v al u e is pr ol o n g e d, as d efi n e d a b o v e, r e p e at m e as ur e m e nts m a y  n ot b e n e c ess ar y if a 
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q u alifi e d m e di c al pr o vi d er’s i nt er pr et ati o n d et er mi n es t h at t h e Q T c F v al u es ar e i n t h e 
a c c e pt a bl e r a n g e.

E C G v al u es of p ot e nti al cli ni c al c o n c er n ar e list e d i n A p p e n di x 8 .

W h e n s h o ul d it b e d o n e:

E C G ass ess m e nts s h o ul d pr e c e d e bl o o d c oll e cti o n f or cli ni c al l a b or at or y  t e st s. In c as e of 
l o gisti c al iss u e, E C G c a n b e p erf or m e d aft er bl o o d c oll e cti o n f or cli ni c al l a b or at or y t ests 
aft er t h e p arti ci p a nt h as r est e d q ui etl y  f or at l e ast 5 mi n ut es i n a s u pi n e p ositi o n.

8. 3. 4. Cli ni c al S af et y L a b o r at o r y Ass ess m e nts

S e e A p p e n di x 2 f or t h e list of cli ni c al s af ety l a b or at or y  t ests t o b e p erf or m e d a n d t h e S o A f or 
t h e ti mi n g a n d fr e q u e n c y. All pr ot o c ol-r e q uir e d l a b or at or y ass ess m e nts, as d efi n e d i n 
A p p e n di x 2 , m ust b e c o n d u ct e d i n a c c or d a n c e wit h t h e L a b or at or y  M a n u al a n d t h e S o A . 
U ns c h e d ul e d cli ni c al l a b or at or y  m e as ur e m e nts m a y b e o bt ai n e d at a n y ti m e d uri n g t h e st u d y 
t o ass ess a ny p er c ei v e d s af et y iss u es a n d r es ults r e c or d e d i n t h e C R F.

T h e i n v esti g at or m ust r e vi e w t h e l a b or at or y  r e p ort pri or t o t h e i nf usi o ns, d o c u m e nt t his 
r e vi e w, a n d r e c or d a ny cli ni c all y  si g nifi c a nt c h a n g es o c c urri n g d uri n g t h e st u d y i n t h e A E 
s e cti o n of t h e C R F. Cli ni c all y  si g nifi c a nt a b n or m al l a b or at or y t est fi n di ngs ar e t h os e t h at ar e 
n ot ass o ci at e d wit h t h e u n d erl y i n g dis e as e, u nl ess j u d g e d b y t h e i n v esti g at or t o b e m or e 
s e v er e t h a n e x p e ct e d f or t h e p arti ci p a nt’s c o n diti o n.

All l a b or at or y  t ests wit h v al u es c o nsi d er e d cli ni c all y si g nifi c a nt a n d a b n or m al d uri n g 
p arti ci p ati o n i n t h e st u d y  or wit hi n 2 8 c al e n d ar d a ys aft er t h e l ast a d mi nistr ati o n of 
P F -0 7 9 0 1 8 0 1 a n d/ or l e n ali d o mi d e or 9 0 d a y s aft er t h e l ast a d mi nistr ati o n of t af asit a m a b 
s h o ul d b e r e p e at e d u ntil t h e v al u es r et ur n t o n or m al or b as eli n e or ar e n o l o n g er c o nsi d er e d 
cli ni c all y  si g nifi c a nt by t h e i n v esti g at or or st u d y m e di c al m o nit or.

If s u c h v al u es d o n ot r et ur n t o n or m al/ b as eli n e wit hi n a p eri o d of ti m e j u d g e d r e as o n a bl e b y  
t h e i n v esti g at or, t h e eti ol o g y s h o ul d b e i d e ntifi e d a n d t h e s p o ns or n otifi e d.

S e e A p p e n di x 6 f or s u g g est e d a cti o ns a n d f oll o w- u p ass ess m e nts i n t h e e v e nt of p ot e nti al 
DI LI.

S e e A p p e n di x 7 f or i nstr u cti o ns f or l a b or at or y t esti n g t o m o nit or ki d n e y f u n cti o n a n d 
r e p orti n g l a b or at or y t est a b n or m aliti es.

S cr e e ni n g l a b or at ori es m a y  b e us e d as pr e-d os e b as eli n e if t h e y  ar e wit hi n 3 d a ys of C 1 D 1, 
a n d t h er ef or e t h er e is n o n e e d t o r e p e at cli ni c al l a b or at or y  ass ess m e nts o n C 1 D 1 i n t his c as e. 
If l a b or at or y v al u es ar e n ot wit hi n eli gi bilit y , bl o o d t est m a y b e r e p e at e d o n c e.

All s af et y l a b or at or y  r es ults m ust b e a v ail a bl e pri or t o d osi n g t o d et er mi n e if d os e 
m o difi c ati o ns ar e n e c ess ar y ; m a y b e dr a w n u p t o 7 2 h o urs pri or t o d osi n g visit d at e.
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8. 3. 4. 1. Alt e r n ati v e F a ciliti es f o r Cli ni c al S af et y L a b o r at o r y Ass ess m e nt

Pr ot o c ol -s p e cifi e d s af et y l a b or at or y e v al u ati o ns (r ef er t o S o A ) m a y b e c o n d u ct e d at a l o c al 
l a b or at or y, d uri n g a m o bil e visit, or at h o m e if p er mitt e d b y l o c al r e g ul ati o ns. T h e l o c al 
l a b or at or y m a y b e a st a n d al o n e i nstit uti o n or wit hi n a h os pit al. 

If a l o c al l a b or at or y is us e d, q u alifi e d st u d y sit e p ers o n n el m ust or d er, r e c ei v e, a n d r e vi e w 
r es ults. Sit e st aff m ust c oll e ct t h e l o c al l a b or at or y r ef er e n c e r a n g es a n d 
c ertifi c ati o ns/ a c cr e dit ati o ns f or fili n g at t h e sit e. L a b or at or y  t est r es ults ar e t o b e pr o vi d e d t o 
t h e sit e st aff as s o o n as p ossi bl e. T h e l o c al l a b or at or y  r e p orts s h o ul d b e fil e d i n t h e 
p arti ci p a nt’s s o ur c e d o c u m e nts/ m e di c al r e c or ds. R el e v a nt d at a fr o m t h e l o c al l a b or at or y  
r e p ort s h o ul d b e r ec or d e d o n t h e C R F.

8. 3. 5. P r e g n a n c y T esti n g

Pr e g n a n c y  t ests will b e p erf or m e d i n W O C B P at t h e ti m es list e d i n t h e S o A . A s er u m 
pr e g n a n c y  t est is r e q uir e d at S cr e e ni n g. F oll o wi n g s cr e e ni n g, pr e g n a n c y t ests m a y b e uri n e or 
s er u m t ests, a n d m u st h a v e a s e nsiti vit y of at l e ast 2 5 mI U/ m L   H C G. F oll o wi n g a n e g ati v e 
pr e g n a n c y  t est r es ult at S cr e e ni n g, a p pr o pri at e c o ntr a c e pti o n m ust b e c o m m e n c e d a n d a 
s e c o n d n e g ati v e pr e g n a n c y  t est r es ult will b e r e q uir e d at t h e b as eli n e visit pri or t o t h e 
p arti ci p a nt’s r e c ei vi n g t h e st u d y  tr e at m e nt. Pr e g n a n c y t ests will als o b e d o n e w h e n e v er 
1 m e nstr u al c y cl e is miss e d d uri n g t h e a cti v e tr e at m e nt p eri o d ( or w h e n p ot e nti al pr e g n a n c y  
is ot h er wis e s us p e ct e d) a n d at t h e e n d of t h e st u dy. A d diti o n al pr e g n a n c y  t ests m ust b e 
p erf or m e d p er t h e l o c al l e n ali d o mi d e l a b el.

Pr e g n a n c y  t ests m a y als o b e r e p e at e d if r e q u est e d b y IR Bs/ E Cs or if r e q uir e d b y  l o c al 
r e g ul ati o ns. If a uri n e t est c a n n ot b e c o nfir m e d a s n e g ati v e ( e g, a n a m bi g u o us r es ult), a 
s er u m pr e g n a n c y t est is r e q uir ed. I n s u c h c as es, t h e p arti ci p a nt m ust b e e x cl u d e d if t h e s er u m 
pr e g n a n c y  r es ult is p ositi v e.

C o ns ult als o t h e l e n ali d o mi d e P P P ( S e cti o n 1 0. 4. 5 ).

8. 3. 6. B- S y m pt o ms

Ass ess m e nt of t h e pr es e n c e or a bs e n c e of B -s ym pt o ms will b e p erf or m e d at S cr e e ni n g a n d 
o n D a y  1 f or all c ycl es, as w ell as t h e E O T.

B- s ym pt o ms ar e d efi n e d as t h e pr es e n c e of: ( a) u ni nt e nti o n al w ei g ht l oss of m or e t h a n 1 0 % 
wit hi n t h e pr e vi o us 6 m o nt hs, a n d/ or ( b) p ersist e nt or r e c urr e nt f e v ers of  3 8. 0 ° C wit h o ut 
ot h er e vi d e n c e of i nf e cti o n, a n d/ or ( c) dr e n c hi n g ni g ht s w e ats wit h o ut e vi d e n c e of i nf e cti o n.

8. 4. A d v e rs e E v e nts, S e ri o us A d v e rs e E v e nts, a n d Ot h e r S af et y R e p o rti n g

T h e d efi niti o ns of a n A E a n d a n S A E c a n b e f o u n d i n A p p e n di x 3 .

A Es m a y  aris e fr o m sy m pt o ms or ot h er c o m pl ai nts r e p ort e d t o t h e i n v esti g at or b y  t h e 
p arti ci p a nt ( or, w h e n a p pr o pri at e, b y a c ar e gi v er, s urr o g at e, or t h e p arti ci p a nt’s l e g all y 
a ut h ori z e d r e pr es e nt ati v e), or t h e y  m a y aris e fr o m cli ni c al fi n di n gs of t h e i n v esti g at or or 
ot h er h e alt h c ar e pr o vi d ers ( cli ni c al si g ns, t est r es ult s, et c).
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T h e i n v esti g at or a n d a n y q u alifi e d d esi g n e es ar e r es p o nsi bl e f or d et e cti n g, d o c u m e nti n g, a n d 
r e c or di n g e v e nts t h at m e et t h e d efi niti o n of a n A E or S A E a n d r e m ai n r es p o nsi bl e t o p urs u e 
a n d o bt ai n a d e q u at e i nf or m ati o n b ot h t o d et er mi n e t h e o ut c o m e a n d t o ass ess w h et h er t h e 
e v e nt m e ets t h e crit eri a f or cl assifi c ati o n as a n S A E or c a us e d t h e p arti ci p a nt t o dis c o nti n u e 
t h e st u d y i nt er v e nti o n (s e e S e cti o n 7. 1 ).

D uri n g t h e a cti v e c oll e cti o n p eri o d as d es cri b e d i n S e cti o n 8. 4. 1 e a c h p arti ci p a nt will b e 
q u esti o n e d a b o ut t h e o c c urr e n c e of A Es i n a n o nl e a di n g m a n n er. 

I n a d diti o n, t h e i n v esti g at or m a y b e r e q u est e d by P fi z er S af ety t o o bt ai n s p e cifi c f oll o w - u p 
i nf or m ati o n i n a n e x p e dit e d f as hi o n.

8. 4. 1. Ti m e P e ri o d a n d F r e q u e n c y f o r C oll e cti n g A E a n d S A E I nf o r m ati o n

T h e ti m e p eri o d f or a cti v el y  eli citi n g a n d c oll e cti n g A Es a n d S A Es ( “ a cti v e c oll e cti o n 
p eri o d ”) f or e a c h p arti ci p a nt b e gi ns fr o m t h e ti m e t h e p arti ci p a nt pr o vi d es i nf or m e d c o ns e nt, 
w hi c h is o bt ai n e d b ef or e u n d er g oi n g a n y st u d y- r el at e d pr o c e d ur e a n d/ or r e c ei vi n g st u d y 
i nt er v e nti o n, t hr o u g h a n d i n cl u di n g a mi ni m u m of 2 8 c al e n d ar d a ys aft er t h e l ast 
a d mi nistr ati o n of P F -0 7 9 0 1 8 0 1 a n d/ or l e n ali d o mi d e or 9 0 d a y s aft er t h e l ast a d mi nistr ati o n 
of t af asit a m a b, w hi c h e v er is l o n g er.

F oll o w -u p b y  t h e i n v esti g at or c o nti n u es t hr o u g h o ut a n d aft er t h e a cti v e c oll e cti o n p eri o d a n d 
u ntil t h e A E or S A E or its s e q u el a e r es o l v e or st a bili z e at a l e v el a c c e pt a bl e t o t h e 
i n v esti g at or.

W h e n a cli ni c all y  i m p ort a nt A E r e m ai ns o n g oi n g at t h e e n d of t h e a cti v e c oll e cti o n p eri o d, 
f oll o w-u p b y  t h e i n v esti g at or c o nti n u es u ntil t h e A E or S A E or its s e q u el a e r es ol v e or 
st a bili z e at a l e v el a c c e pt a bl e t o t h e i n v esti g at or a n d Pfi z er c o n c urs wit h t h at ass ess m e nt.

F or p arti ci p a nts w h o ar e s cr e e n f ail ur es, t h e a cti v e c oll e cti o n p eri o d e n ds w h e n s cr e e n f ail ur e 
st at us is d et er mi n e d.

If t h e p arti ci p a nt wit h dr a ws fr o m t h e st u d y a n d als o wit h dr aws c o ns e nt f or t h e c oll e cti o n of 
f ut ur e i nf or m ati o n, t h e a cti v e c oll e cti o n p eri o d e n ds w h e n c o ns e nt is wit h dr a w n.

If a p arti ci p a nt p er m a n e ntl y dis c o nti n u es or t e m p or arily dis c o nti n u es st u d y i nt er v e nti o n 
b e c a us e of a n A E or S A E, t h e A E or S A E m ust b e r e c or d e d o n t h e C R F a n d t h e S A E 
r e p ort e d usi n g t h e C T S A E R e p ort F or m.

I n v esti g at ors ar e n ot o bli g at e d t o a cti v ely s e e k i nf or m ati o n o n A Es or S A Es aft er t h e 
p arti ci p a nt h as c o n cl u d e d st u d y p arti ci p ati o n . H o w e v er, if t h e i n v esti g at or l e ar ns of a ny S A E, 
i n cl u di n g a d e at h, at a n y ti m e aft er a p arti ci p a nt h as c o m pl et e d t h e st u dy, a n d t h e y c o nsi d er 
t h e e v e nt t o b e r e as o n a bl y r el at e d t o t h e st u dy i nt er v e nti o n, t h e i n v esti g at or m ust pr o m ptl y  
r e p ort t h e S A E t o Pfi z er usi n g t h e C T S A E R e p ort F or m. I n a d diti o n, if t h e i n v esti g at or 
l e ar ns of a ny s e c o n d pri m ar y  m ali g n a n c y, irr es p e cti v e of c a us alit y or ti m e of di a g n osis, t h e 
i n v esti g at or m ust pr o m ptl y r e p ort t h e S A E t o Pfi z er.
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8. 4. 1. 1. R e p o rti n g S A Es t o Pfi z e r S af et y

All S A Es o c c urri n g i n a p arti ci p a nt d uri n g t h e a cti v e c oll e cti o n p eri o d as d es cri b e d i n 
S e cti o n 8. 4. 1 ar e r e p ort e d t o Pfi z er S af et y  o n t h e C T S A E R e p ort F or m i m m e di at el y u p o n 
a w ar e n ess a n d u n d er n o cir c u mst a n c e s h o ul d t his e x c e e d 2 4 h o urs, as i n di c at e d i n 
A p p e n di x 3 . T h e i n v esti g at or will s u b mit a n y u p d at e d S A E d at a t o t h e s p o ns or wit hi n 
2 4 h o urs of its b ei n g a v ail a bl e.

If a p arti ci p a nt b e gi ns a n e w a nti c a n c er t h er a py, S A Es o c c urri n g d uri n g t h e a b o v e- i n di c at e d 
a cti v e c oll e cti o n p eri o d m ust still b e r e p ort e d t o Pfi z er S af et y  irr es p e cti v e of a n y i nt er v e ni n g 
tr e at m e nt. N ot e t h at a s wit c h t o a c o m m er ci ally a v ail a bl e v ersi o n of t h e st u d y i nt er v e nti o n is 
c o nsi d er e d as a n e w a nti c a n c er t h er a p y f or p ur p os es of S A E r e p orti n g.

8. 4. 1. 2. R e c o r di n g N o ns e ri o us A Es a n d S A Es o n t h e C R F

All n o ns eri o us A Es a n d S A Es o c c urri n g i n a p arti ci p a nt d uri n g t h e a cti v e c oll e cti o n p eri o d 
w hi c h b e gi ns aft er o bt ai ni n g i nf or m e d c o ns e nt as d es cri b e d i n S e cti o n 8. 4. 1 , will b e r e c or d e d 
o n t h e A E s e cti o n of t h e C R F. 

T h e i n v esti g at or is t o r e c or d o n t h e C R F all dir e ctl y  o bs er v e d a n d all s p o nt a n e o usl y re p ort e d 
A Es a n d S A Es r e p ort e d b y  t h e p arti ci p a nt.

As p art of o n g oi n g s af et y r e vi e ws c o n d u ct e d b y t h e s p o ns or, a n y n o ns eri o us A E t h at is 
d et er mi n e d b y t h e s p o ns or t o b e s eri o us will b e r e p ort e d b y t h e s p o ns or as a n S A E. T o assist 
i n t h e d et er mi n ati o n of c ase s eri o us n ess, f urt h er i nf or m ati o n m a y  b e r e q u est e d fr o m t h e 
i n v esti g at or t o pr o vi d e cl arit y a n d u n d erst a n di n g of t h e e v e nt i n t h e c o nt e xt of t h e cli ni c al 
st u d y.

If a p arti ci p a nt b e gi ns a n e w a nti c a n c er t h er a py, t h e r e c or di n g p eri o d f or n o ns eri o us A Es 
e n ds at t h e ti m e t h e n e w tr e at m e nt is st art e d; h o w e v er, S A Es m ust c o nti n u e t o b e r e c or d e d o n 
t h e C R F d uri n g t h e a b o v e-i n di c at e d a cti v e c oll e cti o n p eri o d. N ot e t h at a s wit c h t o a 
c o m m er ci all y a v ail a bl e v ersi o n of t h e st u d y i nt er v e nti o n is c o nsi d er e d as a n e w a n ti c a n c er 
t h er a py f or t h e p ur p os es of S A E r e p orti n g.

8. 4. 2. M et h o d of D et e cti n g A Es a n d S A Es

T h e m et h o d of r e c or di n g, e v al u ati n g, a n d ass essi n g c a us alit y  of A Es a n d S A Es a n d t h e 
pr o c e d ur es f or c o m pl eti n g a n d tr a ns mitti n g S A E r e p orts ar e pr o vi d e d i n A p p e n di x 3 .

C ar e will b e t a k e n n ot t o i ntr o d u c e bi as w h e n d et e cti n g A Es a n d/ or S A Es. O p e n -e n d e d a n d 
n o nl e a di n g v er b al q u esti o ni n g of t h e p arti ci p a nt is t h e pr ef err e d m et h o d t o i n q uir e a b o ut 
A E o c c urr e n c es.

8. 4. 3. F oll o w -U p of A Es a n d S A Es

Aft er t h e i niti al A E or S A E r e p ort, t h e i n v esti g at or is r e q uir e d t o pr o a cti v el y  f oll o w e a c h 
p arti ci p a nt at s u bs e q u e nt visits/ c o nt a cts. F or e a c h e v e nt, t h e i n v esti g at or m ust p urs u e a n d 
o bt ai n a d e q u at e i nf or m ati o n u ntil r es ol uti o n, st a bili z ati o n, t h e e v e nt is ot h er wis e e x pl ai n e d, 
or t h e p arti ci p a nt is l ost t o f oll o w- u p ( as d efi n e d i n S e cti o n 7. 3 ).

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 9 7

I n g e n er al, f oll o w- u p i nf or m ati o n will i n cl u d e a d es cri pti o n of t h e e v e nt i n s uffi ci e nt d et ail t o 
all o w f or a c o m pl et e m e di c al ass ess m e nt of t h e c as e a n d i n d e p e n d e nt d et er mi n ati o n of 
p ossi bl e c a us alit y . A ny i nf or m ati o n r el e v a nt t o t h e e v e nt, s u c h as c o n c o mit a nt m e di c ati o ns 
a n d ill n ess es, m ust b e pr o vi d e d. I n t h e c as e of a p arti ci p a nt d e at h, a s u m m ar y  of a v ail a bl e 
a ut o ps y  fi n di n gs m ust b e s u b mitt e d as s o o n as p ossi bl e t o Pfi z er S af et y. 

F urt h er i nf or m ati o n o n f oll o w -u p pr o c e d ur es is pr o vi d e d i n A p p e n di x 3 .

8. 4. 4. R e g ul at o r y R e p o rti n g R e q ui r e m e nts f o r S A Es

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

T h e s p o ns or h as a l e g al r es p o nsi bilit y  t o n otif y b ot h t h e l o c al r e g ul at or y a ut h orit y a n d ot h er 
r e g ul at or y a g e n ci es a b o ut t h e s af ety of a st u d y i nt er v e nti o n u n d er cli ni c al i n v esti g ati o n. T h e 
s p o ns or will c o m pl y  wit h c o u ntr y-s p e cifi c r e g ul at or y r e q uir e m e nts r el ati n g t o s af ety 
r e p orti n g t o t h e r e g ul at or y a ut h ority, I RBs/ E Cs , a n d i n v esti g at ors.

I n v esti g at or s af et y r e p orts m ust b e pr e p ar e d f or S U S A Rs a c c or di n g t o l o c al r e g ul at or y 
r e q uir e m e nts a n d s p o ns or p oli c y a n d f or w ar d e d t o i n v esti g at ors as n e c ess ar y.

A n i n v esti g at or w h o r e c ei v es S U S A Rs or ot h er s p e cifi c s af et y i nf or m ati o n ( e g, s u m m ar y or 
listi n g of S A Es) fr o m t h e s p o ns or will r e vi e w a n d t h e n fil e it al o n g wit h t h e S R S D(s) f or t h e 
st u d y a n d will n otif y  t h e I RB/ E C, if a p pr o pri at e a c c or di n g t o l o c al r e q uir e m e nts.

8. 4. 5. E n vi r o n m e nt al E x p os u r e, E x p os u r e D u ri n g P r e g n a n c y o r B r e astf e e di n g, a n d 
O c c u p ati o n al E x p os u r e

E n vir o n m e nt al e x p os ur e o c c urs w h e n a p ers o n n ot e nr oll e d i n t h e st u d y as a p arti ci p a nt 
r e c ei v es u n pl a n n e d dir e ct c o nt a ct wit h or e x p os ur e t o t h e st u d y  i nt er v e nti o n. S u c h e x p os ur e 
m a y  or m a y n ot l e a d t o t h e o c c urr e n c e of a n A E or S A E. P ers o ns at ris k f or e n vir o n m e nt al 
e x p os ur e i n cl u d e h e alt h c ar e pr o vi d ers, f a mil y m e m b ers, a n d ot h ers w h o m a y b e e x p os e d. A n 
e n vir o n m e nt al e x p os ur e m a y  i n cl u d e E D P, E D B, a n d o c c u p ati o n al e x p os ur e.

A n y  s u c h e x p os ur e t o t h e st u d y i nt er v e nti o n u n d er st u d y ar e r e p ort a bl e t o Pfi z er S af ety 
wit hi n 2 4 h o urs of i n v esti g at or a w ar e n ess.

8. 4. 5. 1. E x p os u r e D u ri n g P r e g n a n c y

A n E D P o c c urs if: 

 A f e m al e p art i ci p a nt is f o u n d t o b e pr e g n a nt w hil e r e c ei vi n g or aft er dis c o nti n ui n g 
st u d y i nt er v e nti o n.

 A m al e p arti ci p a nt w h o is r e c ei vi n g or h as dis c o nti n u e d st u d y  i nt er v e nti o n 
i ns e mi n at es a f e m al e p art n er pri or t o or ar o u n d t h e ti m e of c o n c e pti o n.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 9 8

 A f e m al e n o n p arti c i p a nt is f o u n d t o b e pr e g n a nt w hil e b ei n g e x p os e d or h a vi n g b e e n 
e x p os e d t o st u d y  i nt er v e nti o n b e c a us e of e n vir o n m e nt al e x p os ur e. B el o w ar e 
e x a m pl es of e n vir o n m e nt al E D P:

o A f e m al e f a mil y  m e m b er or h e alt h c ar e pr o vi d er r e p orts t h at s h e is pr e g n a nt aft er 
h a vi n g b e e n e x p os e d t o t h e st u d y  i nt er v e nti o n b y i n g esti o n, i n h al ati o n, or s ki n 
c o nt a ct.

o A m al e f a mil y m e m b er or h e alt h c ar e pr o vi d er w h o h as b e e n e x p os e d t o t h e st u d y 
i nt er v e nti o n b y i n g esti o n, i n h al ati o n, or s ki n c o nt a ct t h e n i ns e mi n at es his f e m al e 
p art n er pr i or t o or ar o u n d t h e ti m e of c o n c e pti o n.

T h e i n v esti g at or m ust r e p ort E D P t o Pfi z er S af et y wit hi n 2 4 h o urs of t h e i n v esti g at or’s 
a w ar e n ess, irr es p e cti v e of w h et h er a n S A E h as o c c urr e d. T h e i niti al i nf or m ati o n s u b mitt e d 
s h o ul d i n cl u d e t h e a nti ci p at e d d at e o f d eli v er y (s e e b el o w f or i nf or m ati o n r el at e d t o 
t er mi n ati o n of pr e g n a n c y). 

 If E D P o c c urs i n a p arti ci p a nt/ p arti ci p a nt’s p art n er, t h e i n v esti g at or m ust r e p ort t his 
i nf or m ati o n t o Pfi z er S af et y  o n t h e C T S A E R e p ort F or m a n d a n E D P S u p pl e m e nt al 
F or m, r e g ar d l ess of w h et h er a n S A E h as o c c urr e d. D et ails of t h e pr e g n a n c y will b e 
c oll e ct e d aft er t h e st art of st u d y  i nt er v e nti o n a n d u ntil 4 5 d a ys aft er t h e l ast d os e of 
P F -0 7 9 0 1 8 0 1 a n d 9 0 d a ys aft er t h e l ast d os e of t af asit a m a b or 2 8 d a y s aft er t h e l ast 
d os e of l e n a li d o mi d e. 

 If E D P o c c urs i n t h e s etti n g of e n vir o n m e nt al e x p os ur e, t h e i n v esti g at or m ust r e p ort 
i nf or m ati o n t o Pfi z er S af et y usi n g t h e C T S A E R e p ort F or m a n d E D P S u p pl e m e nt al 
F or m . Si n c e t h e e x p os ur e i nf or m ati o n d o es n ot p ert ai n t o t h e p arti ci p a nt e nr oll e d i n 
t h e st u d y, t h e i nf or m ati o n is n ot r e c or d e d o n a C R F; h o w e v er, a c o p y of t h e 
c o m pl et e d C T S A E R e p ort F or m is m ai nt ai n e d i n t h e i n v esti g at or sit e fil e.

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

A b n or m al pr e g n a n c y  o ut c o m es ar e c o nsi d er e d S A Es. If t h e o ut c o m e of t h e pr e g n a n c y m e ets 
t h e crit eri a f or a n S A E (i e, e ct o pi c pr e g n a n c y, s p o nt a n e o us a b orti o n, i ntr a ut eri n e f et al 
d e mis e, n e o n at al d e at h, or c o n g e nit al a n o m al y i n a li v e-b or n b a b y, a t er mi n at e d f et us, or a n 
i ntr a ut eri n e f et al d e mis e, or a n e o n at al d e at h), t h e i n v esti g at or s h o ul d f oll o w t h e pr o c e d ur es 
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f or r e p orti n g S A Es. A d diti o n al i nf or m ati o n a b o ut pr e g n a n c y o ut c o m es t h at ar e r e p ort e d t o 
Pfi z er S af et y  as S A Es f oll o ws: 

 S p o nt a n e o us a b orti o n i n cl u di n g mis c arri a g e a n d miss e d a b orti o n s h o ul d b e r e p ort e d 
as a n S A E;

 N e o n at al d e at hs t h at o c c ur wit hi n 1 m o nt h of birt h s h o ul d b e r e p ort e d, wit h o ut r e g ar d 
t o c a us alit y, as S A Es. I n a d diti o n, i nf a nt d e at hs aft er 1 m o nt h s h o ul d b e r e p ort e d as 
S A Es w h e n t h e i n v esti g at or ass ess es t h e i nf a nt d e at h as r el at e d or p ossi bl y  r el at e d t o 
e x p os ur e t o t h e st u d y  i nt er v e nti o n. 

A d diti o n al i nf or m ati o n r e g a r di n g t h e E D P m a y b e r e q u est e d b y t h e s p o ns or. F urt h er 
f oll o w- u p of birt h o ut c o m es will b e h a n dl e d o n a c as e-b y -c as e b asis ( e g, f oll o w - u p o n 
pr et er m i nf a nts t o i d e ntif y d e v el o p m e nt al d el a y s). In t h e c as e of p at er n al e x p os ur e, t h e 
i n v esti g at or will pr o vi d e t h e p arti ci p a nt wit h t h e Pr e g n a nt P art n er R el e as e of I nf or m ati o n 
F or m t o d eli v er t o his p art n er. T h e i n v esti g at or m ust d o c u m e nt i n t h e s o ur c e d o c u m e nts t h at 
t h e p arti ci p a nt w as gi v e n t h e Pr e g n a nt P art n er R el e as e of I nf or m ati o n F or m t o pr o vi d e t o his 
p art n e r.

8. 4. 5. 2. E x p os u r e D u ri n g B r e astf e e di n g

A n E D B o c c urs if:

 A f e m al e p arti ci p a nt is f o u n d t o b e br e astf e e di n g w hil e r e c ei vi n g or aft er 
dis c o nti n ui n g st u d y  i nt er v e nti o n.

 A f e m al e n o n p arti ci p a nt is f o u n d t o b e br e astf e e di n g w hil e b ei n g e x p os e d or h a vi n g 
b e e n e x p os e d t o st u d y  i nt er v e nti o n (i e, e n vir o n m e nt al e x p os ur e). A n e x a m pl e of 
e n vir o n m e nt al E D B is a f e m al e f a mil y m e m b er or h e alt h c ar e pr o vi d er w h o r e p orts 
t h at s h e is br eastf e e di n g aft er h a vi n g b e e n e x p os e d t o t h e st u d y  i nt er v e nti o n b y 
i n g esti o n, i n h al ati o n, or s ki n c o nt a ct. 

T h e i n v esti g at or m ust r e p ort E D B t o Pfi z er S af et y wit hi n 2 4 h o urs of t h e i n v esti g at or’s 
a w ar e n ess, irr es p e cti v e of w h et h er a n S A E h as o c c urr e d. T h e i nf or m ati o n m ust b e r e p ort e d 
usi n g t h e C T S A E R e p ort F or m. W h e n E D B o c c urs i n t h e s etti n g of e n vir o n m e nt al e x p os ur e, 
t h e e x p os ur e i nf or m ati o n d o es n ot p ert ai n t o t h e p arti ci p a nt e nr oll e d i n t h e st u d y, s o t h e 
i nf or m ati o n is n ot r e c or d e d o n a C R F. H o w e v er, a c o p y  of t h e c o m pl et e d C T S A E R e p ort 
F or m is m ai nt ai n e d i n t h e i n v esti g at or sit e fil e.

A n E D B r e p ort is n ot cr e at e d w h e n a Pfi z er dr u g s p e cifi c all y a p pr o v e d f or us e i n 
br e astf e e di n g w o m e n ( e g, vit a mi ns) is a d mi nist er e d i n a c c or d a n c e wit h a ut h ori z e d us e. 
H o w e v er, if t h e i nf a nt e x p eri e n c es a n S A E ass o ci at e d wit h s u c h a dr u g, t h e S A E is r e p ort e d 
t o g et h er wit h t h e E D B.

8. 4. 5. 3. O c c u p ati o n al E x p os u r e

T h e i n v esti g at or m ust r e p ort a n y  i nst a n c e of o c c u p ati o n al e x p os ur e t o Pfi z er S af ety wit hi n 
2 4 h o urs of t h e i n v esti g at or’s a w ar e n ess usi n g t h e C T S A E R e p ort F or m r e g ar dl ess of 
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w h et h er t h er e is a n ass o ci at e d S A E. Si n c e t h e i nf or m ati o n a b o ut t h e o c c u p ati o n al e x p os ur e 
d o es n ot p ert ai n t o a p arti ci p a nt e nr oll e d i n t h e st u d y , t h e i nf or m ati o n is n ot r e c or d e d o n a 
C R F; h o w e v er, a c o p y of t h e c o m pl et e d C T S A E R e p ort F or m m ust b e m ai nt ai n e d i n t h e 
i n v esti g at or sit e fil e.

8. 4. 6. C a r di o v as c ul a r a n d D e at h E v e nts

N ot a p pli c a bl e.

8. 4. 7. Dis e as e -R el at e d E v e nts a n d/ o r Dis e as e -R el at e d O ut c o m es N ot Q u alif yi n g as A Es 
o r S A Es

N ot a p pli c a bl e. 

8. 4. 8. A d v e rs e E v e nts of S p e ci al I nt e r est

N ot a p pli c a bl e.

8. 4. 8. 1. L a c k of Effi c a c y

T h e i n v esti g at or m ust r e p ort si g ns, s y m pt o ms, a n d/ or cli ni c al s e q u el a e r es ulti n g fr o m l a c k of 
effi c a c y . L a c k of effi c a c y or f ail ur e of e x p e ct e d p h ar m a c ol o gi c al a cti o n is r e p ort a bl e t o 
Pfi z er S af et y  o nl y if a ss o ci at e d wit h a n S A E . 

8. 4. 9. M e di c al D e vi c e D efi ci e n ci es 

N ot a p pli c a bl e.

8. 4. 1 0. M e di c ati o n E r r o rs

M e di c ati o n err ors m a y  r es ult fr o m t h e a d mi nistr ati o n or c o ns u m pti o n of t h e st u d y 
i nt er v e nti o n(s) b y t h e wr o n g p arti ci p a nt, or at t h e wr o n g ti m e, or at t h e wr o n g d os a g e 
str e n gt h. 

M e di c ati o n err ors ar e r e c or d e d a n d r e p ort e d as f oll o ws:

R e c o r d e d o n t h e 
M e di c ati o n E r r o r 
P a g e of t h e C R F

R e c o r d e d o n t h e A E 
P a g e of t h e C R F

R e p o rt e d o n t h e C T S A E R e p o rt 
F o r m t o Pfi z e r S af et y Wit hi n 2 4 

H o u rs of A w a r e n ess

All (r e g ar dl ess of 
w h et h er ass o ci at e d wit h 

a n A E)

A n y  A E or S A E 
ass o ci at e d wit h t h e 
m e di c ati o n err or

O nl y  if ass o ci at e d wit h a n S A E

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

 M e di c ati o n err ors i n v ol vi n g p arti ci p a nt e x p os ur e t o t h e st u d y  i nt er v e nti o n;
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 P ot e nti al m e di c ati o n err ors or us es o utsi d e of w h at is f or es e e n i n t h e pr ot o c ol t h at d o 
or d o n ot i n v ol v e t h e st u d y  p arti ci p a nt;

 T h e a d mi nistr ati o n of e x pir e d st u d y  i nt er v e nti o n;

 T h e a d mi nistr ati o n of a n i n c orr e ct st u d y  i nt er v e nti o n;

 T h e a d mi nistr ati o n of a n i n c orr e ct d os a g e ( ± 2 0 %); 

 F ail ur e t o m o dif y  d os e as r e q uir e d p er pr ot o c ol f or t o xi cit y m a n a g e m e nt (i nt err u pti o n 
or d os e r e d u cti o n or dis c o nti n u ati o n);

 T h e a d mi nistr ati o n of st u d y  i nt er v e nti o n t h at h as u n d er g o n e t e m p er at ur e e x c ursi o n 
fr o m t h e s p e cifi e d st or a g e r a n g e, u nl ess it is d et er mi n e d b y t h e s p o ns or t h at t h e st u d y 
i nt er v e nti o n u n d er q u esti o n is a c c e pt a bl e f or us e.

S u c h m e di c ati o n err ors o c c urri n g t o a st u d y p arti ci p a nt ar e t o b e c a pt ur e d o n t h e m e di c ati o n 
err or p a g e of t h e C R F, w hi c h is a s p e cifi c v ersi o n of t h e A E p a g e.

W h et h er or n ot t h e m e di c ati o n err or is a c c o m p a ni e d b y  a n A E, as d et er mi n e d b y  t h e 
i n v esti g at or, t h e m e di c ati o n err or is r e c or d e d o n t h e m e di c ati o n err or p a g e of t h e C R F a n d, if 
a p pli c a bl e, a n y ass o ci at e d A E(s), s eri o us a n d n o ns eri o us, ar e r e c or d e d o n t h e A E p a g e of t h e 
C R F . 

I n t h e e v e nt of a m e di c ati o n d osi n g err or, t h e s p o ns or s h o ul d b e n otifi e d wit hi n 2 4 h o urs.

M e di c ati o n err ors s h o ul d b e r e p ort e d t o Pfi z er S af et y wit hi n 2 4 h o urs o n a C T S A E R e p ort 
F or m o nl y w h e n ass o ci at e d wit h a n S A E.

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

Bl o o d s a m pl es f or t h e P K a n al ys is of P F-0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e 
c o n c e ntr ati o ns will b e c oll e ct e d i nt o a p pr o pri at el y l a b el e d t u b es at t h e ti m es s p e cifi e d i n t h e 
S o A . F or e a c h ti m e p oi nt, bl o o d s a m pl es will b e c oll e ct e d f or m e as ur e m e nt of c o n c e ntr ati o ns 
of P F -0 7 9 0 1 8 0 1, t af asit a m a b a n d l e n ali d o mi d e, r es p e cti v el y . Instr u cti o ns f or t h e c oll e cti o n 
a n d h a n dli n g of bi ol o gi c al s a m pl es ar e pr o vi d e d i n t h e L a b or at or y  M a n u al or b y  t h e s p o ns or. 

All eff orts will b e m a d e t o o bt ai n t h e s a m pl es at t h e e x a ct n o mi n al ti m e r el ati v e t o d osi n g. 
C oll e cti o n of s a m pl es wit hi n t h e s a m pli n g ti m e wi n d o w s p e cifi e d i n t h e S o A will n ot b e 
c a pt ur e d as a pr ot o c ol d e vi ati o n. T h e a ct u al d at e a n d ti m e ( 2 4 h o ur cl o c k ti m e) of P K s a m pl e 
c oll e cti o n as w ell as t h e d at e a n d ti m e of t h e l ast d os e pri or t o P K s a m pl e c oll e cti o n f or e a c h 
s a m pl e will b e r e c or d e d i n t h e C R F.

If p ossi bl e, bl o o d f or P K s h o ul d b e dr a w n fr o m a p eri p h er al v ei n or fr o m t h e l u m e n of a 
c e ntr al v e n o us c at h et er t h at is n ot us e d f or i nf usi o n of P F- 0 7 9 0 1 8 0 1 or t af asit a m a b.

S a m pl es c oll e ct e d f or m e as ur e m e nt of st u d y i nt er v e nti o n c o n c e ntr ati o ns will b e a n al y z e d 
usi n g v ali d at e d a n al yt i c al m et h o ds i n c o m pli a n c e wit h a p pli c abl e S O Ps.
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S a m pl es c oll e ct e d f or a n al y s es of st u d y i nt er v e nti o n c o n c e ntr ati o n m a y als o b e us e d t o 
e v al u at e s af et y or effi c a c y as p e cts r el at e d t o c o n c er ns arisi n g d uri n g or aft er t h e st u d y or 
e v al u ati o n of t h e bi o a n al yti c al m et h o d. T h es e d at a will b e us e d f o r i nt er n al e x pl or at or y 
p ur p os es a n d n ot r e p ort e d i n t h e C S R.

T h e P K s a m pl es m ust b e pr o c ess e d a n d s hi p p e d as i n di c at e d i n t h e i nstr u cti o ns pr o vi d e d t o 
t h e i n v esti g at or sit e t o m ai nt ai n s a m pl e i nt e grit y. A n y d e vi ati o ns fr o m t h e P K s a m pl e 
h a n dli n g pr o c e d ur e ( e g, s a m pl e c oll e cti o n a n d pr o c essi n g st e ps, i nt eri m st or a g e or s hi p pi n g 
c o n diti o ns), i n cl u di n g a n y a cti o ns t a k e n, m ust b e d o c u m e nt e d a n d r e p ort e d t o t h e s p o ns or. 
O n a c as e b y c as e b asis, t h e s p o ns or m a y  m a k e a d et er mi n ati o n as t o w h et h er s a m pl e 
i nt e grity h as b e e n c o m pr o mis e d.

8. 6. G e n eti cs

8. 6. 1. S p e cifi e d G e n eti cs

S p e cifi e d g e n eti c a n al ys es (  D N A  m a y b e p erf or m e d t o e v al u at e t h e 
r el ati o ns hi p b et w e e n p ati e nt o ut c o m es or A Es, a n d v ari ati o ns at s p e cifi c g e n eti c l o ci (s u c h as 

g e n es). H o w e v er, a n a l ysis of g e n eti c pr e dis p ositi o n t o dis e as e will n ot b e p erf or m e d 
i n t his st u d y a n d t h e s e q u e n ci n g m et h o ds will n ot h a v e b e e n v ali d at e d f or di a g n osti c us e.

Pl e as e r ef er t o S e cti o n 8. 7. 5 a n d S e cti o n 8. 7. 6 .

8. 6. 2. R et ai n e d R es e a r c h S a m pl es f o r G e n eti cs

A 4 -m L  bl o o d s a m pl e o pti mi z e d f or D N A Pr e p D 1 will b e c oll e ct e d a c c or di n g t o 
t h e S o A , as l o c al r e g ul ati o ns a n d IR Bs/ E C s all o w. 

R et ai n e d R es e ar c h S a m pl es m a y  b e us e d f or r es e ar c h r el at e d t o t h e st u d y i nt er v e nti o n(s) a n d 
D L B C L . G e n es a n d ot h er a n alyt es ( e g, pr ot ei ns, R N A, n o n dr u g m et a b olit es) m a y  b e st u di e d 
usi n g t h e b a n k e d s a m pl es. 

S e e A p p e n di x 5 f or i nf or m ati o n r e g ar di n g g e n eti c r es e ar c h. D et ails o n pr o c ess es f or 
c oll e cti o n a n d s hi p m e nt of t h es e s a m pl es c a n b e f o u n d i n t h e L a b or at or y  M a n u al.

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

U nl ess pr o hi bit e d b y  l o c al r e g ul ati o ns or et hi cs c o m mitt e e d e cisi o n, bi os p e ci m e ns will b e 
c oll e ct e d t o a n al y z e f or a c hi e vi n g st u d y 
o bj e cti v es. S p e cifi c a n al y s e s m a y n ot b e p erf or m e d if e m er gi n g d at a i n di c at e t h at th e y  w o ul d 
n o l o n g er s u p p ort st u d y  o bj e cti v es. D et ails r e g ar di n g t h e ty p es of bi os p e ci m e n a n d p ur p os es 
of c oll e cti o n ar e list e d b el o w. R ef er t o t h e S o A f or s a m pl e c oll e cti o n ti m e p oi nts ( n ot e: 
pr e -d os e s a m pl es ar e t o b e c oll e ct e d b ef o r e a ny pr e -m e di c ati o n or st u d y i nt er v e nti o n o n 
i n di c at e d visits) a n d L a b or at or y M a n u al f or s a m pl e c oll e cti o n, pr o c essi n g a n d s hi p pi n g.
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T h e f oll o wi n g s a m pl es f or bi o m ar k er r es e ar c h ar e r e q uir e d a n d will b e c oll e ct e d fr o m all 
p arti ci p a nts i n t his st u d y  as s pe cifi e d i n t h e S o A :

 Bl o o d s a m pl es at d esi g n at e d ti m e p oi nts t o b e pr o c ess e d i nt o s er u m f or cir c ul ati n g 
bi o m ar k er a n al ys is;

 W h ol e bl o o d s a m pl es at d esi g n at e d ti m e p oi nts f or m e as ur e m e nt of C D 4 7 r e c e pt or 
o c c u p a n c y , a n d s p e cifi e d g e n eti c r es e ar c h;

 s a m pl es at C 1 D 1 as m at c h e d c o ntr ol f or filt eri n g s o m ati c m ut ati o n d at a a n d f or 
s p e cifi e d g e n eti c r es e ar c h;

 Bl o o d s a m pl es at d esi g n at e d ti m e p oi nts t o b e pr o c ess e d i nt o pl as m a f or ass ess m e nt of 
;

 B a s eli n e pr e -tr e at m e nt t u m or tiss u e s a m pl es t o e n a bl e g e n eti c a n d bi o m ar k er 
a n al ys es.

O pti o n al s a m pl es f or bi o m ar k er r es e ar c h t h at s h o ul d b e c oll e ct e d fr o m p arti ci p a nts i n t h e 
st u d y as a p pr o pri at e ar e t h e f oll o wi n g:

 T u m or tiss u e s a m pl es c oll e ct e d at r el a ps e /P D or E O T ar e str o n gl y r e c o m m e n d e d; 
t u m or tiss u e s a m pl es c oll e ct e d at ot h er dis e as e ass ess m e nts if cli ni c all y i n di c at e d. 
T h es e s a m pl es will b e us e d t o e n a bl e g e n eti c a n d bi o m ar k er a n al ys es.

8. 7. 1. Bl o o d S a m pl e f o r Ci r c ul ati n g Bi o m a r k e r A n al ysis

A bl o o d s a m pl e will b e c oll e ct e d at ti m e p oi nts a n d pr o c ess e d i nt o s er u m s a m pl e s p e cifi e d i n 
t h e S o A . T his s a m pl e m a y b e us e d f or cir c ul ati n g bi o m ar k er a n alys is, w hi c h m a y i n cl u d e 

 a n d/ or ot h er a n al ys is.

8. 7. 2. Bl o o d S a m pl e f o r C D 4 7 R e c e pt o r O c c u p a n c y A n al ysis

A w h ol e bl o o d s a m pl e will b e c oll e ct e d at ti m e p oi nts s p e cifi e d i n t h e S o A . T his s a m pl e m a y 
b e us e d t o ass ess p eri p h er al C D 4 7 r e c e pt or o c c u p a n c y  a n d distri b uti o n of v ari o us bl o o d c ell 
p o p ul ati o ns b y  fl o w c yt o m etr y. 

8. 7. 3. Bl o o d S a m pl e f o r

A w h ol e bl o o d s a m pl e will b e c oll e ct e d at ti m e p oi nts s p e cifi e d i n t h e S o A . T his s a m pl e m a y 
b e us e d t o ass ess t h e a n d p h ar m a c o d y n a mi cs of t h e p eri p h er al bl o o d   

 

8. 7. 4. Bl o o d S a m pl e f o r

A w h ol e bl o o d s a m pl e will b e c oll e ct e d at ti m e p oi nts s p e cifi e d i n t h e S o A . T his s a m pl e m a y 
b e us e d t o e x a mi n e t h e b y  

a n al ys is a n d/ or  a n d/ or s p e ci ali z e d 
a p pr o a c h es).
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8. 7. 5. Bl o o d S a m pl e f o r S p e cifi e d G e n eti c R es e a r c h

A w h ol e bl o o d s a m pl e will b e c oll e ct e d fr o m all p arti ci p a nts o n C 1 D 1 at pr e -d os e. T his 
s a m pl e m a y b e us e d t o c o nfir m s o m ati c vs g er mli n e ori gi n of alt er n ati o ns i n t u m or D N A or 

 T h e s a m pl e m a y als o b e us e d t o e v al u at e t h e r el ati o ns hi p b et w e e n p ati e nt o ut c o m es 
or A Es, a n d v ari ati o ns at s p e cifi c l o ci (s u c h as   g e n es), or of 
D N A. 

8. 7. 6. S a m pl e f o r M at c h e d C o nt r ol a n d S p e cifi e d G e n eti c R es e a r c h

 s a m pl es will b e c oll e ct e d fr o m all p arti ci p a nts o n C 1 D 1 at pr e d os e. T his s a m pl e m a y 
b e us e d t o c o nfir m s o m ati c vs g er mli n e ori gi n of D N A alt er ati o ns i n t u m or D N A or  

. T h e s a m pl e m a y als o b e us e d t o e v al u at e t h e r el ati o ns hi p b et w e e n cli ni c al o ut c o m es or 
A Es, a n d v ari ati o ns at s p e cifi c l o ci (s u c h as g e n es), or of 
D N A.

8. 7. 7. Bl o o d S a m pl e f o r  A n al ysis

A bl o o d s a m pl e f or  a n al ys es will b e c oll e ct e d at ti m e p oi nts a n d pr o c ess e d i nt o 
pl as m a s p e cifi e d i n t h e S o A . T his s a m pl e m a y b e us e d t o ass ess g e n eti c c h a n g es i n   t o 
e v al u at e  ( as ass ess e d by ) wit h r es p o ns e t o st u d y 
tr e at m e nt, p ot e nti all y e x pl or e c orr el ati o ns wit h t u m or a n d t o u n d erst a n d 
p ot e nti al m e c h a nis ms of a c q uir e d r esist a n c e t o st u d y  tr e at m e nt. A
m a y b e us e d f or t h es e a n al ys es. E x pl or at or y a n d/ or 

 a n al ys e s m a y b e p erf or m e d. 

8. 7. 8. T u m o r Tiss u e f o r G e n eti c/ Bi o m a r k e r A n al ysis 

T u m or bi os p e ci m e ns fr o m ar c hi v al a n d/ or d e n o v o bi o psi es c oll e ct e d at S cr e e ni n g a n d/ or 
o n- tr e at m e nt ti m e p oi nts m a y b e us e d t o a n aly z e c a n di d at e n u cl ei c a ci d a n d pr ot ei n 
bi o m ar k ers, or r el e v a nt si g n at ur e of m ar k ers, f or t h eir a bilit y  t o i d e ntif y t h os e p arti ci p a nts 
w h o ar e m ost li k el y t o b e n efit fr o m tr e at m e nt wit h t h e st u d y dr u gs. Bi o m ar k ers m a y i n cl u d e, 
b ut ar e n ot li mit e d t o a n al ys es, as w ell as a n d 

of t h e t u m or mi cr o e n vir o n m e nt.  a n d/ or a n al ys is, w hi c h 
m a y  i n cl u d e a n d/ or a n d/ or a n d/ or 

a n al y s e s, m a y b e p erf or m e d t o e x a mi n e
 c orr el ati o ns b et w e e n g e n e m ut ati o n st at us or  si g n at ur es a n d 

cli ni c al o ut c o m e. As s a m pl es m a y b e c oll e ct e d w hil e p arti ci p a nts ar e o n tr e at m e nt, t h es e 
a n al ys e s m a y  als o d efi n e t h e p h ar m a c o dy n a mi cs of P F -0 7 9 0 1 8 0 1 a n d/ or c o m bi n ati o n 
m ol e c ul es(s) or i d e ntif y  bi o m ar k ers t h at c orr el at e wit h a n d p ot e nti all y d efi n e m e c h a nis ms of 
r esist a n c e a n d r el a ps e. 

T u m or bi os p e ci m e ns c oll e ct e d d uri n g S c r e e ni n g m a y b e us e d f or e v al u ati o n of 
e x pr essi o n f or t h e p arti ci p a nts wit h  I n a d diti o n, s a m pl es fr o m all 
t est e d p arti ci p a nts m a y b e us e d t o h el p s u p p ort d e v el o p m e nt of a p ot e nti al t u m or tiss u e 
di a g n osti c t est.

N e wl y a c q uir e d F F P E/ N B F t u m or tiss u e o bt ai n e d at S cr e e ni n g Visit ( pr ef er a bl y  t u m or bl o c k; 
if n ot, u nst ai n e d sli d es ar e als o a c c e pt a bl e) will b e s u b mitt e d f or g e n eti c/ bi o m ar k er a n al ys is. 
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Ar c hi v al tiss u e is a c c e pt a bl e o nl y  if tiss u e at S cr e e ni n g Visit is n ot a v ail a bl e, a n d t he b as eli n e
tiss u e c h os e n s h o ul d b e t h e m ost r e c e ntly c oll e ct e d s p e ci m e n b ef or e t h e st art of t h e st u d y  
t h er a py a n d aft er t h e m ost r e c e nt s ys t e mi c t h er a p y.

F or c e ntr al t esti n g (f or p arti ci p a nts e x p os e d t o pri or , s e e 
i n cl usi o n crit eri o n # ), a t u m or bl o c k is s uffi ci e nt f or b ot h  t est a n d g e n eti c/ bi o m ar k er 
a n al ys is. If sli d es ar e pr o vi d e d, a d diti o n al t u m or tiss u e sli d es will b e r e q uir e d f or
e x pr essi o n ass ess m e nt i n a d diti o n t o w h at is n e e d e d f or g e n eti c/ bi o m ar k er a n al ys is (s ee 
l a b or at or y m a n u al f or d et ails).

F urt h er m or e, if t h e p arti ci p a nt u n d er g o es t u m or bi o ps y  or r es e cti o n as p art of cli ni c al c ar e at 
a n y  ti m e d uri n g t h e tr e at m e nt p eri o d, e v er y eff ort s h o ul d b e t a k e n t o s u b mit a p orti o n of t h e 
t u m or tiss u e f or st u d y p ur p os es. E v er y  eff ort s h o ul d b e m a d e t o o bt ai n t u m or tiss u e at 
r el a ps e/ P D/ E O T e x c e pt i n i nst a n c es w h er e t h e pr o c e d ur e, as p erf or m e d i n t h e cli ni c al 
r es e ar c h s etti n g, p os es a n u n a c c e pt a bl e ris k t o t h e p arti ci p a nt. T o li mit i nt erf er e n c e wit h 
dis e as e ass ess m e nts, f or o n-tr e at m e nt t u m or bi o psi es t h at ar e t a k e n aft er b as eli n e a n d pri or t o 
E O T, n e w l esi o ns ar e t o b e s el e ct e d w h e n f e asi bl e ( pr o vi di n g t h er e is n o i m p a ct o n cli ni c al 
c ar e).

O nl y  c or e n e e dl e bi o psi es, e x cisi o n al bi o psi es, or r es e cti o n s p e ci m e ns ar e s uit a bl e. C y t ol o gi c 
pr e p ar ati o ns, s u c h as fi n e n e e dl e as pir at e bi o psi es, ar e n ot a c c e pt a bl e. T u m or bi os p e ci m e ns 
s h o ul d b e s u b mitt e d i n t h e f or m of a F F P E t u m or bl o c k. If F F P E tiss u e bl o c ks c a n n ot b e 
pr o vi d e d, t h e tiss u e s h o ul d b e s u b mitt e d as F F P E tiss u e s e cti o ns t h at ar e fr es hl y  c ut 
( pr ef err e d t o b e c ut n o m or e t h a n 3 0 d a ys pri or t o s hi p m e nt t o t h e c e ntr al l a b). A d diti o n al 
i nf or m ati o n o n tiss u e c oll e cti o n pr o c e d ur es a n d s a m pl e r e q uir e m e nts c a n b e f o u n d i n t h e 
L a b or at or y  M a n u al.

8. 8. I m m u n o g e ni cit y Ass ess m e nts

8. 8. 1. A nti -P F - 0 7 90 1 8 0 1 A nti b o d y ( A D A) a n d N e ut r ali zi n g A nti -P F -0 7 9 0 1 8 0 1 A nti b o d y 
( N A b)

Bl o o d s a m pl es will b e c oll e ct e d f or d et er mi n ati o n of A D A a n d N A b f or P F -0 7 9 0 1 8 0 1 i nt o 
a p pr o pri at el y l a b el e d t u b es at ti m es s p e cifi e d i n t h e S o A . I nstr u cti o ns f or t h e c oll e cti o n a n d 
h a n dli n g of bi ol o gi c al s a m pl es will b e pr o vi d e d i n t h e L a b or at or y  M a n u al. T h e a ct u al d at e 
a n d ti m e ( 2 4 - h o ur cl o c k ti m e) of e a c h s a m pl e will b e r e c or d e d.

S a m pl es c oll e ct e d f or d et er mi n ati o n of A D A a n d N A b will b e a n al y z e d usi n g a v ali d a t e d 
a n al yt i c al m et h o d i n c o m pli a n c e wit h a p pli c a bl e S O Ps. S a m pl es d et er mi n e d t o b e p ositi v e 
f or A D A m a y b e f urt h er c h ar a ct eri z e d f or N A b.

S a m pl es m a y  als o b e us e d f or a d diti o n al c h ar a ct eri z ati o n of t h e i m m u n e r es p o ns e a n d/ or 
e v al u ati o n of t h e bi o a n al yti c al m et h o d, or f or ot h er i nt er n al e x pl or at or y  p ur p os es. T h es e d at a 
will b e us e d f or i nt er n al e x pl or at or y  p ur p os es a n d n ot r e p ort e d i n t h e C S R.

T h e i m m u n o g e ni cit y s a m pl es m ust b e pr o c ess e d a n d s hi p p e d as i n di c at e d i n t h e i nstr u cti o ns 
pr o vi d e d t o t h e i n v esti g at or sit e t o m ai nt ai n s a m pl e i nt e grit y . A ny d e vi ati o ns fr o m t h e 
i m m u n o g e ni city s a m pl e h a n dli n g pr o c e d ur e ( e g, s a m pl e c oll e cti o n a n d pr o c essi n g st e ps, 
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i nt eri m st or a g e, or s hi p pi n g c o n diti o ns), i n cl u di n g a n y a cti o ns t a k e n, m ust b e d o c u m e nt e d 
a n d r e p ort e d t o t h e s p o ns or. O n a c as e b y c as e b asis, t h e s p o ns or m a y m a k e a d et er mi n ati o n 
as t o w h et h er s a m pl e i nt e grit y h as b e e n c o m pr o mis e d.

8. 8. 2. A nti -T af asit a m a b A nti b o d y ( A D A) a n d N e ut r ali zi n g A nti -T af asit a m a b A nti b o d y 
( N A b)

Bl o o d s a m pl es will b e c oll e ct e d f or d et er mi n ati o n of A D A a n d N A b f or t af asit a m a b i nt o 
a p pr o pri at el y l a b el e d t u b es at ti m es s p e cifi e d i n t h e S o A . I nstr u cti o ns f or t h e c oll e cti o n a n d 
h a n dli n g of bi ol o gi c al s a m pl es will b e pr o vi d e d i n t h e L a b or at or y  M a n u al. T h e a ct u al d at e 
a n d ti m e ( 2 4 - h o ur cl o c k ti m e) of e a c h s a m pl e will b e r e c or d e d. 

S a m pl es c oll e ct e d f or d et er mi n ati o n of A D A a n d N A b will b e a n al y z e d usi n g a v ali d at e d 
a n al yt i c al m et h o d i n c o m pli a n c e wit h a p pli c a bl e S O Ps. S a m pl es d et er mi n e d t o b e p ositi v e 
f or A D A m a y b e f urt h er c h ar a ct eri z e d f or N A b.

S a m pl es m a y  als o b e us e d f or a d diti o n al c h ar a ct eri z ati o n of t h e i m m u n e r es p o ns e a n d/ or 
e v al u ati o n of t h e bi o a n al yti c al m et h o d, or f or ot h er i nt er n al e x pl or at or y  p ur p os es. T h es e d at a 
will b e us e d f or i nt er n al e x pl or at or y  p ur p os es a n d n ot r e p ort e d i n t h e C S R.

T h e i m m u n o g e ni cit y s a m pl es m ust b e pr o c ess e d a n d s hi p p e d as i n di c at e d i n t h e i nstr u cti o ns 
pr o vi d e d t o t h e i n v esti g at or sit e t o m ai nt ai n s a m pl e i nt e grit y . A ny d e vi ati o ns fr o m t h e 
i m m u n o g e ni city s a m pl e h a n dli n g pr o c e d ur e ( e g, s a m pl e c oll e cti o n a n d pr o c essi n g st e ps, 
i nt eri m st or a g e, or s hi p pi n g c o n diti o ns), i n cl u di n g a n y a cti o ns t a k e n, m ust b e d o c u m e nt e d 
a n d r e p ort e d t o t h e S p o ns or. O n a c as e b y c as e b asis, t h e S p o ns or m a y m a k e a d et er mi n ati o n 
as t o w h et h er s a m pl e i nt e grit y h as b e e n c o m pr o mis e d.

8. 9. P h a r m a c o d y n a mi cs

Bi o m ar k er s a m pl es m a y  b e us e d f or e x pl or at or y p h ar m a c o dy n a mi cs a n al ys es (s e e 
S e cti o n 8. 7 ).

As p art of u n d erst a n di n g t h e p h ar m a c o d y n a mi cs of t h e i n v esti g ati o n al pr o d u cts, s a m pl es m a y  
b e us e d f or e v al u ati o n of t h e bi o a n al yt i c al m et h o d, as w ell as f or ot h er i nt er n al e x pl or at or y 
p ur p o s es. T h es e d at a m a y n ot b e i n cl u d e d i n t h e C S R.

T h e p h ar m a c o d y n a mi c s a m pl es m ust b e pr o c ess e d a n d s hi p p e d as i n di c at e d i n t h e 
i nstr u cti o ns pr o vi d e d t o t h e i n v esti g at or sit e t o m ai nt ai n s a m pl e i nt e grity. A n y d e vi ati o ns 
fr o m t h e p h ar m a c o dy n a mi c s a m pl e h a n dli n g pr o c e d ur es ( e g, s a m pl e c oll e cti o n a n d 
pr o c essi n g st e ps, i nt eri m st or a g e or s hi p pi n g c o n diti o ns), i n cl u di n g a n y  a cti o ns t a k e n, m ust 
b e d o c u m e nt e d a n d r e p ort e d t o t h e s p o ns or. O n a c as e- b y -c as e b asis, t h e s p o ns or m a y  d e ci d e 
w h et h er s a m pl e i nt e grit y  h as b ee n c o m pr o mis e d.

9. S T A TI S TI C A L C O N SI D E R A TI O N S

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

P er pr ot o c ol a m e n d m e nt , P h as e 2 of t h e st u d y will n ot b e i niti at e d t h er ef or e th e P h as e 2 
e n d p oi nts will n ot b e a n al y z e d ( pr ot o c ol a m e n d m e nt 2).

9. 1. H e alt h E c o n o mi cs

H e alt h e c o n o mi cs/ m e di c al r es o ur c e utili z ati o n a n d h e alt h e c o n o mi cs p ar a m et ers ar e n ot 
e v al u at e d i n t his st u d y .

9. 2. St atisti c al H y p ot h esis

T h er e is n o f or m al h y p ot h esis t esti n g f or t h e st u dy.

9. 2. 1. P ri m a r y Esti m a n ds

9. 2. 1. 1. P h as e 1 b P ri m a r y Esti m a n d

P ri m a r y Esti m a n d : D L T r at e esti m at e d b as e d o n d at a fr o m D L T-e v al u a bl e p arti ci p a nts 
d uri n g t h e D L T o bs er v ati o n p eri o d ( 2 8 d a y s f oll o wi n g C 1 D 1). T h e esti m a n d h as t h e 
f oll o wi n g attri b ut es:

 P o p ul ati o n: D L T -e v al u a bl e p arti ci p a nts wit h R/ R D L B C L, as d efi n e d b y  t h e 
i n cl usi o n a n d e x cl usi o n crit eri a t o r efl e ct t h e t ar g et e d p o p ul ati o n of t h e tr e at m e nt, 
w h o r e c ei v e at l e ast 1 d os e of t h e st u d y i nt er v e nti o n i n t h e P h as e 1 b of t h e st u d y  a n d 
eit h er e x p eri e n c e D L T (s) d uri n g t h e D L T o bs er v ati o n p eri o d or c o m pl et e t h e D L T 
o bs er v ati o n p eri o d wit h o ut D L T. P arti ci p a nts wit h o ut D L Ts w h o r e c ei v e l ess t h a n 
8 0 % of t h e pl a n n e d d os e of P F -0 7 9 0 1 8 0 1 or l ess t h a n 7 5 % of t h e pl a n n e d d os e of a n y  
c o m p o n e nt of t h e t af asit a m a b a n d l e n ali d o mi d e r e gi m e n i n t h e D L T o bs er v ati o n 
p eri o d ar e n ot e v al u a bl e f or D L Ts.

 V ari a bl e: O c c urr e n c e of D L Ts d uri n g t h e D L T o bs er v ati o n p eri o d.

 I nt er c urr e nt e v e nt: T h e d at a fr o m p arti ci p a nts w h o ar e n ot D L T-e v al u a bl e will b e 
e x cl u d e d. P arti ci p a nts wit h o ut D L Ts w h o st o p p e d tr e at m e nt b ef or e r e c ei vi n g at l e ast 
8 0 % of t h e pl a n n e d d os e of P F -0 7 9 0 1 8 0 1 a n d at l e ast 7 5 % of t h e pl a n n e d d os e of a n y  
c o m p o n e nt of t h e t af asit a m a b a n d l e n ali d o mi d e r e gi m e n will b e e x cl u d e d.

 P o p ul ati o n -l e v el s u m m ar y m e as ur e: D L T r at e d efi n e d as t h e n u m b er of 
D L T- e v al u a bl e p arti ci p a nts wit h D L Ts i n t h e D L T o bs er v ati o n p eri o d di vi d e d b y  t h e 
n u m b er of D L T -e v al u a bl e p arti ci p a nts.
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9. 2. 1. 2. P h as e 2 P ri m a r y Esti m a n d

P ri m a r y Esti m a n d : T h e tr e at m e nt eff e ct of P F-0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h t af asit a m a b 
a n d l e n a li d o mi d e o n O R p er t h e L u g a n o 2 0 1 4 r es p o ns e crit eri a as d et er mi n e d b y i n v esti g at or 
ass ess m e nt. T h e esti m a n d h as t h e f oll o wi n g attri b ut es:

 P o p ul ati o n: R/ R D L B C L p arti ci p a nts, as d efi n e d b y  t h e i n cl usi o n a n d e x cl usi o n 
crit eri a t o r efl e ct t h e t ar g et e d p o p ul ati o n of t h e tr e at m e nt, w h o r e c ei v e d at l e ast 1 d os e 
of st u d y  i nt er v e nti o n.

 V ari a bl e: O bj e cti v e r es p o ns e d efi n e d as C R or P R p er L u g a n o 2 0 1 4 r es p o ns e crit eri a 
as d et er mi n e d b y i n v esti g at or, fr o m t h e d at e of first d os e u ntil t h e first d o c u m e nt ati o n 
of P D, d e a t h, or st art of n e w a nti c a n c er t h er a p y. 

 I nt er c urr e nt e v e nts: All d at a c oll e ct e d aft er a n i nt er c urr e nt e v e nt of s u bs e q u e nt 
a nti c a n c er t h er a p y will b e e x cl u d e d. All r es p o ns e ass ess m e nts r e g ar dl ess of g a ps i n 
dis e as e ass ess m e nts will b e c o nsi d er e d. P arti ci p a nts w h o d o n ot h a v e a p ost -b as eli n e 
dis e as e ass ess m e nt d u e t o e arl y P D, w h o r e c ei v e a nti c a n c er t h er a pi es ot h er t h a n t h e 
st u d y i nt er v e nti o n pri or t o a c hi e vi n g a n o bj e cti v e r es p o ns e, or w h o di e, e x p eri e n c e 
P D, or st o p dis e as e ass ess m e nts f or a n y r e as o n pri or t o a c hi e vi n g a n o bj e cti v e 
r es p o ns e will b e c o u nt e d as n o n-r es p o n d ers. 

 P o p ul ati o n -l e v el s u m m ar y m e as ur e: O R R d efi n e d as t h e pr o p orti o n of p arti ci p a nts i n 
t h e a n alys is p o p ul ati o n wit h a n o bj e cti v e r es p o ns e, a n d 2-si d e d 9 5 % CI f or O R R 
usi n g t h e Wils o n m et h o d. R es ults will b e dis pl a y e d b y  tr e at m e nt gr o u p.

9. 3. A n al ysis S ets

F or p ur p os es of a n al y sis, t h e f oll o wi n g a n al ys is s ets ar e d efi n e d. 

P a rti ci p a nt A n al ysis S et D es c ri pti o n
D L T E v al u a bl e S et 

All e nr oll e d p arti ci p a nts w h o r e c ei v e at l e ast 1 d os e of t h e st u d y 
i nt er v e nti o n i n t h e P h as e 1 b of t h e st u d y a n d eit h er e x p eri e n c e D L T(s) 
or c o m pl et e t h e D L T o bs er v ati o n p eri o d wit h o ut D L T. P arti ci p a nts 
wit h o ut D L Ts w h o r e c ei v e l ess t h a n 8 0 % of t h e pl a n n e d d os e of 
P F -0 7 9 0 1 8 0 1 or l ess t h a n 7 5 % of t h e pl a n n e d d os e of a n y c o m p o n e nt 
of t h e t af asit a m a b a n d l e n ali d o mi d e r e gi m e n i n t h e D L T o bs er v ati o n 
p eri o d ar e n ot e v al u a bl e f or D L Ts.

T h e D L T o bs er v ati o n p eri o d is 2 8 d a ys f oll o wi n g C 1 D 1.
S af et y A n al ysis S et A ll e nr oll e d p arti ci p a nts w h o r e c ei v e d at l e ast 1 d os e of st u d y 

i nt er v enti o n. 
P K A n al ysis S et  T h e P K a n al ysis s et will i n cl u d e all p arti ci p a nts i n t h e s af et y a n al ysis 

s et w h o h a v e at l e ast 1 p ost -d os e c o n c e ntr ati o n m e as ur e m e nt.

T h e P K p ar a m et er a n al ysis s et will i n cl u d e all p arti ci p a nts i n t h e s af et y 
a n al ysis s et w h o h a v e at l e ast o n e of t h e P K p ar a m et ers of i nt er est f or 
P F -0 7 9 0 1 8 0 1.
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P a rti ci p a nt A n al ysis S et D es c ri pti o n
I m m u n o g e ni cit y A n al ysis 
S et

All p arti ci p a nts i n t h e s af et y a n al ysis s et w h o h a v e at l e ast 1 s a m pl e 
t est e d f or A D A.

Bi o m ar k er A n al ysis S et All p arti ci p a nts i n t h e s af et y a n al ysis s et w h o h a v e at l e ast 1 b as eli n e 
bi o m ar k er ass ess m e nt.

A n al ysis s ets will b e d efi n e d s e p ar at el y f or bi o m ar k ers b as e d o n 

“ E nr oll e d ” m e a ns a p arti ci p a nt's, or t h eir l e g all y a ut h ori z e d r e pr es e nt ati v e’s, a gr e e m e nt t o p arti ci p at e i n a 
cli ni c al st u d y f oll o wi n g c o m pl eti o n of t h e i nf or m e d c o ns e nt pr o c ess a n d assi g n m e nt t o st u d y i nt er v e nti o n.

9. 4. St atisti c al A n al ys es

T h e S A P will b e d e v el o p e d a n d fi n ali z e d b ef or e a n y  a n alys es ar e p erf or m e d a n d will 
d es cri b e t h e a n al ys es a n d pr o c e d ur es f or a c c o u nti n g f or missi n g, u n us e d, a n d s p uri o us d at a. 
T his s e cti o n is a s u m m ar y of t h e pl a n n e d st atisti c al a n al y s es of t h e pri m ar y a n d s e c o n d ar y 
e n d p oi nts.

9. 4. 1. G e n e r al C o nsi d e r ati o ns

All a n al y s es will b e p erf or m e d f or t h e P h as e 1 b a n d P h as e 2 of t h e st u d y  s e p ar at el y. All 
effi c a c y  a n alys es a n d s af et y  a n alys es will b e p erf or m e d usi n g t h e S af et y A n al ysis S et (if n ot 
ot h er wis e s p e cifi e d).

I n g e n er al, d es cri pti v e s u m m ari es will b e pr es e nt e d f or t h e effi c a c y a n d s af et y v ari a bl es 
c oll e ct e d. C o nti n u o us v ari a bl es wi ll b e s u m m ari z e d usi n g m e a n, S D, mi ni m u m, m e di a n, a n d 
m a xi m u m. C at e g ori c al v ari a bl es will b e s u m m ari z e d usi n g fr e q u e n c y  c o u nts a n d 
p er c e nt a g es.

U nl ess ot h er wis e s p e cifi e d, t h e c al c ul ati o n of pr o p orti o ns will b e b as e d o n t h e s a m pl e si z e of 
t h e p o p ul ati o n of i nt er est. C o u nts of missi n g o bs er v ati o ns will b e i n cl u d e d i n t h e 
d e n o mi n at or a n d pr es e nt e d as a s e p ar at e c at e g or y  if n ot ot h er wis e s p e cifi e d i n t h e S A P.

9. 4. 2. P ri m a r y E n d p oi nts/ A n al ysis

9. 4. 2. 1. P h as e 1 b

T h e pri m ar y  e n d p oi nt of t h e P h as e 1 b of t h e st u d y is t h e D LTs d uri n g t h e D L T o bs er v ati o n 
p eri o d. T h e n u m b er a n d pr o p orti o n of p arti ci p a nts e x p eri e n ci n g D L Ts d uri n g t h e D L T 
o bs er v ati o n p eri o d will b e s u m m ari z e d a n d list e d b y  d os e l e v el. A n alys es of D L Ts will b e 
p erf or m e d o n D L T E v al u a bl e S et ( as d efi n e d i n S e cti o n 9. 3 ). 

9. 4. 2. 2. P h as e 2

T h e pri m ar y  e n d p oi nt i n t h e P h as e 2 of t h e st u d y is O R p er L u g a n o R es p o ns e Cl assifi c ati o n 
Crit eri a 2 0 1 4 as ass ess e d b y  t h e i n v esti g at or. 

O R is d efi n e d as a B O R of C R or P R a c c or di n g t o L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 
2 0 1 4.
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Tr e at e d p arti ci p a nts w h o d o n ot h a v e a p ost - b as eli n e t u m or ass ess m e nt d u e t o e arly cli ni c al 
pr o gr essi o n of dis e as e, w h o r e c ei v e a nti -c a n c er t h er a pi es ot h er t h a n t h e st u d y  i nt er v e nti o ns 
pri or t o r e a c hi n g a C R or P R, or w h o di e, h a v e d o c u m e nt e d P D, or st o p t u m or ass ess m e nts 
f or a ny r e as o n pri or t o r e a c hi n g a C R or P R will b e c o u nt e d as n o n- r es p o n d ers i n t h e 
ass ess m e nt of O R. O R r at e is t h e pr o p orti o n of p arti ci p a nts wit h O R i n t h e s af et y a n al ysis 
s et. O R R will b e c al c ul at e d al o n g wit h t h e 2- si d e d 9 5 % CI usi n g t h e Wils o n m et h o d.

9. 4. 3. S e c o n d a r y E n d p oi nts/ A n al ysis

9. 4. 3. 1. Ef fi c a c y A n al ys es

C o m pl et e R es p o ns e 

C R r at e is d efi n e d as t h e pr o p orti o n of p arti ci p a nts i n t h e S af et y  A n alys is S et wit h a C R p er 
L u g a n o R es p o ns e Cl assifi c ati o n Crit eri a 2 0 1 4 as ass ess e d b y  t h e i n v esti g at or.

P oi nt esti m at es of C R R will b e c al c ul at e d al o n g wit h t h e 2 -si d e d e x a ct 9 5 % CIs usi n g t h e 
Wils o n m et h o d.

C R R will b e s u m m ari z e d b y d os e l e v els f or P h as e 1 b a n d P h as e 2 of t h e st u d y  s e p ar at el y.

D u r ati o n of R es p o ns e

D o R is d efi n e d, f or p arti ci p a nts wit h a n o bj e cti v e r es p o ns e p er L u g a n o R es p o ns e 
Cl assifi c ati o n Crit eri a 2 0 1 4, as t h e ti m e fr o m t h e first d o c u m e nt ati o n of o bj e cti v e r es p o ns e 
u ntil P D, 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. 

D o R will b e c e ns or e d o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt f or p arti ci p a nts w h o 
d o n ot h a v e a n e v e nt ( P D or d e at h d u e t o a n y c a us e), o n t h e d at e of t h e l ast a d e q u at e dis e as e 
ass ess m e nt b ef or e t h e n e w a nti -c a n c er t h er a p y f or p arti ci p a nts w h o st art a n e w a nti-c a n c er 
t h er a py pri or t o a n e v e nt, or o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt b ef or e t h e 2 
or m or e missi n g dis e as e ass ess m e nts f or p arti ci p a nts wit h a n e v e nt aft er 2 or m or e missi n g 
dis e as e ass ess m e nts.

D o R will b e s u m m ari z e d usi n g K a pl a n M ei er m et h o d a n d dis pl a y e d gr a p hi c all y . M e di a n 
D o R a n d 2 -si d e d 9 5 % CI ( b as e d o n t h e Br o o k m e y er -Cr o wl e y  m et h o d) will b e pr o vi d e d.

D o R will b e s u m m ari z e d b y d os e l e v els f or P h as e 1 b a n d P h as e 2 of t h e st u d y  s e p ar at el y.

D u r ati o n of C o m pl et e R es p o ns e

D o C R is d efi n e d, f or p arti ci p a nts wit h a C R p er L u g a n o R es p o ns e Cl assifi c ati o n Crit er i a 
2 0 1 4, as t h e ti m e fr o m t h e first d o c u m e nt ati o n of a C R u ntil P D, 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. 

D o C R will b e c e ns or e d o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt f or p arti ci p a nts 
w h o d o n ot h a v e a n e v e nt ( P D or d e at h d u e t o a n y c a us e), o n t h e d at e of t h e l ast a d e q u at e 
dis e as e ass ess m e nt b ef or e t h e n e w a nti -c a n c er t h er a p y f or p arti ci p a nts w h o st art a n e w 

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 1 1

a nti -c a n c er t h er a p y pri or t o a n e v e nt, or o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt 
b ef or e t h e 2 or m or e missi n g d is e as e ass ess m e nts f or p arti ci p a nts wit h a n e v e nt aft er 2 or 
m or e missi n g dis e as e ass ess m e nts.

D o C R will b e s u m m ari z e d usi n g K a pl a n M ei er m et h o d a n d dis pl a y e d gr a p hi c all y. M e di a n 
D o C R a n d 2 -si d e d 9 5 % CI will b e pr o vi d e d.

D o C R will b e s u m m ari z e d b y  d os e l e vels f or P h as e 1 b a n d P h as e 2 of t h e st u d y  s e p ar at el y.

P r o g r essi o n F r e e S u r vi v al

P F S is d efi n e d as t h e ti m e fr o m t h e d at e of first d os e u ntil P D p er L u g a n o R es p o ns e 
Cl assifi c ati o n Crit eri a 2 0 1 4, 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. 

P F S will b e c e ns or e d as f oll o ws:

 F or p arti ci p a nts w h o d o n ot h a v e a n e v e nt ( P D p er L u g a n o R es p o ns e Cl assifi c ati o n 
Crit eri a 2 0 1 4 or d e at h d u e t o a n y c a us e), c e ns ori n g will o c c ur o n t h e d at e of t h e l ast 
a d e q u at e dis e as e ass ess m e nt;

 F or p arti ci p a nts w h o st art a n e w a nti c a n c er t h er a p y  pri or t o a n e v e nt, c e ns ori n g will 
o c c ur o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt b ef or e t h e n e w a nti c a n c er 
t h er a py;

 F or p arti ci p a nts wit h a n e v e nt aft er a g a p of 2 or m or e missi n g dis e as e ass ess m e nts, 
c e ns ori n g will o c c ur o n t h e d at e of t h e l ast a d e q u at e dis e as e ass ess m e nt b ef or e t h e 
g a p;

 P arti ci p a nts w h o d o n ot h a v e a n a d e q u at e p ost -b as eli n e dis e as e ass ess m e nt will b e 
c e ns or e d o n t h e d at e of first d os e of st u d y  i nt er v e nti o n u nl ess d e at h o c c urs o n or 
b ef or e t h e ti m e of t h e s e c o n d pl a n n e d dis e as e ass ess m e nt (i e, ≤ 2 4 w e e ks aft er t h e d at e 
of first d os e) i n w hi c h c as e t h e d e at h will b e c o nsi d er e d a n e v e nt.

P F S will b e s u m m ari z e d usi n g K a pl a n M ei er m et h o d a n d dis pl a y e d gr a p hi c all y . M e di a n P F S 
a n d 2 -si d e d 9 5 % CI will b e pr o vi d e d.

P F S will b e s u m m ari z e d b y  d os e l e v els f or P h as e 1 b a n d P h as e 2 of t h e st u d y s e p ar at el y.

9. 4. 3. 2. S af et y A n al ys es

9. 4. 3. 2. 1. A d v e rs e E v e nts

A Es will gr a d e d b y t h e i n v esti g at or a c c or di n g t o t h e C T C A E v 5. 0 a n d c o d e d usi n g 
M e d D R A. A E d at a will b e r e p ort e d i n t a bl es a n d listi n gs. S u m m ari es of A E b y  a p pr o pri at e 
M e d D R A t er ms, t o xi cit y  gr a d e, a n d s eri o us n ess a n d r el ati o ns hi p t o st u d y tr e at m e nt will b e 
pr es e nt e d b y d os e l e v els, as w ell as s u m m ari es of A Es l e a di n g t o d e at h a n d pr e m at ur e 
wit h dr a w al fr o m st u d y  tr e at m e nt. 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 
e x p eri e n c e d a n y A E, S A E, tr e at m e nt r el at e d A E, a n d tr e at m e nt r el at e d S A E will b e 
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s u m m ari z e d a c c or di n g t o w orst t o xi cit y gr a d es. T h e s u m m ari es will pr es e nt A Es o n t h e 
e ntir e st u d y p eri o d. 

9. 4. 3. 2. 2. L a b o r at o r y T est A b n o r m aliti es

T h e l a b or at or y r es ults will b e gr a d e d a c c or di n g t o t h e N CI C T C A E v 5. 0 s e v erit y gr a d e a n d 
will b e a n al y z e d usi n g s u m m ar y  st atisti cs. T h e w orst o n-tr e at m e nt gr a d es d uri n g t h e 
tr e at m e nt p eri o d will b e s u m m ari z e d. S hifts i n t o xi cit y gr a di n g fr o m b as eli n e t o hi g h est 
gr a d e d uri n g t h e o n -tr e at m e nt p eri o d will b e dis pl a ye d f or e a c h l a b or at or y  t est. T h e a n alys es 
will s u m m ari z e l a b or at or y t ests o n t h e e ntir e st u d y p eri o d.

F or l a b or at or y  t ests wit h o ut N CI C T C A E gr a d e d efi niti o ns, r es ults will b e c at e g ori z e d as 
n or m al, a b n or m al, or n ot d o n e. O nl y  p arti ci p a nts wit h p ost-b as eli n e l a b or at or y  v al u es will b e 
i n cl u d e d i n t h es e a n alys es. F urt h er d et ails of a n al ys es f or all t h e l a b or at or y  p ar a m et ers will 
b e pr o vi d e d i n t h e S A P.

9. 4. 3. 3. P h a r m a c o ki n eti c A n al ys es f o r P F - 0 7 9 0 1 8 0 1

P K d at a a n al ys es will i n cl u d e d es cri pti v e s u m m ar y st atisti cs of t h e pr e-d os e a n d E OI 
P F -0 7 9 0 1 8 0 1 c o n c e ntr ati o ns b y  st u d y visit, ti m e p oi nts, a n d d os e l e v els. I n a d diti o n, t h e P K 
d at a fr o m t his st u d y  m a y b e us e d t o d e v el o p a p o p ul ati o n P K m o d el a n d m a y als o b e p o ol e d 
wit h ot h er st u di es f or p o p ul ati o n P K m o d el d e v el o p m e nt. T h e c orr el ati o ns b et w e e n 
P F -0 7 9 0 1 8 0 1 e x p os ur e p ar a m et ers a n d p h ar m a c o d y n a mi c bi o m ar k er, effi c a c y  a n d/ or s af ety 
o ut c o m es will b e e x pl or e d if d at a all o ws. T h e r es ults of t h es e m o d eli n g a n al y s es will b e 
r e p ort e d s ep ar at el y fr o m t h e cli ni c al st u d y r e p ort.

T h e p ot e nti al D DI b et w e e n P F- 0 7 9 0 1 8 0 1, t af asit a m a b, a n d/ or l e n ali d o mi d e m a y  als o b e 
e v al u at e d if d at a all o ws.

9. 4. 3. 4. I m m u n o g e ni cit y A n al ys es f o r P F -0 7 9 0 1 8 0 1

F or i m m u n o g e ni cit y d at a, t h e p er c e nt a g e of p arti ci p a nts wit h p osi ti v e A D A will b e 
s u m m ari z e d. Listi n gs a n d s u m m ar y t a b ul ati o ns of t h e A D A d at a at b as eli n e a n d p ost-first 
d os e will b e g e n er at e d. S a m pl es m a y  als o b e a n al yz e d f or t h e pr es e n c e of N A b, a n d a n y d at a 
will b e si mil arl y  s u m m ari z e d. F or p arti ci p a nts wit h p ositi v e A D A or N A b, t h e m a g nit u d e 
(tit er), ti m e of o ns et, a n d d ur ati o n of A D A or N A b r es p o ns e will als o b e d es cri b e d, if d at a 
p er mit. T h e p ot e nti al i m p a ct of i m m u n o g e ni cit y  o n P K a n d cli ni c al r es p o ns e i n cl u di n g 
p h ar m a c o d y n a mi c m ar k ers, s af et y/ t ol er a bility a n d eff i c a c y m a y b e e x pl or e d, if w arr a nt e d b y 
t h e d at a.

9. 4. 4. T e rti a r y/ E x pl o r at o r y E n d p oi nt(s) A n al ysis

R es ults of e x pl or at or y  e n d p oi nt a n al ys e s m a y b e d es cri b e d i n t h e C S R t o t h e e xt e nt p ossi bl e. 
D u e t o t h e e x pl or at or y  n at ur e of t h e e n d p oi nts, t h e ass o ci at e d d at a a n alys e s m a y  n ot b e 
c o m pl et e d at t h e ti m e of t h e C S R pr e p ar ati o n. If r es ults of e x pl or at or y  e n d p oi nt a n al ys es 
c a n n ot b e i n cl u d e d i n t h e C S R, t h e y  m a y b e diss e mi n at e d t o t h e s ci e ntifi c c o m m u nit y t o t h e 
e xt e nt p ossi bl e t hr o u g h pr es e nt ati o n at s ci e ntifi c m e eti n gs a n d/ or p u bli c ati o n i n 
p e er -r e vi e w e d s ci e ntifi c j o ur n als.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 1 3

9. 4. 5. Ot h e r S af et y A n al ys es

T h e S af et y A n al ysis S et will b e t h e pri m ar y  p o p ul ati o n f or s af et y e v al u ati o n.

A Es, E C Gs, a n d s af et y  l a b or at or y d at a will b e r e vi e w e d a n d s u m m ari z e d b y t h e sp o ns or o n 
a n o n g oi n g b asis d uri n g t h e st u d y  t o e v al u at e t h e s af ety of p arti ci p a nts. A n y cli ni c al 
l a b or at or y, E C G, B P, a n d P R a b n or m aliti es of p ot e nti al cli ni c al c o n c er n will b e d es cri b e d. 
S af et y  d at a will b e pr es e nt e d i n t a b ul ar a n d/ or gr a p hi c al f or m at a n d s u m m ari z e d 
d es cri pt i v ely, w h er e a p pr o pri at e.

M e di c al hist or y  a n d p h ysi c al e x a mi n ati o n c oll e ct e d d uri n g t h e c o urs e of t h e st u d y  will b e 
c o nsi d er e d s o ur c e d at a a n d will n ot b e r e q uir e d t o b e r e p ort e d, u nl ess ot h er wis e n ot e d. 
H o w e v er, a n y u nt o w ar d fi n di n gs i d e ntifi e d o n p h ysi c a l a n d/ or n e ur ol o gi c al e x a mi n ati o ns 
c o n d u ct e d d uri n g t h e a cti v e c oll e cti o n p eri o d will b e c a pt ur e d as A Es, if t h os e fi n di n gs m e et 
t h e d efi niti o n of a n A E. D at a c oll e ct e d at S cr e e ni n g t h at ar e us e d f or i n cl usi o n/ e x cl usi o n 
crit eri a, s u c h as E C Gs, a n d vit al si g ns, will b e c o nsi d er e d s o ur c e d at a, a n d will n ot b e 
r e q uir e d t o b e r e p ort e d, u nl ess ot h er wis e n ot e d. D e m o gr a p hi c d at a c oll e ct e d at S cr e e ni n g will 
b e r e p ort e d.

9. 4. 5. 1. El e ct r o c a r di o g r a m A n al ys es

C h a n g es fr o m b as eli n e f or t h e E C G p ar a m et ers Q T i nt er v al, h e art r at e, Q T c F i nt er v al, P R 
i nt er v al, a n d Q R S c o m pl e x will b e s u m m ari z e d b y d os e l e v el a n d ti m e.

T h e n u m b er ( %) of p arti ci p a nts wit h m a xi m u m p ost- d os e Q T c F v al u es a n d m a xi m u m 
i n cr e as es fr o m b as eli n e i n t h e f oll o wi n g c at e g ori es will b e t a b ul at e d b y tr e at m e nt:

S af et y Q T c F Ass ess m e nt 

D e g r e e of P r ol o n g ati o n Mil d ( ms) M o d e r at e ( ms) S e v e r e ( m s)
A bs ol ut e v al u e > 4 5 0 -4 8 0 > 4 8 0 -5 0 0 > 5 0 0
I n cr e as e fr o m b as eli n e 3 0 -6 0 > 6 0

9. 4. 6. Ot h e r A n al ys es

P h ar m a c o g e n o mi c or bi o m ar k er d at a fr o m R et ai n e d R es e ar c h S a m pl es m a y b e c oll e ct e d 
d uri n g or aft er t h e tri al a n d r et ai n e d f or f ut ur e a n al ys es; t h e r es ults of s u c h a n al ys es ar e n ot 
pl a n n e d t o b e i n cl u d e d i n t h e C S R.

9. 5. I nt e ri m A n al ys es

N o f or m al i nt eri m a n al ys is will b e c o n d u ct e d f or t his st u d y. As t his is a n o p e n-l a b el st u dy, 
t h e s p o ns or m ay c o n d u ct u n bli n d e d r e vi e ws of t h e d at a d uri n g t h e c o urs e of t h e st u d y f or t h e 
p ur p os e of s af et y ass ess m e nt, a n d/ or s u p p orti n g cli ni c al d e v el o p m e nt.

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

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er (pr ot o c ol 
a m e n d m e nt 2) .
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P h as e 1 b:

T h e pri m ar y  o bj e cti v e i n t h e P h as e 1 b of t h e st u d y is t o ass ess D LTs, s af et y a n d t ol er a bilit y 
of P F - 0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h t af asit a m a b a n d l e n ali d o mi d e i n or d er t o s el e ct u p t o 
2 fi x e d d os es of P F-0 7 9 0 1 8 0 1 t o e x pl or e i n P h as e 2. T h e t ar g et n u m b er of p arti ci p a nts p er 
c o h ort is 2 -4, a n d a mi ni m u m of 2 -4 D L T -e v al u a bl e p arti ci p a nts is r e q uir e d at e a c h t est e d 
d os e l e v el of P F -0 7 9 0 1 8 0 1. A p pr o xi m at el y  6 t o 9 D LT- e v al u a bl e p arti ci p a nts will b e tr e at e d 
at t h e M T D or hi g h est s af e t est e d d os e l e v el f or P F -0 7 9 0 1 8 0 1 b ef or e pr o c e e di n g t o P h as e 2. 
T h e a ct u al n u m b er of p arti ci p a nts t o b e e nr oll e d will d e p e n d o n t h e n u m b er of d os e l e v els 
e v al u at e d a n d t h e n u m b er of p arti ci p a nts tr e at e d at e a c h d os e l e v el. It is esti m at e d t h at 
a p pr o xi m at el y  2 0 p arti ci p a nts will b e e nr oll e d i n P h as e 1 b.

If a ny p arti ci p a nt is d e e m e d n o n -e v al u a bl e f or D L T, a d diti o n al p arti ci p a nts m a y  b e e nr oll e d 
t o e ns ur e t h er e ar e a s uffi ci e nt n u m b er of e v al u a bl e p arti ci p a nts i n t h e P h as e 1 b.

P h as e 2:

U p t o 2 fi x e d d os es will b e s el e ct e d b as e d o n P h as e 1 b d at a f or f urt h er e v al u ati o n i n P h as e 2 
of t h e st u d y . A p pr o xi m at el y 2 5 p arti ci p a nts will b e tr e at e d f or e a c h s el e ct e d d os e. T h e 
s a m pl e si z e is n ot d et er mi n e d b as e d o n st atisti c al h y p ot h esis t esti n g c o nsi d er ati o ns; r at h er, it 
is b as e d o n cli ni c al c o nsi d er ati o ns t h at t h e st at e d s a m pl e si z e will pr o vi d e s uffi ci e nt e vi d e n c e 
of pr eli mi n ar y  a ntit u m or a cti vit y of P F- 0 7 9 0 1 8 0 1 i n c o m bi n ati o n wit h t af asit a m a b a n d 
l e n ali d o mi d e, a n d f or d os e s el e cti o n b as e d o n e x p os ur e-r es p o ns e a n al ys es.

O R R c a n b e esti m at e d wit h a m a xi m u m st a n d ar d err or of 1 0 % wit h 2 5 p arti ci p a nts p er ar m.

T a bl e 1 1 pr o vi d es t h e 9 5 % CIs f or O R R b as e d o n Wils o n m et h o d f or diff er e nt o bs er v e d 
r es p o ns es.
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T a bl e 1 1. S a m pl e Si z e a n d 9 5 % CI f o r O R R b as e d o n Wils o n M et h o d ( wit h 
C o nti n uit y C o r r e cti o n)

N = 2 5 N u m b e r of r es p o ns es O bs e r v e d O R R 9 5 % C I f o r O R R
1 0. 0 4 0. 0 0 2, 0. 2 2 3
2 0. 0 8 0. 0 1 4, 0. 2 7 5
3 0. 1 2 0. 0 3 2, 0. 3 2 3
4 0. 1 6 0. 0 5 3, 0. 3 6 9
5 0. 2 0. 0 7 6, 0. 4 1 3
6 0. 2 4 0. 1 0 2, 0. 4 5 5
7 0. 2 8 0. 1 2 9, 0. 4 9 6
8 0. 3 2 0. 1 5 7, 0. 5 3 6
9 0. 3 6 0. 1 8 7, 0. 5 7 4
1 0 0. 4 0. 2 1 8, 0. 6 1 1
1 1 0. 4 4 0. 2 5 0, 0. 6 4 7
1 2 0. 4 8 0. 2 8 3, 0. 6 8 2
1 3 0. 5 2 0. 3 1 8, 0. 7 1 7
1 4 0. 5 6 0. 3 5 3, 0. 7 5 0
1 5 0. 6 0. 3 8 9, 0. 7 8 2
1 6 0. 6 4 0. 4 2 6, 0. 8 1 3
1 8 0. 7 2 0. 5 0 4, 0. 8 7 1
2 0 0. 8 0. 5 8 7, 0. 9 2 4
2 2 0. 8 8 0. 6 7 7, 0. 9 6 8

9. 7. St atisti c al M et h o ds a n d D e cisi o n C rit e ri a

T h e m T PI - 2 d esi g n ( wit h t ar g et p T = 0. 3, e 1 = 0. 0 5, e 2 = 0. 0 5) will b e utili z e d f or d os e fi n di n g 
of t h e c o m bi n ati o n t h er a p y, wit h t h e d os e l e v el of t af asit a m a b a n d l e n ali d o mi d e fi x e d. T h e 
m T PI -2 d esi g n us es a B a y esi a n st atisti cs fr a m e w or k a n d a b et a bi n o mi al hi er ar c hi c al m o d el 
t o c o m p ut e t h e U P M of d osi n g i nt er v als. T h e d os e i nt er v al t h at h as t h e l ar g est U P M is 
s el e ct e d as t h e wi n ni n g m o d el. T h e d os e d e -es c al ati o n/ es c al ati o n r e c o m m e n d ati o n is as 
s h o w n b el o w:

 If i nt er v als {( 0. 1 5, 0. 2 5), ( 0. 0 5, 0. 1 5), ( 0, 0. 0 5) } e x hi bit t h e l ar g est U P M: es c al at e t o 
n e xt hi g h er d os e;

 If i nt er v al ( 0. 2 5, 0. 3 5) e x hi bits t h e l ar g est U P M: st a y at c urr e nt d os e;

 If i nt er v als {( 0. 3 5, 0. 4 5), ( 0. 4 5, 0. 5 5), ( 0. 5 5, 0. 6 5), ( 0. 6 5, 0. 7 5), ( 0. 7 5, 0. 8 5), ( 0. 8 5, 
0. 9 5), ( 0. 9 5, 1) } e x hi bit t h e l ar g est U P M: d e -es c al at e t o a l o w er d os e.

T h e d e cisi o n r ul es f or m T PI -2 d esi g n (t ar g et p T = 0. 3, el = 0. 0 5 , e 2 = 0. 0 5) ar e list e d i n 
T a bl e 1 2 .
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T a bl e 1 2 . m T PI -2 D e cisi o n R ul es ( p T = 0. 3, e 1 = 0. 0 5, e 2 = 0. 0 5)

N u m b e r of P ati e nts

N
u

m
be

r 
of
 

P
at

ie
nt

s 
wi

t
h 

D
L

Ts

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

0 E E E E E E E E E E E E E E E

1 D D S S E E E E E E E E E E E

2 D U D D D S S S E E E E E E E

3 D U D U D D D D S S S S E E E

4 D U D U D U D D D D D S S S S

5 D U D U D U D U D U D D D D D S

6 D U D U D U D U D U D U D D D D

7 D U D U D U D U D U D U D U D D

8 D U D U D U D U D U D U D U D U

9 D U D U D U D U D U D U D U

1 0 D U D U D U D U D U D U

1 1 D U D U D U D U D U

1 2 D U D U D U D U

1 3 D U D U D U

1 4 D U D U

1 5 D U

E = Es c al at e t o t h e n e xt hi g h er d os e l e v el 
S = St a y at t h e c urr e nt d os e l e v el 
D = D e -es c al at e t o t h e n e xt l o w er d os e l e v el 
D U = T h e c urr e nt d os e l e v el is u n a c c e pt a bl y t o xi c a n d s h o ul d b e eli mi n at e d fr o m f urt h er d os e fi n di n g
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1 0. S U P P O R TI N G D O C U M E N T A TI O N A N D O P E R A TI O N A L C O N SI D E R A TI O N S

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

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

T his 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 t he pr ot o c ol a n d wit h t h e f oll o wi n g:

 C o ns e ns us et hi c al pri n ci pl es d eri v e d fr o m i nt er n ati o n al g ui d eli n es, i n cl u di n g t h e 
D e cl ar ati o n of H elsi n ki a n d CI O M S I nt er n ati o n al Et hi c al G ui d eli n es;

 A p pli c a bl e I C H G C P g ui d eli n es;

 A p pli c a bl e l a ws a n d r e g ul ati o ns, i n cl u di n g a p pli c a bl e pri v a c y l a ws.

T h e pr ot o c ol, pr ot o c ol a m e n d m e nts, I C D, S R S D(s), a n d ot h er r el e v a nt d o c u m e nts 
( e g, a d v ertis e m e nts) m ust b e r e vi e w e d a n d a p pr o v e d b y  t h e s p o ns or, s u b mitt e d t o a n IR B/ E C 
b y  t h e i n v esti g at or, a n d r e vi e w e d a n d a p pr o v e d b y t h e I RB/ E C b ef or e t h e st u d y  is i niti at e d.

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

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

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

 Pr o vi di n g wr itt e n s u m m ari es of t h e st at us of t h e st u d y t o t h e I R B/ E C a n n u all y or 
m or e fr e q u e ntl y  i n a c c or d a n c e wit h t h e r e q uir e m e nts, p oli ci es, a n d pr o c e d ur es 
est a blis h e d b y  t h e I R B/ E C.

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

 Pr o vi di n g o v ersi g ht of t h e c o n d u ct of t h e st u d y at t h e sit e a n d a d h er e n c e t o 
r e q uir e m e nts of 2 1 C F R, I C H G C P g ui d eli n es, t h e I R B/ E C, E ur o p e a n r e g ul ati o n 
5 3 6/ 2 0 1 4 f or cli ni c al st u di es, E ur o p e a n M D R 2 0 1 7/ 7 4 5 f or cli ni c al d e vi c e r es e ar c h, 
a n d all ot h er a p pli c a bl e l o c al r e g ul ati o ns.

1 0. 1. 1. 1. R e p o rti n g of S af et y Iss u es a n d S e ri o us B r e a c h es of t h e P r ot o c ol o r I C H G C P

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 (i e, cli ni c al h ol d) b y a n a p pli c a bl e 
r e g ul at or y a ut h ority i n a n y ar e a of t h e w orl d , or if t h e i n v esti g at or is a w ar e of a n y n e w 
i nf or m ati o n t h at 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 t h e st u d y 
i nt er v e nti o n, 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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I n a d diti o n, t h e i n v esti g at or will i nf or m Pfi z er i m m e di at el y of a n y urg e nt s af et y m e as ur es 
t a k e n by t h e i n v esti g at or t o pr ot e ct t h e st u d y p arti ci p a nts a g ai nst a n y i m m e di at e h a z ar d, a n d 
of a n y s eri o us br e a c h es of t his pr ot o c ol or of t h e I C H G C P t h at t h e i n v esti g at or b e c o m es 
a w ar e of.

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

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

1 0. 1. 3. I nf o r m e d C o ns e nt/ Ass e nt P r o c ess

T h e i n v esti g at or or t h e i n v esti g at or’s r e pr es e nt ati v e will e x pl ai n t h e n at ur e of t h e st u d y , 
i n cl u di n g t h e ris ks a n d b e n efits, t o t h e p arti ci p a nt or t h eir l e g ally a ut h ori z e d r e pr es e nt ati v e 
a n d a ns w er all q u esti o ns r e g ar di n g t h e st u d y. T h e p arti ci p a nt or t h eir l e g all y a ut h ori z e d 
r e pr es e nt ati v e s h o ul d b e gi v e n s uffi ci e nt ti m e a n d o p p ort u nit y t o as k q u esti o ns a n d t o d e ci d e 
w h et h er or n ot t o p arti ci p at e i n t h e tri al.

P arti ci p a nts m ust b e i nf or m e d t h at t h eir p arti ci p ati o n is v ol u nt ar y . P arti ci p a nts or t h eir 
l e g all y a ut h ori z e d r e pr es e nt ati v e (if all o w e d b y l o c al r e g ul ati o ns) will b e r e q uir ed t o si g n a 
st at e m e nt of i nf or m e d c o ns e nt t h at m e ets t h e r e q uir e m e nts of 2 1 C F R 5 0, l o c al r e g ul ati o ns, 
I C H G C P g ui d eli n es, pri v a c y a n d d at a pr ot e cti o n r e q uir e m e nts, w h er e a p pli c a bl e, a n d t h e 
I RB/ E C or st u d y  c e nt er.

T h e i n v esti g at or m ust e ns ur e t h at e a c h st u d y  p arti ci p a nt or t h eir l e g all y a ut h ori z e d 
r e pr es e nt ati v e is f ull y i nf or m e d a b o ut t h e n at ur e a n d o bj e cti v es of t h e st u d y, t h e s h ari n g of 
d at a r el at e d t o t h e st u d y , a n d p ossi bl e ris ks ass o ci at e d wit h p arti ci p ati o n, i n cl u di n g t h e ris ks 
ass o ci at e d wit h t h e p r o c essi n g of t h e p arti ci p a nt’s p ers o n al d at a. 

T h e p arti ci p a nt or t h eir l e g all y a ut h ori z e d r e pr es e nt ati v e m ust b e i nf or m e d t h at t h eir p ers o n al 
st u d y-r el at e d d at a will b e us e d b y t h e s p o ns or i n a c c or d a n c e wit h l o c al d at a pr ot e cti o n l a w. 
T h e l e v el of dis cl os ur e m ust als o b e e x pl ai n e d t o t h e p arti ci p a nt or t h eir l e g all y  a ut h ori z e d 
r e pr es e nt ati v e.

T h e p arti ci p a nt or t h eir l e g all y a ut h ori z e d r e pr es e nt ati v e m ust b e i nf or m e d t h at t h eir m e di c al 
r e c or ds m a y b e e x a mi n e d b y Cli ni c al Q u ality Ass ur a n c e a u dit ors or ot h er a ut h ori z e d 
p ers o n n el a p p oi nt e d b y t h e s p o ns or, b y a p pr o pri at e I R B/ E C m e m b ers, a n d b y  i ns p e ct ors 
fr o m r e g ul at or y a ut h oriti es.

T h e i n v esti g at or f urt h er m ust e ns ur e t h at e a c h st u d y  p arti ci p a nt or t h eir l e g all y a ut h ori z e d 
r e pr es e nt ati v e is f ull y i nf or m e d a b o ut his or h er ri g ht t o a c c ess a n d c orr e ct t h eir p ers o n al d at a 
a n d t o wit h dr a w c o ns e nt f or t h e pr o c essi n g of his or h er p ers o n al d at a.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 1 9

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

P arti ci p a nts or t h eir l e g all y  a ut h ori z e d r e pr es e nt ati v e m ust b e r e c o ns e nt e d t o t h e m ost c urr e nt 
I RB/ E C v ersi o n of t h e I R B/ E C- a p pr o v e d I C D(s) d uri n g t h eir p arti ci p ati o n i n t h e st u d y  as 
r e q uir e d p er l o c al r e g ul ati o ns.

A c o p y of t h e I C D(s) m ust b e pr o vi d e d t o t h e p arti ci p a nt or t h eir l e g all y a ut h ori z e d 
r e pr es e nt ati v e (if all o w e d b y l o c al r e g ul ati o ns).

A p arti ci p a nt w h o is r es cr e e n e d is n ot r e q uir e d t o si g n a n ot h er I C D if t h e r es cr e e ni n g o c c urs 
wit hi n 2 8 d a y s fr o m t h e pr e vi o us I C D si g n at ur e d at e.

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

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

P arti ci p a nts’ p ers o n al d at a will b e st or e d at t h e st u d y  sit e i n e n cr ypt e d el e ctr o ni c a n d/ or p a p er 
f or m a n d will b e p ass w or d-pr ot e ct e d or s e c ur e d i n a l o c k e d r o o m t o e ns ur e t h at o nl y  
a ut h ori z e d st u d y  st aff h a v e a c c ess. T h e st u d y sit e will i m pl e m e nt a p pr o pri at e t e c h ni c al a n d 
or g a ni z ati o n al m e as ur es t o e ns ur e t h at t h e p ers o n al d at a c a n b e r e c o v er e d i n t h e e v e nt of 
dis ast er. I n t h e e v e nt of a p ot e nti al p ers o n al d at a br e a c h, t h e st u d y sit e will b e r es p o nsi bl e f or 
d et er mi ni n g w h et h er a p ers o n al d at a br e a c h h as i n f a ct o c c urr e d a n d, if s o, pr o vi di n g br e a c h 
n otifi c ati o ns as r e q uir e d b y  l a w.

T o pr ot e ct t h e ri g hts a n d fr e e d o ms of p arti ci p a nts wit h r e g ar d t o t h e pr o c essi n g of p ers o n al 
d at a, p arti ci p a nts will b e assi g n e d a si n gl e, p arti ci p a nt -s p e cifi c n u m eri c al c o d e. A n y 
p arti ci p a nt r e c or ds or d at a s ets t h at ar e tr a nsf err e d t o t h e s p o ns or will c o nt ai n t h e n u m eri c al 
c o d e; p arti ci p a nt n a m es will n ot b e tr a nsf err e d. All ot h er i d e ntifi a bl e d at a t r a nsf err e d t o t h e 
s p o ns or will b e i d e ntifi e d b y  t his si n gl e, p arti ci p a nt-s p e cifi c c o d e. T h e st u d y sit e will 
m ai nt ai n a c o nfi d e nti al list of p arti ci p a nts w h o p arti ci p at e d i n t h e st u d y , li n ki n g e a c h 
p arti ci p a nt’s n u m eri c al c o d e t o t h eir a ct u al i d e ntit y  a n d me di c al r e c or d I D. I n c as e of d at a 
tr a nsf er, t h e s p o ns or will pr ot e ct t h e c o nfi d e nti alit y of p arti ci p a nts’ p ers o n al d at a c o nsist e nt 
wit h t h e cli ni c al st u d y a gr e e m e nt a n d a p pli c a bl e pri v a c y  l a ws.

I nf or m ati o n t e c h n ol o g y s yst e ms us e d t o c oll e ct, pr o c ess, a n d s t or e st u dy- r el at e d d at a ar e 
s e c ur e d b y t e c h ni c al a n d or g a ni z ati o n al s e c urit y m e as ur es d esi g n e d t o pr ot e ct s u c h d at a 
a g ai nst a c ci d e nt al or u nl a wf ul l oss, alt er ati o n, or u n a ut h ori z e d dis cl os ur e or a c c ess. 

T h e s p o ns or m ai nt ai ns S O Ps o n h o w t o r es p o n d i n t h e e v e nt of u n a ut h ori z e d a c c ess, us e, or 
dis cl os ur e of s p o ns or i nf or m ati o n or s y st e ms.

1 0. 1. 5. C o m mitt e es St r u ct u r e

T his st u d y  will n ot us e a n E-D M C.
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1 0. 1. 6. Diss e mi n ati o n of Cli ni c al St u d y D at a

Pfi z er f ulfills its c o m mit m e nt t o p u bli cl y  dis cl os e cli ni c al st u d y r es ults t hr o u g h p osti n g t h e 
r es ults of st u di es o n w w w. cli ni c altri als. g o v ( Cli ni c al Tri als. g o v), t h e E u dr a C T/ C TIS, a n d/ or 
w w w. pfi z er. c o m, a n d ot h er p u bli c r e gistri es a n d w e bsit es i n a c c or d a n c e wit h a p pli c a bl e l o c al 
l a ws/r e g ul ati o ns. I n a d diti o n, Pfi z er r e p orts st u d y r es ults o utsi d e of t h e r e q uir e m e nts of l o c al 
l a ws/r e g ul ati o ns p urs u a nt t o its S O Ps.

I n all c as es, st u dy r es ults ar e r e p ort e d b y Pfi z er i n a n o bj e cti v e, a c c ur at e, b al a n c e d, a n d 
c o m pl et e m a n n er a n d ar e r e p ort e d r e g ar dl ess of t h e o ut c o m e of t h e st u d y or t h e c o u ntr y  i n 
w hi c h t h e st u d y  w as c o n d u ct e d.

w w w. cli ni c altri als. g o v

Pfi z er p osts cli ni c al tri al r es ults o n w w w. cli ni c altri als. g o v f or Pfi z er -s p o ns or e d i nt er v e nti o n al 
st u di es ( c o n d u ct e d i n p ati e nts) t h at e v al u at e t h e s af et y  a n d/ or effi c a c y of a pr o d u ct, 
r e g ar dl ess of t h e g e o gr a p hi c al l o c ati o n i n w hi c h t h e st u d y is c o n d u ct e d. T h es e r es ults ar e 
s u b mitt e d f or p osti n g i n a c c or d a n c e wit h t h e f or m at a n d ti m eli n es s et f ort h b y  U S l a w.

E u dr a C T/ C TI S

Pfi z er p osts cli ni c al tri al r es ults o n E u dr a C T/ C TI S f or Pfi z er -s p o ns or e d i nt er v e nti o n al st u di es 
i n a c c or d a n c e wit h t h e f or m at a n d ti m eli n es s et f ort h b y E U r e q uir e m e nts. 

w w w. pfi z er. c o m

Pfi z er p osts C S R s y n o ps es a n d pl ai n -l a n g u a g e st u d y r es ults s u m m ari es o n w w w. pfi z er. c o m 
f or Pfi z er-s p o ns or e d i nt er v e nti o n al st u di es at t h e s a m e ti m e t h e c orr es p o n di n g st u d y  r es ults 
ar e p ost e d t o w w w. cli ni c altri als. g o v. C S R s y n o ps es will h a v e p ers o n all y  i d e ntifi a bl e 
i nf or m ati o n a n o ny m i z e d.

D o c u m e nts wit hi n m ar k eti n g a p pli c ati o ns 

Pfi z er c o m pli es wit h a p pli c a bl e l o c al l a ws/r e g ul ati o ns t o p u blis h c li ni c al d o c u m e nts i n cl u d e d 
i n m ar k eti n g a p pli c ati o ns. Cli ni c al d o c u m e nts i n cl u d e s u m m ar y d o c u m e nts a n d C S Rs 
i n cl u di n g t h e pr ot o c ol a n d pr ot o c ol a m e n d m e nts, s a m pl e C R Fs, a n d S A Ps. Cli ni c al 
d o c u m e nts will h a v e p ers o n all y  i d e ntifi a bl e i nf or m ati o n a n o n ymi z e d.

D at a s h ari n g

Pfi z er pr o vi d es r es e ar c h ers s e c ur e a c c ess t o p arti ci p a nt-l e v el d at a or f ull C S Rs f or t h e 
p ur p os es of “ b o n a -fi d e s ci e ntifi c r es e ar c h ” t h at c o ntri b ut es t o t h e s ci e ntifi c u n d erst a n di n g of 
t h e dis e as e, t ar g et, or c o m p o u n d cl ass. Pfi z er will m a k e dat a fr o m t h es e tri als a v ail a bl e 
1 8 m o nt hs aft er st u d y  c o m pl eti o n. P arti ci p a nt-l e v el d at a will b e a n o ny m i z e d i n a c c or d a n c e 
wit h a p pli c a bl e pri v a c y  l a ws a n d r e g ul ati o ns. C S Rs will h a v e p ers o n ally i d e ntifi a bl e 
i nf or m ati o n a n o ny m i z e d.
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D at a r e q u ests ar e c o nsi d e r e d fr o m q u alifi e d r es e ar c h ers wit h t h e a p pr o pri at e c o m p et e n ci es t o 
p erf or m t h e pr o p os e d a n al ys es. R es e ar c h t e a ms m ust i n cl u d e a bi ost atisti ci a n. D at a will n ot 
b e pr o vi d e d t o a p pli c a nts wit h si g nifi c a nt c o nfli cts of i nt er est, i n cl u di n g i n di vi d u als 
r e q u estin g a c c ess f or c o m m er ci al/ c o m p etiti v e or l e g al p ur p os es.

1 0. 1. 7. D at a Q u alit y Ass u r a n c e

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

G ui d a n c e o n c o m pl eti o n of C R Fs will b e pr o vi d e d i n t h e C R F C o m pl eti o n R e q uir e m e nts 
d o c u m e nt.

T h e i n v esti g at or m ust e ns ur e t h at t h e C R Fs ar e s e c ur ely st or e d at t h e st u d y sit e i n e n cr y pt e d 
el e ctr o ni c a n d/ or p a p er f or m a n d ar e p ass w or d - pr ot e ct e d or s e c ur e d i n a l o c k e d r o o m t o 
pr e v e nt a c c ess b y u n a ut h ori z e d t hir d p arti es.

Q T L s ar e pr e d efi n e d p ar a m et ers t h at ar e m o nit or e d d uri n g t h e st u d y. I m p ort a nt d e vi ati o ns 
fr o m t h e Q T Ls a n d a ny r e m e di al a cti o ns t a k e n will b e s u m m ari z e d i n t h e C S R.

T h e i n v esti g at or m ust p er mit st u d y -r el at e d m o nit ori n g, a u dits, I R B/ E C r e vi e w, a n d 
r e g ul at or y a g e n c y i ns p e cti o ns a n d pr o vi d e dir e ct a c c ess t o s o ur c e re c or ds a n d d o c u m e nts. 
T his v erifi c ati o n m a y  als o o c c ur aft er st u d y c o m pl eti o n. It is i m p ort a nt t h at t h e 
i n v esti g at or(s) a n d t h eir r el e v a nt p ers o n n el ar e a v ail a bl e d uri n g t h e m o nit ori n g visits a n d 
p ossi bl e a u dits or i ns p e cti o ns a n d t h at s uffi ci e nt ti m e is d e v ot e d t o t h e pr o c ess.

M o nit ori n g d et ails d es cri bi n g str at e g y , i n cl u di n g d efi niti o n of st u d y-criti c al d at a it e ms a n d 
pr o c ess es ( e g, ris k -b as e d i niti ati v es i n o p er ati o ns a n d q u alit y , s u c h as ris k m a n a g e m e nt a n d 
miti g ati o n str at e gi es a n d a n al yt i c al ris k-b as e d m o nit ori n g), m et h o ds, r es p o nsi biliti es, a n d 
r e q uir e m e nts, i n cl u di n g h a n dli n g of n o n c o m pli a n c e iss u es a n d m o nit ori n g t e c h ni q u es 
( c e ntr al, virt u al, or o n-sit e m o nit ori n g), ar e pr o vi d e d i n t h e D at a M a n a g e m e nt Pl a n a n d 
m o nit ori n g pl a n m ai nt ai n e d a n d utili z e d b y  t h e s p o ns or or d esi g n e e.

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

R e c or ds a n d d o c u m e nts, i n cl u di n g si g n e d I C Ds, p ert ai ni n g t o t h e c o n d u ct of t his st u d y  m ust 
b e r et ai n e d b y t h e i n v esti g at or f or 1 5 y e ars aft er st u d y  c o m pl eti o n u nl ess l o c al r e g ul ati o ns or 
i nstit uti o n al p oli ci es r e q uir e a l o n g er r et e nti o n p eri o d. N o r e c or ds m a y b e d estr o ye d d uri n g 
t h e r et e nti o n p eri o d wit h o ut t h e writt e n a p pr o v al of t h e s p o ns or. N o r e c or ds m a y b e 
tr a nsf err e d t o a n ot h er l o c ati o n or p art y wit h o ut writt e n n otifi c ati o n t o t h e s p o ns or. T h e 
i n v esti g at or m ust e ns ur e t h at t h e r e c or ds c o nti n u e t o b e st or e d s e c ur ely f or as l o n g as t h e y ar e 
m ai nt ai n e d.
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W h e n p arti ci p a nt d at a ar e t o b e d el et e d, t h e i n v esti g at or will e ns ur e t h at all c o pi es of s u c h 
d at a ar e pr o m ptl y  a n d irr e v o c a bly d el et e d fr o m all s yst e ms.

T h e i n v esti g at or(s) will n otif y t h e s p o ns or or its a g e nts i m m e di at el y  of a n y r e g ul at or y 
i ns p e cti o n n otifi c ati o n i n r el ati o n t o t h e st u d y. F urt h er m or e, t h e i n v esti g at or will c o o p er at e 
wit h t h e s p o ns or or its a g e nts t o pr e p ar e t h e i n v esti g at or sit e f or t h e i ns p e cti o n a n d will all o w 
t h e s p o ns or or its a g e nt, w h e n e v er f e asi bl e, t o b e pr es e nt d uri n g t h e i ns p e cti o n. T h e 
i n v esti g at or sit e a n d i n v esti g at or will pr o m ptl y r es ol v e a ny dis cr e p a n ci es t h at ar e i d e ntifi e d 
b et w e e n t h e st u d y d at a a n d t h e p arti ci p a nt’s m e di c al r e c or ds. T h e i n v esti g at or will pr o m ptl y  
pr o vi d e c o pi es of t h e i ns p e cti o n fi n di n gs t o t h e s p o ns or or its a g e nt. B ef or e r es p o ns e 
s u b missi o n t o t h e r e g ul at or y  aut h oriti es, t h e i n v esti g at or will pr o vi d e t h e s p o ns or or its 
a g e nts wit h a n o p p ort u nit y t o r e vi e w a n d c o m m e nt o n r es p o ns es t o a n y s u c h fi n di n gs.

1 0. 1. 8. S o u r c e D o c u m e nts

S o ur c e d o c u m e nts pr o vi d e e vi d e n c e f or t h e e xist e n c e of t h e p arti ci p a nt a n d s u bst a nti at e t h e 
i nt e grity of t h e d at a c oll e ct e d. S o ur c e d o c u m e nts ar e fil e d at t h e i n v esti g at or sit e.

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

D efi niti o n of w h at c o nstit ut es s o ur c e d at a a n d its ori gi n c a n b e f o u n d i n t h e S o ur c e 
D o c u m e nt L o c at or, w hi c h is m ai nt ai n e d b y t h e s p o ns or .

D es cri pti o n of t h e us e of t h e c o m p ut eri z e d s yst e m is d o c u m e nt e d i n t h e D at a M a n a g e m e nt 
Pl a n, w hi c h is m ai nt ai n e d b y  t h e s p o ns or.

T h e i n v esti g at or m ust m ai nt ai n a c c ur at e d o c u m e nt ati o n (s o ur c e d at a) t h at s u p p orts t h e 
i nf or m atio n e nt er e d i n t h e C R F.

T h e s p o ns or or d esi g n e e will p erf or m m o nit ori n g t o c o nfir m t h at d at a e nt er e d i nt o t h e C R F 
b y  a ut h ori z e d sit e p ers o n n el ar e a c c ur at e, c o m pl et e, a n d v erifi a bl e fr o m s o ur c e d o c u m e nts; 
t h at t h e s af ety a n d ri g hts of p arti ci p a nts ar e b ei n g pr ot e ct e d; a n d t h at t h e st u d y  is b ei n g 
c o n d u ct e d i n a c c or d a n c e wit h t h e c urr e ntl y a p pr o v e d pr ot o c ol a n d a n y ot h er st u d y  
a gr e e m e nts, t h e I C H G C P g ui d eli n es, a n d all a p pli c a bl e r e g ul at or y  r e q uir e m e nts.

1 0. 1. 9. Us e of M e di c al R e c o r ds

I n c ert ai n sit u ati o ns, s p o ns or re vi e w of r e d a ct e d c o pi es of p arti ci p a nt m e di c al r e c or ds m a y  b e 
p erf or m e d ( e. g., p ot e nti al r e vi e w of r a di o gr a p hi c i m a g es b y  a n i n d e p e n d e nt t hir d p art y 
i m a gi n g l a b or at or y), w h er e et hi c all y a n d s ci e ntifi c all y j ustifi e d a n d p er mitt e d b y l o c al 
r e g ul ati o ns, t o ens ur e p arti ci p a nt s af et y. 
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D u e t o t h e p ot e nti al f or a p arti ci p a nt t o b e r e -i d e ntifi e d fr o m t h eir m e di c al r e c or ds, t h e 
f oll o wi n g a cti o ns m ust b e t a k e n w h e n m e di c al r e c or ds ar e s e nt t o t h e s p o ns or or s p o ns or 
d esi g n e e:

 T h e i n v esti g at or or sit e st aff m ust r e d a ct p ers o n al i nf or m ati o n fr o m t h e m e di c al 
r e c or d. T h e p ers o n al i nf or m ati o n i n cl u d es, b ut is n ot li mit e d t o, t h e f oll o wi n g: 
p arti ci p a nt n a m es or i niti als, p arti ci p a nt d at es ( e g, birt h d at e, d at e of h os pit al 
a d missi o n/ dis c h ar g e, d at e of d e at h), p arti ci p a nt i d e ntifi c ati o n n u m b ers ( e g, S o ci al 
S e c urit y  n u m b er, h e alt h i ns ur a n c e n u m b er, m e di c al r e c or d n u m b er, 
h os pit al/i nstit uti o n i d e ntifi er), p arti ci p a nt l o c ati o n i nf or m ati o n ( e g, str e et a d dr ess, 
cit y , c o u ntr y, p ost al c o d e, IP a d dr ess), p arti ci p a nt c o nt a ct i nf or m ati o n ( e g, 
t el e p h o n e/f a x n u m b er, e m ail a d dr ess).

 E a c h m e di c al r e c or d m ust b e tr a ns mitt e d t o t h e s p o ns or or s p o ns or d esi g n e e usi n g 
s yst e ms wit h t e c h ni c al a n d or g a ni z ati o n al s e c urit y  m e as ur es t o e ns ur e t h e pr ot e cti o n 
of p ers o n al d at a ( e g, Fl or e n c e is t h e pr ef er r e d sys t e m if a v ail a bl e). 

 T h er e m a y  b e u n pl a n n e d sit u ati o ns w h er e t h e s p o ns or m a y r e q u est m e di c al r e c or ds 
( e g, s h ari n g m e di c al r e c or ds s o t h at t h e s p o ns or c a n pr o vi d e st u d y-r el at e d a d vi c e t o 
t h e i n v esti g at or). T h e m e di c al r e c or ds s h o ul d b e s u b mitt e d a c c ordi n g t o t h e pr o c e d ur e 
d es cri b e d a b o v e.

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

T h e st u d y  st art d at e is t h e d at e of t h e first p arti ci p a nt’s first visit.

T h e s p o ns or d esi g n e e r es er v es t h e ri g ht t o cl os e t h e st u d y  sit e or t er mi n at e t h e st u d y at a n y 
ti m e f or a ny r e as o n at t h e s ol e dis cr eti o n of t h e s p o ns or, i n cl u di n g ( b ut n ot li mit e d t o) 
r e g ul at or y a ut h ority d e cisi o n, c h a n g e i n o pi ni o n of t h e I R B/ E C, or c h a n g e i n b e n efit -ris k 
ass ess m e nt. St u d y  sit es will b e cl os e d u p o n st u d y c o m pl eti o n. A st u d y sit e is c o nsi d er e d 
cl os e d w h e n all r e q uir e d d o c u m e nts a n d st u d y  s u p pli es h a v e b e e n c oll e ct e d a n d a st u d y-sit e 
cl os ur e visit h as b e e n p erf or m e d.

T h e i n v esti g at or m a y  i niti at e st u d y-sit e cl os ur e at a n y ti m e u p o n n otifi c ati o n t o t h e s p o ns or 
or d esi g n e e/ C R O if r e q u est e d t o d o s o b y  t h e r es p o nsi bl e IR B/ E C or if s u c h t er mi n ati o n is 
r e q uir e d t o pr ot e ct t h e h e alt h of st u d y p arti ci p a nts.

R e as o ns f or t h e e arl y cl os ur e of a st u d y sit e b y t h e s p o ns or m a y i n cl u d e b ut ar e n ot li mit e d 
t o:

 F ail ur e of t h e i n v esti g at or t o c o m pl y  wit h t h e pr ot o c ol, t h e r e q uir e m e nts of t h e 
I RB/ E C or l o c al h e alt h a ut h oriti es, t h e s p o ns or’s pr o c e d ur es, or t h e I CH G C P 
g ui d eli n es;

 I na d e q u at e r e cr uit m e nt of p arti ci p a nts b y  t h e i n v esti g at or;

 Dis c o nti n u ati o n of f urt h er st u d y  i nt er v e nti o n d e v el o p m e nt.
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If t h e st u dy is pr e m at u r el y t er mi n at e d or s us p e n d e d, t h e s p o ns or s h all pr o m ptl y i nf or m t h e 
i n v esti g at ors, t h e E Cs/I R Bs, t h e r e g ul at or y a ut h oriti es, a n d a n y C R O(s) us e d i n t h e st u d y of 
t h e r e as o n f or t er mi n ati o n or s us p e nsi o n, as s p e cifi e d b y t h e a p pli c a bl e r e g ul at or y 
r e q uir e m e nts. T h e i n v esti g at or s h all pr o m ptl y i nf or m t h e p arti ci p a nt a n d s h o ul d ass ur e 
a p pr o pri at e p arti ci p a nt t h er a p y a n d/ or f oll o w - u p.

If t h e s p o ns or d e ci d es t o t er mi n at e t h e st u d y f or a r e as o n u nr el at e d t o t h e s af et y of st u d y 
i nt er v e nti o n(s), p arti ci p a nts m a y c o nti n u e t o r e c ei v e st u d y i nt er v e nti o n(s) p er t h e 
i n v esti g at or’s j u d g m e nt a n d pr ot o c ol-s p e cifi e d s af et y ass ess m e nts will c o nti n u e t o b e 
p erf or m e d f or t h es e p arti ci p a nts u ntil t h e e n d of t h e st u d y  as d efi n e d i n S e cti o n 4. 4 . A n y 
n o n -s af et y- r el at e d st u dy pr o c e d ur es a n d ass ess m e nts m a y  b e st o p p e d u p o n writt e n 
n otifi c ati o n fr o m t h e s p o ns or.

St u d y  t er mi n ati o n is als o pr o vi d e d f or i n t h e cli ni c al st u d y a gr e e m e nt. If t h er e is a n y c o nfli ct 
b et w e e n t h e c o ntr a ct a n d t his pr ot o c ol, t h e c o ntr a ct will c o ntr ol as t o t er mi n ati o n ri g hts.

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

F or m ulti c e nt er tri als, t h e pri m ar y  p u bli c ati o n will b e a j oi nt p u bli c ati o n d e v el o p e d by t h e 
i n v esti g at or a n d Pfi z er r e p orti n g t h e pri m ar y e n d p oi nt(s) of t h e st u d y c o v eri n g all st u d y sit es.
T h e i n v esti g at or a gr e es t o r ef er t o t h e pri m ar y  p u bli c ati o n i n a n y s u bs e q u e nt p u bli c ati o ns. 
Pfi z er will n ot pr o vi d e a n y fi n a n ci al c o m p e ns ati o n f or t h e i n v esti g at or’s p arti ci p ati o n i n t h e 
pr e p ar ati o n of t h e pri m ar y c o n gr ess a bstr a ct, p ost er, pr es e nt ati o n, or pri m ar y  m a n us cri pt f or 
t h e st u d y. 

I n v esti g at ors ar e fr e e t o p u blis h i n di vi d u al c e nt er r es ults t h at t h e y d e e m t o b e cli ni c all y 
m e a ni n gf ul aft er p u bli c ati o n of t h e o v er all r es ults of t h e st u d y  or 1 2 m o nt hs aft er pri m ar y 
c o m pl eti o n d at e or st u d y c o m pl eti o n at all sit es, w hi c h e v er o c c urs first, s u bj e ct t o t h e ot h er 
r e q uir e m e nts d es cri b e d i n t his s e cti o n.

T h e i n v esti g at or will pr o vi d e Pfi z er a n o p p ort u nit y  t o r e vi e w a n y pr o p os e d p u bli c ati o n or 
a n y  ot h er ty p e of dis cl os ur e of t h e st u d y r es ults ( c oll e cti v el y, “ p u bli c ati o n ”) b ef or e it is 
s u b mitt e d or ot h er wis e dis cl os e d a n d will s u b mit all p u bli c ati o ns t o Pfi z er 3 0 d a y s b ef or e 
s u b missi o n. If a n y p at e nt a cti o n is r e q uir e d t o pr ot e ct i nt ell e ct u al pr o p ert y ri g hts, t h e 
i n v esti g at or a gr e es t o d el a y t h e dis cl os ur e f or a p eri o d n ot t o e x c e e d a n a d diti o n al 6 0 d a y s 
u p o n r e q u est fr o m Pfi z er. T his all o ws Pfi z er t o pr ot e ct pr o pri et ar y  i nf or m ati o n a n d t o pr o vi d e 
c o m m e nts, a n d t h e i n v esti g at or will, o n r e q u est, r e m o v e a n y pr e vi o usl y u n dis cl os e d 
c o nfi d e nti al i nf or m ati o n b ef or e dis cl os ur e, e x c e pt f or a n y  st u d y-i nt er v e nti o n or Pfi z er-r el at e d 
i nf or m ati o n n e c ess ar y f or t h e a p pr o pri at e s ci e ntifi c pr es e nt ati o n or u n d erst a n di n g of t h e 
st u d y r es ults. F or j oi nt p u bli c ati o ns, s h o ul d t h er e b e dis a gr e e m e nt r e g ar di n g i nt er pr et ati o n 
a n d/ or pr es e nt ati o n of s p e cifi c a n al ys is r es ults, r es ol uti o n of, a n d r es p o nsi bilit y f or, s u c h 
dis a gr e e m e nts will b e t h e c oll e cti v e r es p o nsi bilit y  of all a ut h ors of t h e p u bli c ati o n.

F or all p u bli c ati o ns r el ati n g t o t h e st u d y, t h e i n v esti g at or a n d 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 t h os e 
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. T h e i n v esti g at or will 
dis cl os e a n y r el ati o ns hi p wit h Pfi z er a n d a n y r el e v a nt p ot e nti al c o nfli ct s of i nt er est, i n cl u di n g 
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a n y  fi n a n ci al or p ers o n al r el ati o ns hi p wit h Pfi z er, i n a n y p u bli c ati o ns. W h e n a p pli a bl e, 
e dit ori al or t e c h ni c al s u p p ort pr o vi d e d b y a t hir d p art y a n d p ai d f or b y Pfi z er, or pr o vi d e d b y 
a Pfi z er e m pl o y e e, m a y  b e a r e p ort a bl e tr a nsf er of v al u e u n d er t h e S u ns hi n e A ct f or U S
li c e ns e d p hys i ci a ns or ot h er h e alt h c ar e pr of essi o n als. All a ut h ors will h a v e a c c ess t o t h e 
r el e v a nt st atisti c al t a bl es, fi g ur es, a n d r e p orts (i n t h eir ori gi n al f or m at) r e q uir e d t o d e v el o p 
t h e p u bli c ati o n. T h e r es ults of t his st u d y m a y b e p u blis h e d or pr es e nt e d at s ci e ntifi c m e eti n gs 
b y  t h e i n v esti g at or aft er p u bli c ati o n of t h e o v er all st u d y r es ults or 1 y e ar aft er t h e e n d of t h e 
st u d y ( or st u dy t er mi n ati o n), w hi c h e v er c o m es first. 

1 0. 1. 1 2. S p o ns o r’s M e di c all y Q u alifi e d I n di v i d u al

T h e s p o ns or will d esi g n at e a m e di c all y q u alifi e d i n di vi d u al ( M QI, als o k n o w n as t h e m e di c al 
m o nit or) t o a d vis e t h e i n v esti g at or o n st u d y- r el at e d m e di c al q u esti o ns. T h e c o nt a ct 
i nf or m ati o n f or t h e st u d y m e di c al m o nit or is d o c u m e nt e d i n t h e St u d y  T e a m C o nt a ct L ist 
l o c at e d i n t h e I n v esti g at or Sit e Fil e.

P arti ci p a nts ar e pr o vi d e d wit h a Pfi z er st u d y  i nf or m ati o n c ar d at t h e ti m e of i nf or m e d 
c o ns e nt, w hi c h i n cl u d es c o nt a ct i nf or m ati o n f or t h eir i n v esti g at or i n c as e of st u d y -r el at e d 
m e di c al q u esti o ns . T h e stu d y  i nf or m ati o n c ar d c o nt ai ns, at a mi ni m u m, ( a) st u d y n u m b er, ( b) 
p arti ci p a nt’s st u d y i d e ntifi c ati o n n u m b er, a n d ( c) pri n ci p al i n v esti g at or c o nt a ct i nf or m ati o n.
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1 0. 2. A p p e n di x 2: Cli ni c al L a b o r at o r y Ass ess m e nts

T h e f oll o wi n g s af et y l a b or at or y  t ests will b e p erf or m e d at ti m es d efi n e d i n t h e S o A s e cti o n of 
t his pr ot o c ol. A d diti o n al l a b or at or y r es ults m a y b e r e p ort e d o n t h es e s a m pl es as a r es ult of 
t h e m et h o d of a n alys is or t h e t yp e of a n al y z er us e d b y  t h e cli ni c al l a b or at or y, or as d eri v e d 
fr o m c al c ul at e d v al u es. T h es e a d diti o n al t ests w o ul d n ot r e q uir e a d diti o n al c oll e cti o n of 
bl o o d. U ns c h e d ul e d cli ni c al l a b or at or y  m e as ur e m e nts m a y b e o bt ai n e d at a n y ti m e d uri n g t h e 
st u d y t o ass ess a ny p er c ei v e d s af et y iss u es.

T a bl e 1 3 . St u d y -S p e cifi c Cli ni c al L a b o r at o r y Ass ess m e nts

T est N ot e s
H e m at ol o g y
H e m o gl o bi n
Pl at el ets
W B C
A bs ol ut e N e utr o p hils R es ults will b e r e p ort e d as a bs ol ut e v al u es aft er 

c o n v ersi o n a n d gr a d e d a c c or di n g t o C T C A E v 5. 0 
crit eri a. 

A bs ol ut e L y m p h o c yt es
A bs ol ut e M o n o c yt es
A bs ol ut e E osi n o p hils
A bs ol ut e B a s o p hil s

 R eti c ul o c yt es  At C 1 (t o b e e nt er e d i n t h e C R F f or a n e mi a ≥ Gr a d e 
2 at b as eli n e).

 As cli ni c all y i n di c at e d ( w h e n ≥ Gr a d e 2 a n e mi a).

C h e mist r y

A L T
A S T

A L P
S o di u m
P ot assi u m

M a g n esi u m
C hl ori d e
T ot al C al ci u m

T ot al Bilir u bi n * * * * * * F or H y’s l a w p ot e nti al c as es, i n a d diti o n t o r e p e ati n g 
A S T a n d A L T, l a b or at or y t ests i n cl u d e al b u mi n, 
cr e ati n e ki n as e, t ot al bilir u bi n, dir e ct a n d i n dir e ct 
bilir u bi n, g a m m a -gl ut a m yl tr a nsf er as e, P T/I N R, a n d 
al k ali n e p h os p h at as e

Ur e a   
Cr e ati ni n e

Uri c A ci d   
Gl u c os e ( n o n -f ast e d)
Al b u mi n
P h os p h or us or P h os p h at e
L D H S cr e e ni n g, C 1 visits a n d as cli ni c all y i n di c at e d. 
C o a g ul ati o n

P T or I N R
P T T or a P T T
U ri n al ysis ( di psti c k is a c c e pt a bl e)
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T a bl e 1 3 . St u d y -S p e cifi c Cli ni c al L a b o r at o r y Ass ess m e nts

T est N ot e s
Uri n e di psti c k f or uri n e pr ot ei n, bl o o d, 
l e u k o c yt es. If p ositi v e, c oll e ct a mi cr os c o pi c 
(r efl e x t esti n g).
I m m u n o gl o b uli n

I g G, I g M, I g A

H e p atitis p a n el f o r s c r e e ni n g 
H B V t ests ( H Bs A g, H B c A b, H Bs A b), a n d H C V 
A b 

T o b e p erf or m e d at S cr e e ni n g a n d as cli ni c all y i n di c at e d 
p er PI ass ess m e nt t hr o u g h o ut st u d y p eri o d. I n t h e c as e 
of a p p ar e nt o n g oi n g H B V or H C V i nf e cti o n, r efl e x 
s er u m D N A or R N A vir al l o a d t esti n g, r es p e cti v el y, will 
b e p erf or m e d if r e q uir e d b y l o c al r e g ul ati o n. P arti ci p a nts 
pr e vi o usl y i nf e ct e d wit h H B V b ut wit h o ut a cti v e 
i nf e cti o n s h o ul d b e m o nit or e d f or si g ns a n d s y m pt o ms 
of H B V r e a cti v ati o n w hil e r e c ei vi n g l e n ali d o mi d e. F or 
p arti ci p a nts wit h a cti v e H B V at a n y ti m e d uri n g t h e 
st u d y, a d mi nistr ati o n of st u d y i nt er v e nti o ns s h o ul d b e 
i nt err u pt e d a n d st arti n g H B V tr e at m e nt s h o ul d b e 
c o nsi d er e d i n p ar all el wit h c o ns ult ati o n wit h a 
h e p at ol o gist. S e e als o R E V LI MI D S m P C a n d 
S e cti o n 1 0. 1 0. 2 r e q uir e m e nts i n J a p a n.

HI V at s c r e e ni n g 
C D 4 c o u nt a n d HI V vir al l o a d  F or p arti ci p a nts wit h hist or y of HI V 

 C D 4 a n d HI V vir al l o a d r es ults ar e t o b e 
d o c u m e nt e d i n s o ur c e d o c u m e nts ( ar e n ot
r e q uir e d i n t h e C R F).

P r e g n a n c y T est

F or f e m al e p arti ci p a nts of c hil d b e ari n g p ot e nti al, 
o n s er u m or uri n e 

T est s e nsiti vit y m ust b e at l e ast 2 5 mI U/ m L.

F S H S cr e e ni n g o nl y; f or c o nfir m ati o n of p ost m e n o p a us al 
st at us.

T h e i n v esti g at or m ust r e vi e w t h e l a b or at or y r e p ort, d o c u m e nt t his r e vi e w, a n d r e c or d a n y 
cli ni c all y  r el e v a nt c h a n g es o c c urri n g d uri n g t h e st u d y i n t h e A E s e cti o n of t h e C R F.
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1 0. 3. A p p e n di x 3: A d v e rs e E v e nts: D efi niti o ns a n d P r o c e d u r es f o r R e c o r di n g, 
E v al u ati n g, F oll o w -U p, a n d R e p o rt i n g

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

A E D efi niti o n

 A n A E is a n y u nt o w ar d m e di c al o c c urr e n c e i n a p ati e nt or cli ni c al st u d y 
p arti ci p a nt, t e m p or all y ass o ci at e d wit h t h e us e of st u d y i nt er v e nti o n, w h et h er or 
n ot c o nsi d er e d r el at e d t o t h e st u d y  i nt er v e nti o n.

 N ot e: A n A E c a n t h er ef or e b e a ny u nf a v or a bl e a n d u ni nt e n d e d si g n (i n cl u di n g a n 
a b n or m al l a b or at or y  fi n di n g), sy m pt o m, or dis e as e ( n e w or e x a c er b at e d) 
t e m p or all y ass o ci at e d wit h t h e us e of st u d y i nt er v e nti o n.

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

 A n y  a b n or m al l a b or at or y t est r es ults ( h e m at ol o g y, cli ni c al c h e mistr y, or 
uri n al y sis) or ot h er s af et y ass ess m e nts ( e g, E C G, r a di ol o gi c al s c a ns, vit al si g n 
m e as ur e m e nts), i n cl u di n g t h os e t h at w ors e n fr o m b as eli n e, c o nsi d er e d cli ni c all y  
si g nifi c a nt i n t h e m e di c al a n d s ci e ntifi c j u d g m e nt of t h e i n v esti g at or. A n y 
a b n or m al l a b or at or y  t est r es ults t h at m e et a n y of t h e c o n diti o ns b el o w m ust b e 
r e c or d e d as a n A E:

o Is ass o ci at e d wit h a c c o m p a n yi n g sy m pt o ms;

o R e q uir es a d diti o n al di a g n osti c t esti n g or m e di c al/s ur gi c al i nt er v e nti o n;

o L e a ds t o a c h a n g e i n st u d y d osi n g ( o utsi d e of a n y pr ot o c ol-s p e cifi e d d os e 
a dj ust m e nts) or dis c o nti n u ati o n fr o m t h e st u d y , si g nifi c a nt a d diti o n al 
c o n c o mit a nt dr u g tr e at m e nt, or ot h er t h er a p y.

 E x a c er b ati o n of a c hr o ni c or i nt er mitt e nt pr e e xisti n g c o n diti o n, i n cl u di n g a n 
i n cre as e i n eit h er fr e q u e n c y  a n d/ or i nt e nsit y of t h e c o n diti o n.

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

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

 Si g ns, s y m pt o ms, or t h e cli ni c al s e q u el a e of a s us p e ct e d o v er d os e of eit h er st u d y  
i nt er v e nti o n or a c o n c o mit a nt m e di c ati o n. O v er d os e p er s e will n ot b e r e p ort e d as 
a n A E or S A E u nl ess it is a n i nt e nti o n al o v er d os e t a k e n wit h p o ssi bl e 
s ui ci d al/s elf- h ar mi n g i nt e nt. S u c h o v er d os es s h o ul d b e r e p ort e d r e g ar dl ess of 
s e q u el a e.
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E v e nts N O T M e eti n g t h e A E D efi niti o n

 A n y  cli ni c all y si g nifi c a nt a b n or m al l a b or at or y fi n di n gs or ot h er a b n or m al s af ety 
ass ess m e nts t h at ar e ass o ci at e d wit h t h e u n d erl yi n g dis e as e, u nl ess j u d g e d b y  t h e 
i n v esti g at or t o b e m or e s e v er e t h a n e x p e ct e d f or t h e p arti ci p a nt’s c o n diti o n.

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

 W ors e ni n g of si g ns a n d s y m pt o ms of t h e m ali g n a n c y  u n d er st u d y s h o ul d b e 
r e c or d e d as A Es i n t h e a p pr o pri at e s e cti o n of t h e C R F. Dis e as e pr o gr essi o n 
ass ess e d b y m e as ur e m e nt of m ali g n a nt l esi o ns o n r a di o gr a p hs o r ot h er m et h o ds 
s h o ul d n ot b e r e p ort e d as A Es

 M e di c al or s ur gi c al pr o c e d ur e ( e g, e n d os c o p y, a p p e n d e ct o m y): t h e c o n diti o n t h at 
l e a ds t o t h e pr o c e d ur e is t h e A E.

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

 A nti ci p at e d d a y -t o-d a y  fl u ct u ati o ns of pr e e xisti n g dis e as e(s) or c o n diti o n(s) 
pr es e nt or d et e ct e d at t h e st art of t h e st u d y  t h at d o n ot w ors e n.

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

A n S A E is d efi n e d as a n y u nt o w a r d m e di c al o c c u r r e n c e t h at, at a n y d os e, m e ets 1 o r 
m o r e of t h e c rit e ri a list e d b el o w:
a. R es ults i n d e at h

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

T h e t er m “lif e -t hr e at e ni n g ” i n t h e d efi niti o n of “s eri o us ” r ef ers t o a n e v e nt i n w hi c h 
t h e p arti ci p a nt w as at ris k of d e at h at t h e ti m e of t h e e v e nt. It d o es n ot r ef er t o a n 
e v e nt t h at h y p ot h eti c all y mi g ht h a v e c a us e d d e at h if it w er e m or e s e v er e.

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

I n g e n er al, h os pit ali z ati o n si g nifi es t h at t h e p arti ci p a nt h as b e e n d et ai n e d ( us u all y 
i n v ol vi n g at l e ast a n o v er ni g ht st a y) at t h e h os pit al or e m er g e n c y w ar d f or o bs er v ati o n 
a n d/ or tr e at m e nt t h at w o ul d n ot h a v e b e e n a p pr o pri at e i n t h e p h ys i ci a n’s offi c e or 
o ut p ati e nt s etti n g. C o m pli c ati o ns t h at o c c ur d uri n g h os pit ali z ati o n ar e A Es. If a 
c o m pli c ati o n pr ol o n gs h os pit ali z ati o n or f ulfills a n y ot h er s eri o us crit eri a, t h e e v e nt is 
s eri o us. W h e n i n d o u bt as t o w h et h er “ h os pit ali z ati o n ” o c c urr e d or w as n e c ess ar y , t h e 
A E s h o ul d b e c o nsi d er e d s eri o us.
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H os pit ali z ati o n f or el e cti v e tr e at m e nt of a pr e e xisti n g c o n diti o n t h at di d n ot w ors e n 
fr o m b as eli n e is n ot c o nsi d er e d a n A E.

d. R es ults i n p e rsist e nt o r si g nifi c a nt dis a bilit y/i n c a p a cit y

 T h e t er m dis a bilit y m e a ns a s u bst a nti al disr u pti o n of a p ers o n’s a bilit y  t o c o n d u ct 
n or m al lif e f u n cti o ns.

 T his d efi niti o n is n ot i nt e n d e d t o i n cl u d e e x p eri e n c es of r el ati v ely mi n or m e di c al 
si g nifi c a n c e, s u c h as u n c o m pli c at e d h e a d a c h e, n a us e a, v o miti n g, di arr h e a, 
i nfl u e n z a, a n d a c ci d e nt al tr a u m a ( e g, s pr ai n e d a n kl e), t h at m a y i nt erf er e wit h or 
pr e v e nt e v er y d a y  lif e f u n cti o ns but d o n ot c o nstit ut e a s u bst a nti al disr u pti o n.

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

f. Is a s us p e ct e d t r a ns missi o n vi a a Pfi z e r p r o d u ct of a n i nf e cti o us a g e nt, 
p at h o g e ni c o r n o n -p at h o g e ni c. 

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

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

 M e di c al or s ci e ntifi c j u d g m e nt s h o ul d b e e x er cis e d b y  t h e i n v esti g at or i n d e ci di n g 
w h et h er S A E r e p orti n g is a p pr o pri at e i n ot h er sit u ati o ns, s u c h as si g nifi c a nt 
m e di c al e v e nts t h at b ut m a y  j e o p ar di z e t h e p arti ci p a nt or m a y r e q uir e m e di c al or 
s ur gi c al i nt er v e nti o n t o pr e v e nt o n e of t h e ot h er o ut c o m es list e d i n t h e a b o v e 
d efi niti o n. T h es e e v e nts s h o ul d us u all y  b e c o nsi d er e d s eri o us.

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

 Pr o gr essi o n of t h e m ali g n a n c y  u n d er st u dy (i n cl u di n g si g ns a n d sy m pt o ms of 
pr o gr essi o n) s h o ul d n ot b e r e p ort e d as a n S A E u nl ess t h e o ut c o m e is f at al wit hi n 
t h e a cti v e c oll e cti o n p eri o d. H os pit ali z ati o n d u e t o si g ns a n d sy m pt o ms of dis e as e 
pr o gr essi o n s h o ul d n ot b e r e p ort e d as a n S A E. If t h e m ali g n a n c y h as a f at al 
o ut c o m e d uri n g t h e st u d y, t h e e v e nt l e a di n g t o d e at h m ust b e r e c or d e d as a n A E 
o n t h e C R F, a n d as a n S A E wit h C T C A E Gr a d e 5 (s e e t h e Ass ess m e nt of S e v erit y
s e cti o n) if it o c c urs d uri n g t h e a cti v e c oll e cti o n p eri o d.
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1 0. 3. 3. R e c o r di n g/ R e p o rti n g a n d F oll o w -U p of A Es a n d/ o r S A Es D u ri n g t h e A cti v e 
C oll e cti o n P e ri o d

A E a n d S A E R e c o r di n g/ R e p o rti n g

T h e t a bl e b el o w s u m m ari z es t h e r e q uir e m e nts f or r e c or di n g A Es o n t h e C R F a n d f or 
r e p orti n g S A Es o n t h e C T S A E R e p ort F or m t o Pfi z er S af ety t hr o u g h o ut t h e a cti v e 
c oll e cti o n p eri o d. T h es e r e q uir e m e nts ar e d eli n e at e d f or 3 t y p es of e v e nts: ( 1) S A Es; ( 2) 
n o ns e ri o us A Es; a n d ( 3) e x p os ur e t o t h e st u d y i nt er v e nti o n u n d er st u dy d uri n g 
pr e g n a n c y  or br e astf e e di n g, a n d o c c u p ati o n al e x p os ur e. 

It s h o ul d b e n ot e d t h at t h e C T S A E R e p ort F or m f or r e p orti n g of S A E i nf or m ati o n is n ot 
t h e s a m e as t h e A E p a g e of t h e C R F. W h e n t h e s a m e d at a ar e c oll e ct e d, t h e f or ms m ust 
b e c o m pl et e d i n a c o nsist e nt m a n n er. A Es s h o ul d b e r e c or d e d usi n g c o n cis e m e di c al 
t er mi n ol o g y a n d t h e s a m e A E t er m s h o ul d b e us e d o n b ot h t h e C R F a n d t h e C T S A E 
R e p ort F or m f or r e p orti n g of S A E i nf or m ati o n.

S af e t y E v e nt R e c o r d e d o n t h e C R F R e p o rt e d o n t h e C T S A E 
R e p o rt F o r m t o Pfi z e r 
S af et y Wit hi n 2 4 H o u rs 

of A w a r e n ess

S A E All All

N o ns eri o us A E All N o n e

E x p os ur e t o t h e st u d y  
i nt er v e nti o n u n d er st u dy 
d uri n g pr e g n a n c y  or 
br e astf e e di n g 

All A Es/ S A Es ass o ci at e d 
wit h E D P or E D B

N ot e: I nst a n c es of E D P or 
E D B n ot ass o ci at e d wit h a n 
A E or S A E ar e n ot c a pt ur e d 
i n t h e C R F

All i nst a n c es of E D P ar e 
r e p ort e d ( w h et h er or n ot 
t h er e is a n ass o ci at e d 
S A E) *

All i nst a n c es of E D B ar e 
r e p ort e d ( w h et h er or n ot 
t h er e is a n ass o ci at e d S A E) 
* *

E n vir o n m e nt al or 
o c c u p ati o n al e x p os ur e 
t o t h e pr o d u ct u n d er 
st u d y t o a n o n-
p arti ci p a nt ( n ot 
i n v ol vi n g E D P or E D B)

N o n e. E x p os ur e t o a st u d y 
n o n- p arti ci p a nt is n ot 
c oll e ct e d o n t h e C R F

T h e e x p os ur e ( w h et h er or 
n ot t h er e is a n ass o ci at e d 
A E or S A E) m ust b e 
r e p ort e d * * *

* E D P ( wit h or wit h o ut a n ass o ci at e d A E or S A E): a n y pr e g n a n c y i nf or m ati o n is r e p ort e d t o Pfi z er 
S af et y usi n g t h e C T S A E R e p ort F or m a n d E D P S u p pl e m e nt al F or m; if t h e E D P is ass o ci at e d w it h 
a n S A E, t h e n t h e S A E is r e p ort e d t o Pfi z er S af et y usi n g t h e C T S A E R e p ort F or m. 
* * E D B is r e p ort e d t o Pfi z er S af et y usi n g t h e C T S A E R e p ort F or m, w hi c h w o ul d als o i n cl u d e d et ails 
of a n y S A E t h at mi g ht b e ass o ci at e d w it h t h e E D B. 
* * * E n vi r o n m e nt al o r o c c u p ati o n al e x p os u r e: A E s or S A Es ass o ci at e d wit h o c c u p ati o n al e x p os ur e 
ar e r e p ort e d t o Pfi z er S af et y usi n g t h e C T S A E R e p ort F or m.
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 W h e n a n A E or S A E o c c urs, it is t h e r es p o nsi bilit y  of t h e i n v esti g at or t o r e vi e w 
all d o c u m e nt ati o n ( e g, h os pit al pr o gr ess n ot es, l a b or at or y  r e p orts, a n d di a g n osti c 
r e p orts) r el at e d t o t h e e v e nt.

 T h e i n v esti g at or will t h e n r e c or d all r el e v a nt A E or S A E i nf or m ati o n i n t h e C R F.

 It is n ot a c c e pt a bl e f or t h e i n v esti g at or t o s e n d p h ot o c o pi es of t h e p arti ci p a nt’s 
m e di c al r e c or ds t o Pfi z er S af et y  i n li e u of c o m pl eti o n of t h e C T S A E R e p ort 
F or m/ A E or S A E C R F p a g e.

 T h er e m a y  b e i nst a n c es w h e n c o pi es of m e di c al r e c or ds f or c ert ai n c as es ar e 
r e q u est e d by Pfi z er S af et y. I n t his c as e, all p arti ci p a nt i d e ntifi ers, wit h t h e 
e x c e pti o n of t h e p arti ci p a nt n u m b er, wil l b e r e d a ct e d o n t h e c o pi es of t h e m e di c al 
r e c or ds b ef or e s u b missi o n t o Pfi z er S af et y.

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

Ass ess m e nt of I nt e nsit y

T h e i n v esti g at or will m a k e a n ass ess m e nt of i nt e nsit y f or e a c h A E a n d S A E r e p ort e d 
d uri n g t h e st u d y a n d assi g n it t o 1 of t h e c at e g ori es list e d b el o w ( as d efi n e d b y t h e N CI 
C T C A E v 5. 0 s y st e m).

G R A D E Cli ni c al D es cri pti o n of I nt e nsit y
1 MI L D A E
2 M O D E R A T E A E
3 S E V E R E A E
4 LI F E -T H R E A T E NI N G; ur g e nt i nt er v e nti o n i n di c at e d
5 D E A T H R E L A T E D T O A E

Ass ess m e nt of C a us alit y

 T h e i n v esti g at or is o bli g at e d t o ass ess t h e r el ati o ns hi p b et w e e n st u d y 
i nt er v e nti o n a n d e a c h o c c urr e n c e of e a c h A E or S A E. T h e i n v esti g at or will us e 
cli ni c al j u d g m e nt t o d et er mi n e t h e r el ati o ns hi p.

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

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

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 3 3

 T h e i n v esti g at or will als o c o ns ult t h e I B a n d/ or pr o d u ct i nf or m ati o n, f or 
m ar k et e d pr o d u cts, i n t h eir ass ess m e nt.

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

 T h er e m a y  b e sit u ati o ns i n w hi c h a n S A E h as o c c urr e d a n d t h e i n v esti g at or h as 
mi ni m al i nf or m ati o n t o i n cl u d e i n t h e i niti al r e p ort t o t h e s p o ns or. H o w e v er, it is 
v e r y i m p o rt a nt t h at t h e i n v esti g at o r al w a ys m a k e a n ass ess m e nt of c a us alit y 
f o r e v e r y e v e nt b ef o r e t h e i niti al t r a ns missi o n of t h e S A E d at a t o t h e 
s p o ns o r.

 T h e i n v esti g at or m a y  c h a n g e his/ h er o pi ni o n of c a us alit y i n li g ht of f oll o w- u p 
i nf or m ati o n a n d s e n d a n S A E f oll o w-u p r e p ort wit h t h e u p d at e d c a us alit y  
ass ess m e nt.

 T h e c a us alit y  ass ess m e nt is o n e of t h e crit eri a us e d w h e n d et er mi ni n g r e g ul at or y 
r e p orti n g r e q uir e m e nts.

 If t h e i n v esti g at or d o es n ot k n o w w h et h er or n ot t h e st u d y i nt er v e nti o n c a us e d 
t h e e v e nt, t h e n t h e e v e nt will b e h a n dl e d as “r el at e d t o st u d y i nt er v e nti o n ” f or 
r e p orti n g p ur p os es, as d efi n e d b y t h e s p o ns or. I n a d diti o n, if t h e i n v esti g at or 
d et er mi n es t h at a n S A E is ass o ci at e d wit h st u d y  pr o c e d ur es, t h e i n v esti g at or 
m ust r e c or d t his c a us al r el ati o ns hi p i n t h e s o ur c e d o c u m e nts a n d C R F, a n d r e p ort 
s u c h a n ass ess m e nt i n t h e d e di c at e d s e cti o n of t h e C T S A E R e p ort F or m a n d i n 
a c c or d a n c e wit h t h e S A E r e p orti n g r e q uir e m e nts.

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

 T h e i n v esti g at or is o bli g at e d t o p erf or m or arr a n g e f or t h e c o n d u ct of 
s u p pl e m e nt al m e as ur e m e nts a n d/ or e v al u ati o ns, as m e di c all y  i n di c at e d or as 
r e q u est e d by t h e s p o ns or, t o el u ci d at e t h e n at ur e a n d/ or c a us alit y of t h e A E or 
S A E as f ull y  as p ossi bl e. T his m a y i n cl u d e a d diti on al l a b or at or y  t ests or 
i n v esti g ati o ns, hist o p at h ol o gi c al e x a mi n ati o ns, or c o ns ult ati o n wit h ot h er 
h e alt h c ar e pr o vi d ers.

 N e w or u p d at e d i nf or m ati o n will b e r e c or d e d i n t h e ori gi n all y  s u b mitt e d 
d o c u m e nts.

 T h e i n v esti g at or will s u b mit a n y  u p d at e d S A E d at a t o t h e s p o ns or wit hi n 2 4 
h o urs of r e c ei pt of t h e i nf or m ati o n.
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1 0. 3. 4. R e p o rti n g of S A Es

S A E R e p o rti n g t o Pfi z e r S af et y vi a a n El e ct r o ni c D C T

 T h e pri m ar y  m e c h a nis m f or r e p orti n g a n S A E t o Pfi z er S af et y will b e t h e 
el e ctr o ni c D C T.

 If t h e el e ctr o ni c sys t e m is u n a v ail a bl e, t h e n t h e sit e will us e t h e p a p er S A E D C T 
(s e e n e xt s e cti o n) t o r e p ort t h e e v e nt wit hi n 2 4 h o urs.

 T h e sit e will e nt er t h e S A E d at a i nt o t h e el e ctr o ni c D C T ( e g, e S A E or P S S A) or 
p a p er f or m ( as a p pli c a bl e) as s o o n as t h e d at a b e c o m e a v ail a bl e.

 Af t er t h e st u dy is c o m pl et e d at a gi v e n sit e, t h e el e ctr o ni c D C T will b e t a k e n 
off -li n e t o pr e v e nt t h e e ntr y of n e w d at a or c h a n g es t o e xisti n g d at a.

 If a sit e r e c ei v es a r e p ort of a n e w S A E fr o m a st u d y p arti ci p a nt or r e c ei v es 
u p d at e d d at a o n a pr e vi o usl y  re p ort e d S A E aft er t h e el e ctr o ni c D C T h as b e e n 
t a k e n off-li n e, t h e n t h e sit e c a n r e p ort t his i nf or m ati o n o n a p a p er S A E f or m (s e e 
n e xt s e cti o n) or t o Pfi z er S af et y  b y t el e p h o n e.

S A E R e p o rti n g t o Pfi z e r S af et y vi a t h e C T S A E R e p o rt F o r m

 F a csi mil e tr a ns missi o n of t h e C T S A E R e p ort F or m is t h e pr ef err e d m et h o d t o 
tr a ns mit t his i nf or m ati o n t o Pfi z er S af et y.

 I n cir c u mst a n c es w h e n t h e f a csi mil e is n ot w or ki n g, a n alt er n ati v e m et h o d s h o ul d 
b e us e d, e g, s e c ur e d ( Tr a ns p ort L a y er S e c urit y ) or p ass w or d-pr ot e ct e d e m ail. I f 
n o n e of t h es e m et h o ds c a n b e us e d, n otifi c ati o n b y t el e p h o n e is a c c e pt a bl e wit h a 
c o p y  of t h e C T S A E R e p ort F or m s e nt b y o v er ni g ht m ail or c o uri er s er vi c e.

 I niti al n otifi c ati o n vi a t el e p h o n e d o es n ot r e pl a c e t h e n e e d f or t h e i n v esti g at or t o 
c o m pl et e a n d si g n t h e C T S A E R e p ort F or m p a g es wit hi n t h e d esi g n at e d 
r e p orti n g ti m e fr a m es.
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1 0. 4. A p p e n di x 4: C o nt r a c e pti v e a n d B a r ri e r G ui d a n c e 

F or c o ntr a c e pti o n g ui d eli n es f or t af asit a m a b a n d l e n ali d o mi d e, r ef er t o t h e l o c al pr es cri bi n g 
i nf or m ati o n. In a d dit i o n, a n y P P P or ot h er a p pli c a bl e pr o gr a m r e q uir e d p er l o c al r e g ul ati o ns 
f or l e n ali d o mi d e m ust b e f oll o w e d; d et ails of t h e P P P f or l e n ali d o mi d e ar e i n cl u d e d i n 
S e cti o n 1 0. 4. 2 .

1 0. 4. 1. M al e P a rti ci p a nt R e p r o d u cti v e I n cl usi o n C rit e ri a

M al e p arti ci p a nts ar e eli gi bl e t o p arti ci p at e if t h e y  a gr e e t o t h e f oll o wi n g r e q uir e m e nts d uri n g 
t h e i nt er v e nti o n p eri o d a n d f or at l e ast 4 w e e ks aft er t h e l ast d os e of l e n ali d o mi d e, w hi c h 
c orr es p o n ds t o t h e ti m e n e e d e d t o eli mi n at e r e pr o d u cti v e s af et y ris k of t h e st u d y  
i nt er v e nti o n(s): 

 R efr ai n fr o m d o n ati n g s p er m.

P L U S eit h er:

 B e a bsti n e nt fr o m h et er os e x u al or h o m os e x u al i nt er c o urs e as t h eir pr ef err e d a n d us u al 
lif est yl e ( a bsti n e nt o n a l o n g-t er m a n d p ersist e nt b asis) a n d a gr e e t o r e m ai n a bsti n e nt. 

O R

 M ust a gr e e t o us e a m al e c o n d o m w h e n e n g a gi n g i n a n y  a cti vit y t h at all o ws f or
p ass a g e of ej a c ul at e t o a n ot h er p ers o n e v e n aft er v as e ct o m y.

 T h e m al e p arti ci p a nts s h o ul d b e a d vis e d of t h e b e n efit f or a W O C B P p art n er usi n g a 
hi g hl y eff e cti v e m et h o d of c o ntr a c e pti o n wit h a f ail ur e r at e of < 1 % p er y e ar, as d es cri b e d 
i n S e cti o n 1 0. 4. 4 .

I n t h e e v e nt t h at a m al e p arti ci p a nt h as dis c o nti n u e d t w o of t h e 3 c o m bi n ati o n t h er a pi es a n d 
r e m ai ns o n m o n ot h er a py:  r e q uir e m e nts ar e t o b e c o nti n u e d for at l e ast 4 w e e ks aft er t h e l ast 
d os e of l e n ali d o mi d e m o n ot h er a p y. N o c o ntr a c e pti o n or b arri er m e as ur es ar e r e q uir e d f or 
m al e p arti ci p a nts o n P F -0 7 9 0 1 8 0 1 or t af asit a m a b.

1 0. 4. 2. F e m al e P a rti ci p a nt R e p r o d u cti v e I n cl usi o n C rit e ri a

T h e crit eri a b el o w ar e p art of I n cl usi o n Crit eri o n N o. 1 ( A g e a n d S e x; S e cti o n 5. 1 ) a n d 
s p e cif y t h e r e pr o d u cti v e r e q uir e m e nts f or i n cl u di n g f e m al e p arti ci p a nts. R ef er t o 
S e cti o n 1 0. 4. 4 f or a c o m pl et e list of c o ntr a c e pti v e m et h o ds p er mitt e d i n t h e st u d y . 

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 ( a) is n ot pr e g n a nt or br e astf e e di n g; a n d 
( b) a gr e es n ot t o d o n at e e g gs ( o v a, o o c yt es) f or t h e p ur p os e of r e pr o d u cti o n fr o m t h e ti m e of 
s cr e e ni n g t hr o u g h 9 0 d a ys aft er t h e l ast d os e of st u d y  i nt er v e nti o n; a n d ( c) at l e ast 1 of t h e 
f oll o wi n g c o n diti o ns a p pli es:

 Is n ot a W O C B P (s e e d efi niti o n i n S e cti o n 1 0. 4. 3 ).
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O R

 Is a W O C B P a n d a gr e es t o us e a c o ntr a c e pti v e m et h o d t h at is hi g hl y  eff e cti v e (f ail ur e 
r at e of < 1 % p er y e ar) wit h l o w us er d e p e n d e n c y d uri n g t h e i nt er v e nti o n p eri o d a n d 
a gr e es t o us e it f or at l e ast 9 0 d a y s aft er t h e l ast d os e of st u d y  i nt er v e nti o n, w hi c h 
c orr es p o n ds t o t h e ti m e n e e d e d t o eli mi n at e a n y r e pr o d u cti v e s af et y ris k of t h e st u d y 
i nt er v e nti o n(s). T h e i n v esti g at or s h o ul d e v al u at e t h e eff e cti v e n ess of t h e 
c o ntr a c e pti v e m et h o d i n r el ati o ns hi p t o t h e first d os e of st u d y  i nt er v e nti o n. 

O R

 Is a W O C B P a n d a gr e es t o us e a hi g hl y eff e cti v e (f ail ur e r at e of < 1 % p er y e ar) us er -
d e p e n d e nt m et h o d of c o ntr a c e pti o n d uri n g t h e i nt er v e nti o n p eri o d a n d f or at l e ast 9 0 
d a y s aft er t h e l ast d os e of st u d y  i nt er v e nti o n, w hi c h c orr es p o n ds t o t h e ti m e n e e d e d t o 
eli mi n at e a n y  r e pr o d u cti v e s af ety ris k of t h e st u d y i nt er v e nti o n(s). I n a d diti o n t o h er 
us e of t h e hi g hl y  eff e cti v e m et h o d a b o v e, s h e a gr e es t o c o n c urr e ntl y us e a n eff e cti v e 
b arri er m et h o d.  T h e i n v esti g at or s h o ul d e v al u at e t h e eff e cti v e n ess of t h e 
c o ntr a c e pti v e m et h o d i n r el ati o ns hi p t o t h e first d os e of st u d y i nt er v e nti o n.

I n t h e e v e nt t h at a W O C B P p arti ci p a nt h as dis c o nti n u e d 2 of t h e 3 c o m bi n ati o n t h er a pi es a n d 
r e m ai ns o n m o n ot h er a py:  t h e c o ntr a c e pti v e m et h o d m ust b e us e d f or at l e ast 4 5 d a ys aft er t h e 
l ast d os e of P F-0 7 9 0 1 8 0 1 m o n ot h er a p y , f or at l e ast 2 8 d a ys aft er t h e l ast d os e of 
l e n ali d o mi d e m o n ot h er a p y a n d/ or f or at l e ast 9 0 d a ys aft er t h e l ast d os e of t af asit a m a b.

T h e i n v esti g at or is r es p o nsi bl e f or r e vi e w of m e di c al hist or y , m e nstr u al hist or y, a n d r e c e nt 
s e x u al a cti vit y t o d e cr e as e t h e ris k f or i n cl usi o n of a w o m a n wit h a n e arly u n d et e ct e d 
pr e g n a n c y . T his is t o b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nt ati o n. 

1 0. 4. 3. W o m a n of C hil d b e a ri n g a n d N o n -C hil d b e a ri n g P ot e nti al

A w o m a n is c o nsi d er e d f ertil e f oll o wi n g m e n ar c h e a n d u ntil b e c o mi n g p ost m e n o p a us al 
u nl ess p er m a n e ntl y st eril e (s e e b el o w).

If f ertilit y is u n cl e ar ( e g, a m e n orr h e a i n a d ol es c e nts or at hl et es) a n d a m e nstr u al c ycl e c a n n ot 
b e c o nfir m e d b ef or e t h e first d os e of st u d y  i nt er v e nti o n, a d diti o n al e v al u ati o n s h o ul d b e 
c o nsi d er e d.

W o m e n i n t h e f oll o wi n g c at e g ori es ar e n ot c o nsi d er e d W O C B P:

1. Pr e m e n o p a us al f e m al e wit h 1 of t h e f oll o wi n g: 

 D o c u m e nt e d h ys t er e ct o m y;

 D o c u m e nt e d bil at er al s al pi n g e ct o m y ;

 D o c u m e nt e d bil at er al o o p h or e ct o m y.
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F or i n di vi d u als wit h p er m a n e nt i nf ertilit y  d u e t o a m e di c al c a us e ot h er t h a n t h e a b o v e 
( e g, m ull eri a n a g e n esis, a n dr o g e n i ns e nsiti vit y), i n v esti g at or dis cr eti o n s h o ul d b e 
a p pli e d t o d et er mi ni n g st u d y  e ntr y.

N ot e: D o c u m e nt ati o n f or a n y  of t h e a b o v e c at e g ori es c a n c o m e fr o m t h e sit e 
p ers o n n el’s r e vi e w of t h e p arti ci p a nt’s m e di c al r e c or ds, m e di c al e x a mi n ati o n, or 
m e di c al hist or y  i nt er vi e w. T h e m et h o d of d o c u m e nt ati o n s h o ul d b e r e c or d e d i n t h e 
p arti ci p a nt’s m e di c al r e c or d f or t h e st u d y.

2. P ost m e n o p a us al f e m al e:

 A p ost m e n o p a us al st at e is d efi n e d as n o m e ns es f or 1 2 m o nt hs wit h o ut a n alt er n ati v e 
m e di c al c a us e. I n a d diti o n, 

 A hi g h F S H l e v el i n t h e p ost m e n o p a us al r a n g e m ust b e us e d t o c o nfir m a 
p ost m e n o p a us al st at e i n w o m e n u n d er 6 0 y e ars of a g e a n d n ot usi n g h or m o n al 
c o ntr a c e pti o n or H R T. 

 A f e m al e o n H R T a n d w h os e m e n o p a us al st at us is i n d o u bt will b e r e q uir e d t o us e 
o n e of t h e hi g hl y  eff e cti v e n o n-estr o g e n h or m o n al c o ntr a c e pti o n m et h o ds if s h e 
wis h es t o c o nti n u e h er H R T d uri n g t h e st u d y. Ot h er wis e, s h e m ust dis c o nti n u e 
H R T t o all o w c o nfir m ati o n of p ost m e n o p a us al st at us b ef or e st u d y  e nr oll m e nt.

1 0. 4. 4. C o nt r a c e pti o n M et h o ds

C o ntr a c e pti v e us e b y m e n or w o m e n s h o ul d b e c o nsist e nt wit h l o c al a v ail a bilit y /r e g ul ati o ns 
r e g ar di n g t h e us e of c o ntr a c e pti v e m eth o ds f or t h os e p arti ci p ati n g i n cli ni c al tri als.

I n a d diti o n, f or L e n ali d o mi d e, t h e P P P a n d a n y ot h er a p pli c a bl e pr o gr a m -r e q uir e d 
c o ntr a c e pti v e m et h o ds m ust b e f oll o w e d ( w hi c h e v er is m ost stri n g e nt). T h e P P P will b e 
d et ail e d wit h t h e H e alt h c ar e Pr of essi o n a l/ Pr es cri b er P P P e d u c ati o n al m at eri als pr o vi d e d t o 
t h e sit es. 

T h e f oll o wi n g c o ntr a c e pti v e m et h o ds ar e a p pr o pri at e f or t his st u d y :

Hi g hl y Eff e cti v e M et h o ds T h at H a v e L o w Us er D e p e n d e n c y  

1. I m pl a nt a bl e pr o g est o g e n-o nl y  h or m o n e c o ntr a c e pti o n ass o ci at e d wit h i nhi biti o n 
of o v ul ati o n.

2. I ntr a ut eri n e d e vi c e.

3. I ntr a ut eri n e h or m o n e-r el e asi n g sys t e m.

4. Bil at er al t u b al o c cl usi o n.
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5. V as e ct o mi z e d p art n er.

 V as e ct o mi z e d p art n er is a hi g hl y eff e cti v e c o ntr a c e pti v e m et h o d pr o vi d e d t h at 
t h e p art n er is t h e s ol e s e x u al p art n er of t h e W O C B P a n d t h e a bs e n c e of s p er m 
h as b e e n c o nfir m e d. If n ot, a n a d diti o n al hi g hl y eff e cti v e m et h o d of 
c o ntr a c e pti o n s h o ul d b e us e d. T h e s p er m at o g e n esis c y cl e is a p pr o xi m at el y  
9 0 d a y s.

Hi g hl y Eff e cti v e M et h o ds T h at Ar e Us er -D e p e n d e nt

6. C o m bi n e d ( estr o g e n - a n d pr o g est o g e n - c o nt ai ni n g) h or m o n al c o ntr a c e pti o n 
ass o ci at e d wit h i n hi biti o n of o v ul ati o n:

 Or al + b arri er *

 I ntr a v a gi n al + b arri er *

 Tr a ns d er m al + b arri er *

7. Pr o g est o g e n - o nly h or m o n e c o ntr a c e pti o n ass o ci at e d wit h i n hi biti o n of o v ul ati o n:

 Or al + b arri er *

 I nj ect a bl e + b arri er *

S e x u al A bsti n e n c e

8. S e x u al a bsti n e n c e is c o nsi d er e d a hi g hl y eff e cti v e m et h o d o nl y  if d efi n e d as 
r efr ai ni n g fr o m h et er os e x u al i nt er c o urs e d uri n g t h e e ntir e p eri o d of ris k ass o ci at e d 
wit h t h e st u d y  i nt er v e nti o n. T h e r eli a bilit y of s e x u al a bsti n e n c e n e e ds t o b e 
e v al u at e d i n r el ati o n t o t h e d ur ati o n of t h e st u d y a n d t h e pr ef err e d a n d us u al 
lif est yl e of t h e p arti ci p a nt.

* A c c e pt a bl e b arri er m et h o ds t o b e us e d c o n c o mit a ntl y  wit h o pti o ns 6 or 7 f or t h e st u d y 
i n cl u d e a ny of t h e f oll o wi n g:

 M al e or f e m al e c o n d o m wit h or wit h o ut s p er mi ci d e;

 C er vi c al c a p, di a p hr a g m, or s p o n g e wit h s p er mi ci d e;

 A c o m bi n ati o n of m al e c o n d o m wit h eit h er c er vi c al c a p, di a p hr a g m or s p o n g e wit h 
s p er mi ci d e ( d o u bl e -b arri er m et h o ds).

1 0. 4. 5. L e n ali d o mi d e P r e g n a n c y P r e v e nti o n P r o g r a m 

T h is s e cti o n c o nt ai ns t h e g e n er al r e q uir e m e nts of p ost-m ar k eti n g l e n ali d o mi d e us e t h at m ust 
b e f oll o w e d i n t his st u d y  i n a d diti o n t o a n y pr ot o c ol s p e cifi c r e q uir e m e nts. T h e r e q uir e m e nts 
m a y  sli g htl y diff er fr o m c o u ntr y t o c o u ntr y, as a gr e e d wit h e a c h N ati o n al C o m p et e nt 
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A ut h orit y  or ot h er R e g ul at or y A g e n c y. A P P P is a s et of m e as ur es m e a nt t o r e d u c e t o a 
mi ni m u m t h e ris k of l e n ali d o mi d e e x p os ur e d uri n g pr e g n a n c y . T o a v oi d e m br yo- f et al 
e x p os ur e, t h e P P P m ust b e i m pl e m e nt e d. 

St e ps t h e H e alt h c a r e P r of essi o n al m u st f oll o w f o r t his p r ot o c ol:

1. R e c ei v e H e alt h c ar e Pr of essi o n al/ Pr es cri b er P P P e d u c ati o n al m at eri als ( as s u p pli e d b y  t h e 
S p o ns or a n d s p e cifi c b y r e gi o n);

2. I nf or m t h e p arti ci p a nt r e g ar di n g t h e b e n efits a n d ris ks of tr e at m e nt wit h l e n ali d o mi d e, n ot 
s h ari n g l e n al i d o mi d e, n ot d o n ati n g bl o o d, ris ks ass o ci at e d wit h f et al e x p os ur e, a n d t h e 
n e c essit y t o t a k e a d e q u at e m e as ur es t o a v oi d f et al e x p os ur e t o l e n ali d o mi d e;

3. Gi v e t h e p arti ci p a nt t h e a p pr o pri at e c orr es p o n di n g e d u c ati o n al br o c h ur e (f or p arti ci p a nts 
of c hil d b e ari n g p ot e nti al, f or p arti ci p a nts n ot of c hil d b e ari n g p ot e nti al, or f or m al e 
p arti ci p a nts) a n d c o u ns el t h e p arti ci p a nt o n c o ntr a c e pti o n r e q uir e m e nts a n d e m er g e n c y  
c o ntr a c e pti o n us e (i n c o u ntri es w h er e a v ail a bl e);

4. A p pl y  st e ps fr o m t h e P P P al g orit h m (s e e Fi g ur e 4 ). T h e H e alt h c ar e Pr of essi o n al m ust 
e v al u at e t h e p arti ci p a nt fr o m a r e pr o d u cti v e p ot e nti al p oi nt of vi e w pri or t o t h e st art of 
t h e st u d y a n d e v er y 4 w e e ks pri or t o dis p e nsi n g l e n ali d o mi d e, t o e ns ur e t h at:

 M al e p arti ci p a nts ar e i nf or m e d t h at t h e y m ust us e c o n d o ms if e n g a gi n g i n s e x u al 
i nt er c o urs e wit h pr e g n a nt w o m e n or w o m e n of c hil d b e ari n g p ot e nti al ( e v e n if t h e 
p arti ci p a nt h a d a v as e ct o m y ) a n d m ust n ot d o n at e s p er m d uri n g l e n ali d o mi d e 
tr e at m e nt a n d f or 4 w e e ks aft e r c ess ati o n of l e n ali d o mi d e .

 F e m al e p arti ci p a nts m ust m e et o n e of t h e f oll o wi n g c o n diti o ns t o b e c o nsi d er e d of 
n o n -c hil d b e ari n g p ot e nti al:

o A g e d 5 0 + a n d n at ur all y o c c urri n g a m e n orr h e a of o v er 1 y e ar ( a m e n orr h e a t h at 
o c c urr e d as a r es ult of c yt ost ati c t h er a p y or d uri n g br e astf e e di n g p eri o d d o es 
n ot e x cl u d e t h e p ossi bilit y  t h at t h e p arti ci p a nt is f ertil e);

o Pr e m at ur e o v ari a n f ail ur e t h at w as c o nfir m e d b y a g y n e c ol o gist;

o Bil at er al s al pi n g o -o o p h or e c t o my or h ys t er e ct o my as p art of m e di c al hist or y;

o X Y g e n ot y p e, T ur n er s y n dr o m e, ut eri n e a g e n esis.

 F e m al e p arti ci p a nts of c hil d b e ari n g p ot e nti al m ust b e i nf or m e d of t h e n e c essit y  
t o:

o Utili z e hi g hl y  eff e cti v e c o ntr a c e pti v e m et h o d(s) as p er t h e P P P or ot h er 
a p pli c a bl e pr o gr a m f or 4 w e e ks b ef or e tr e at m e nt, d uri n g tr e at m e nt, a n d f or 9 0 
d a y s aft er c o m pl et e c ess ati o n of tr e at m e nt   [ 4 w e e ks aft er c ess ati o n is t h e 
st a n d ar d ti mi n g f or l e n ali d o mi d e b ut n ot e t h at a l o n g er d ur ati o n is r e q uir e d p er 
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S m P C f or MI N J U VI  (t af asit a m a b)], i n cl u di n g d uri n g t e m p or ar y  
dis c o nti n u ati o n of tr e at m e nt; or

o T o m ai nt ai n t ot al a n d c o nti n u o us a bsti n e n c e; a n d

o T o t a k e, u n d er m e di c al s u p er visi o n, pr e g n a n c y  t ests wit h a s e nsiti vit y of at 
l e ast 2 5 mI U/ m L, aft er utili zi n g a n effi ci e nt c o ntr a c e pti v e m e as ur e f or at l e ast 
4 w e e ks, e v er y  4 w e e ks (i n cl u di n g d uri n g t e m p or ar y dis c o nti n u ati o n of 
tr e at m e nt), at E O T, a n d 4 w e e ks aft er l e n ali d o mi d e dis c o nti n u ati o n. T his als o 
i n cl u d es w o m e n of c hil d b e ari n g p ot e nti al w h o pr a cti c e t ot al a n d c o nti n u o us 
a bsti n e n c e.

 D uri n g tr e at m e nt b ef or e l e n ali d o mi d e is dis p e ns e d:

o F or f e m al e p arti ci p a nts of c hil d b e ari n g p ot e nti al, c o u ns el t h e p arti ci p a nt o n 
c o ntr a c e pti o n r e q uir e m e nts a n d e m er g e n c y  c o ntr a c e pti o n us e (i n c o u ntri es 
w h er e a v ail a bl e) a n d e ns ur e t h at t h e r e q uir e d pr e g n a n c y  t est is n e g ati v e. 

o F or m al e p arti ci p a nts, c o u ns el t h e p arti ci p a nt o n t h e b arri er c o ntr a c e pti o n 
r e q uir e m e nts a n d e m er g e n c y c o ntr a c e pti o n us e (i n c o u ntri es w h er e a v ail a bl e).

 D o n ot dis p e ns e m or e t h a n a 2 8- d a y  s u p ply of l e n ali d o mi d e.

F oll o w i nstr u cti o ns i n t h e P P P e d u c ati o n al m at eri als if a pr e g n a n c y o c c urs. 
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Fi g u r e 4 . P r e g n a n c y P r e v e nti o n Pl a n Al g o rit h m

* 4 w e e ks is t h e st a n d ar d ti mi n g f or t h e P P P f or l e n ali d o mi d e b ut n ot e t h at a l o n g er d ur ati o n is r e q uir e d p er 
pr ot o c ol f or t af asit a m a b; s e e S e cti o n 1 0. 4. 5 f or d et ails r e g ar di n g m o n ot h er a pi es.

F or c o ntr a c e pti o n m et h o ds, r ef er als o t o t h e r e gi o n- s p e cifi c P P P e d u c ati o n al m at eri als as 
s u p pli e d b y t h e S p o ns or.  
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1 0. 5. A p p e n di x 5: G e n eti cs

Us e/ A n al ysis of D N A

 G e n eti c v ari ati o n m a y  i m p a ct a p arti ci p a nt’s r es p o ns e t o st u d y i nt er v e nti o n, 
s us c e pti bilit y t o, a n d s e v erit y  a n d pr o gr essi o n of dis e as e. T h er ef or e, w h er e l o c al 
r e g ul ati o ns a n d I R Bs/ E Cs all o w, a bl o o d s a m pl e will b e c oll e ct e d f or D N A a n al ys is.

 T h e s c o p e of t h e g e n eti c r es e ar c h m a y  b e n arr o w ( e g, 1 or m or e c a n di d at e g e n es) or 
br o a d ( e g, t h e e ntir e g e n o m e), as a p pr o pri at e t o t h e s ci e ntifi c q u esti o n u n d er 
i n v esti g ati o n.

 T h e s a m pl es m a y  b e a n al yz e d as p art of a m ulti -st u d y ass ess m e nt of g e n eti c f a ct ors 
i n v ol v e d i n t h e r es p o ns e t o P F-0 7 9 0 1 8 0 1, t af asit a m a b or l e n ali d o mi d e or st u d y  
i nt er v e nti o ns of t his cl ass t o u n d erst a n d tr e at m e nts f or t h e dis e as e(s) u n d er st u d y or 
t h e dis e as e(s) t h e ms el v es.

 T h e r es ults of g e n eti c a n al y s e s m a y b e r e p ort e d i n t h e C S R or i n a s e p ar at e st u d y 
s u m m ar y or m a y b e us e d f or i nt er n al d e cisi o n m a ki n g wit h o ut b ei n g i n cl u d e d i n a 
st u d y  r e p ort.

 T h e s p o ns or will st or e t h e D N A s a m pl es i n a s e c ur e st or a g e s p a c e wit h a d e q u at e 
m e as ur es t o pr ot e ct c o nfi d e nti alit y . 

 T h e s a m pl es will b e r et ai n e d as i n di c at e d:

o S a m pl es f or s p e cifi e d g e n eti c a n al ys is (s e e S e cti o n 8. 6. 1 ) will b e st or e d f or u p t o 
1 5 y e ars or ot h er p eri o d as p er l o c al r e q uir e m e nts b e y o n d t h e c o m pl eti o n of t his 
st u d y ( e g, C S R fi n ali z ati o n).

o R et ai n e d s a m pl es will b e st or e d i n d efi nit el y  or f or a n ot h er p eri o d as p er l o c al 
r e q uir e m e nts.

 P arti ci p a nts m a y  wit h dr a w t h eir c o ns e nt f or t h e st or a g e a n d/ or us e of t h eir R et ai n e d 
R es e ar c h S a m pl es at a n y ti m e b y m a ki n g a r e q u est t o t h e i n v esti g at or; i n t his c as e, 
a n y  r e m ai ni n g m at eri al will b e d estr o ye d. D at a alr e a d y  g e n er at e d fr o m t h e s a m pl es 
will b e r et ai n e d t o pr ot e ct t h e i nt e grit y of e xisti n g a n al ys es. 

 S a m pl es f or g e n eti c r es e ar c h will b e l a b el e d wit h a c o d e. T h e k e y  b et w e e n t h e c o d e 
a n d t h e p arti ci p a nt ’s p ers o n all y i d e ntif yi n g i nf or m ati o n ( e g, n a m e, a d dr ess) will b e 
h el d s e c ur el y at t h e st u d y sit e. 
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1 0. 6. A p p e n di x 6: Li v e r S af et y: S u g g est e d A cti o ns a n d F oll o w -U p Ass ess m e nts

P ot e nti al C as es of D r u g -I n d u c e d Li v e r I nj u r y

H u m a ns e x p os e d t o a dr u g w h o s h o w n o si g n of li v er i nj ur y  ( as d et er mi n e d b y el e v ati o ns i n 
tr a ns a mi n as es) ar e t er m e d “t ol er at ors, ” w hil e t h os e w h o s h o w tr a nsi e nt li v er i nj ur y b ut a d a pt 
ar e t er m e d “ a d a pt ors. ” I n s o m e p arti ci p a nts, tr a ns a mi n as e el e v ati o ns ar e a h ar bi n g er of a 
m or e s e ri o us p ot e nti al o ut c o m e. T h es e p arti ci p a nts f ail t o a d a pt a n d t h er ef or e ar e 
“s us c e pti bl e ” t o pr o gr essi v e a n d s eri o us li v er i nj ur y , c o m m o nly r ef err e d t o as DI LI. 
P arti ci p a nts w h o e x p eri e n c e a tr a ns a mi n as e el e v ati o n a b o v e 3 × U L N s h o ul d b e m o nit or e d 
m or e fr e q u e ntl y  t o d et er mi n e if t h e y ar e “ a d a pt ors ” or ar e “s us c e pti bl e. ”

I n t h e m aj orit y of DI LI c as es, el e v ati o ns i n A S T a n d/ or A L T pr e c e d e T bili el e v ati o ns 
( > 2 × U L N) b y  s e v er al d a ys or w e e ks. T h e i n cr e as e i n T bili t ypi c all y  o c c urs w hil e 
A S T/ A L T is/ ar e still el e v at e d a b o v e 3 × U L N (i e, A S T/ A L T a n d T bili v al u es will b e 
el e v at e d wit hi n t h e s a m e l a b or at or y  s a m pl e). I n r ar e i nst a n c es, b y t h e ti m e T bili el e v ati o ns 
ar e d et e ct e d, A S T/ A L T v al u es mi g ht h a v e d e cr e as e d. T his o c c urr e n c e is still r e g ar d e d as a 
p ot e nti al DI LI. T h er ef or e, a b n or m al el e v ati o ns i n eit h er A S T O R A L T i n a d diti o n t o T bili 
t h at m e et t h e crit eri a o utli n e d b el o w ar e c o nsi d er e d p ot e nti al DI LI ( ass ess e d p er H y’s l a w 
crit eri a) c as es a n d s h o ul d al w a y s b e c o nsi d er e d i m p ort a nt m e di c al e v e nts, e v e n b ef or e all 
ot h er p ossi bl e c a us es of li v er i nj ur y  h a v e b e e n e x cl u d e d.

T h e t hr es h ol d of l a b or at or y  a b n or m aliti es f or a p ot e nti al DI LI c as e d e p e n ds o n t h e 
p arti ci p a nt’s i n di vi d u al b as eli n e v al u es a n d u n d erl yi n g c o n diti o ns. P arti ci p a nts w h o pr es e nt 
wit h t h e f oll o wi n g l a b or at or y  a b n or m aliti es s h o ul d b e e v al u at e d f urt h er as p ot e nti al DI LI 
( Hy’s l a w) c as es t o d efi niti v el y  d et er mi n e t h e eti ol o g y of t h e a b n or m al l a b or at or y v al u es:

 P arti ci p a nts wit h A S T/ A L T a n d T bili b as eli n e v al u es wit hi n t h e n or m al r a n g e w h o 
s u bs e q u e ntl y pr es e nt wit h A S T O R A L T v al u es ≥ 3 × U L N A N D a T bili v al u e 
≥ 2 × U L N wit h n o e vi d e n c e of h e m ol ys is a n d a n al k ali n e p h os p h at as e v al u e 
< 2 × U L N or n ot a v ail a bl e.

F or p arti ci p a nts wit h b as eli n e A S T O R A L T O R T bili v al u es a b o v e t h e U L N, t h e f oll o wi n g 
t hr es h ol d v al u es ar e us e d i n t h e d efi niti o n m e nti o n e d a b o v e, as n e e d e d, d e p e n di n g o n w hi c h 
v al u es ar e a b o v e t h e U L N at b as eli n e:

 Pr e e xisti n g A S T or A L T b as eli n e v al u es a b o v e t h e n or m al r a n g e: A S T or A L T v al u es 
≥ 2 ti m es t h e b as eli n e v al u es A N D ≥ 3 × U L N; or ≥ 8 × U L N ( w hi c h e v er is s m all er).

 Pr e e xisti n g v al u es of T bili a b o v e t h e n or m al r a n g e: T bili l e v el i n cr e as e d fr o m 
b as eli n e v al u e b y a n a m o u nt of > 1 × U L N o r if t h e v al u e r e a c h es ≥ 3 × U L N 
( w hi c h e v er is s m all er).

Ris es i n A S T/ A L T a n d T bili s e p ar at e d b y m or e t h a n a f e w w e e ks s h o ul d b e ass ess e d 
i n di vi d u all y b as e d o n cli ni c al j u d g m e nt; a n y c as e w h er e u n c ert ai nt y r e m ai ns as t o w h et h er it 
r e pr es e nts a p ot e nti al H y’s l a w c as e s h o ul d b e r e vi e w e d wit h t h e s p o ns or. 
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T h e p arti ci p a nt s h o ul d r et ur n t o t h e i n v esti g at or sit e a n d b e e v al u at e d as s o o n as p ossi bl e, 
pr ef er a bl y wit hi n 4 8 h o urs fr o m a w ar e n ess of t h e a b n or m al r es ults. T his e v al u ati o n s h o ul d 
i n cl u d e l a b or at or y t ests, d et ail e d hist or y, a n d p h ysi c al ass ess m e nt. 

I n a d diti o n t o r e p e ati n g m e as ur e m e nts of A S T a n d A LT a n d T bi li f or s us p e ct e d H y’s l a w 
c as es, a d diti o n al l a b or at or y  t ests s h o ul d i n cl u d e al b u mi n, C K, dir e ct a n d i n dir e ct bilir u bi n, 
G G T, P T/I N R, t ot al bil e a ci ds, a n d al k ali n e p h os p h at as e. C o nsi d er ati o n s h o ul d als o b e gi v e n 
t o dr a wi n g a s e p ar at e t u b e of cl ott e d bl o o d a n d a n a nti c o a g ul at e d t u b e of bl o o d f or f urt h er 
t esti n g, as n e e d e d, f or f urt h er c o nt e m p or a n e o us a n al ys es at t h e ti m e of t h e r e c o g ni z e d i niti al 
a b n or m aliti es t o d et er mi n e eti ol o g y . A d et ail e d hist or y, i n cl u di n g r el e v a nt i nf or m ati o n, s u c h 
as r e vi e w of et h a n o l, a c et a mi n o p h e n/ p ar a c et a m ol ( eit h er b y its elf or as a c o-f or m ul at e d 
pr o d u ct i n pr es cri pti o n or o v er -t h e- c o u nt er m e di c ati o ns), r e cr e ati o n al dr u g, or s u p pl e m e nt 
( h er b al) us e a n d c o ns u m pti o n, f a mil y hist or y, s e x u al hist or y, tr a v el hist or y, hist or y of c o nt a ct
wit h a j a u n di c e d p ers o n, s ur g er y , bl o o d tr a nsf usi o n, hist or y of li v er or all er gi c dis e as e, a n d 
p ot e nti al o c c u p ati o n al e x p os ur e t o c h e mi c als, s h o ul d b e c oll e ct e d. F urt h er t esti n g f or a c ut e 
h e p atitis A, B, C, D, a n d E i nf e cti o n, li v er i m a gi n g ( e g, bili ar y  tr a ct), a n d c oll e cti o n of s er u m 
s a m pl es f or a c et a mi n o p h e n/ p ar a c et a m ol dr u g a n d/ or pr ot ei n a d d u ct l e v els m a y  b e w arr a nt e d. 

All c as es d e m o nstr at e d o n r e p e at t esti n g as m e eti n g t h e l a b or at or y  crit eri a of A S T/ A LT a n d 
T bili el e v ati o n d efi n e d a b o v e s h o ul d b e c o nsi d er e d p ot e nti al DI LI ( H y ’s l a w) c as es if n o 
ot h er r e as o n f or t h e L F T a b n or m aliti es h as y et b e e n f o u n d. S u c h p ot e nti al DI LI ( H y’s l a w) 
c as es a r e t o b e r e p o rt e d as S A Es, i r r es p e cti v e of a v ail a bilit y of all t h e r es ults of t h e 
i n v esti g ati o ns p e rf o r m e d t o d et e r mi n e eti ol o g y of t h e L F T a b n o r m aliti es.

A p ot e nti al DI LI ( H y ’s l a w) c as e b e c o m es a c o nfir m e d c as e o nly aft er all r es ults of 
r e as o n a bl e i n v esti g ati o ns h a v e b e e n r e c ei v e d a n d h a v e e x cl u d e d a n alt er n ati v e eti ol o g y.
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1 0. 7. A p p e n di x 7: Ki d n e y S af et y: M o nit o ri n g G ui d eli n es

1 0. 7. 1. L a b o r at o r y Ass ess m e nt of C h a n g e i n Ki d n e y F u n cti o n a n d D et e cti o n of Ki d n e y 
I nj u r y

St a n d ar d ki d n e y  s af et y m o nit ori n g r e q uir es ass ess m e nt of b as eli n e a n d p ost b as eli n e ( S cr 
m e as ur e m e nt t o e G F R [ S cr- b as e d e G F R]) or e Cr Cl. B as eli n e a n d p ost b as eli n e S c y s m a k es it 
f e asi bl e t o disti n g uis h A KI fr o m ot h er c a us es of S cr i n cr e as e. If S cr i n cr e as e is c o nfir m e d 
aft er b as eli n e, t h e n r efl e x m e as ur e m e nt of S c y s is i n di c at e d t o esti m at e t h e c o m bi n e d 
S cr- S c y s e G F R c al c ul ati o n (f or a d ults o nl y).

R e g ar dl ess of w h et h er ki d n e y  f u n cti o n m o nit ori n g t ests ar e r e q uir e d as a r o uti n e s af ety 
m o nit ori n g pr o c e d ur e i n t h e st u d y , if t h e i n v esti g at or or s p o ns or d e e ms it n e c ess ar y t o f urt h er 
ass ess ki d n e y  s af et y a n d q u a ntif y ki d n e y f u n cti o n, t h e n t h es e t est r es ults s h o ul d b e m a n a g ed 
a n d f oll o w e d p er st a n d ar d of c ar e.
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1 0. 7. 2. A g e -S p e cifi c Ki d n e y F u n cti o n C al c ul ati o n R e c o m m e n d ati o ns

1 0. 7. 2. 1. A d ults ( 1 8 Y e a rs a n d A b o v e) — 2 0 2 1 C K D- E P I E q u ati o ns 3 4

2 0 2 1 C K D -
E PI            
S c r o nl y

S c r

( m g/ d L)

S c ys

( m g/ L)

R e c o m m e n d e d e G F R E q u ati o n

F e m al e if ≤ 0. 7 N/ A e G F R = 1 4 3 × ( S cr/ 0. 7) - 0. 2 4 1  ×  ( 0. 9 9 3 8) A g e

F e m al e if > 0. 7 N/ A e G F R = 1 4 3 × ( S cr/ 0. 7) - 1. 2 0 0  ×  ( 0. 9 9 3 8) A g e

M al e if ≤ 0. 9 N/ A e G F R = 1 4 2 × ( S cr/ 0. 9) - 0. 3 0 2  ×  ( 0. 9 9 3 8) A g e

M al e if > 0. 9 N/ A e G F R = 1 4 2 × ( S cr/ 0. 9) - 1. 2 0 0  ×  ( 0. 9 9 3 8) A g e

2 0 2 1 C K D -
E PI           
S c r- S c ys 
C o m bi n e d

S c r

( m g/ d L)

S c ys

( m g/ L)

R e c o m m e n d e d e G F R E q u ati o n

F e m al e if ≤ 0. 7 if ≤ 0. 8 e G F R = 1 3 0 × ( S cr/ 0. 7) - 0. 2 1 9  × ( S c ys/ 0. 8) -0. 3 2 3  × 
( 0. 9 9 6 1)A g e

F e m al e if ≤ 0. 7 if > 0. 8 e G F R = 1 3 0 × ( S cr/ 0. 7) - 0. 2 1 9  × ( S c ys/ 0. 8) -0. 7 7 8  × 
( 0. 9 9 6 1)A g e

F e m al e if > 0. 7 if ≤ 0. 8 e G F R = 1 3 0 × ( S cr/ 0. 7) - 0. 5 4 4  × ( S c ys/ 0. 8) -0. 3 2 3  × 
( 0. 9 9 6 1)A g e

F e m al e if > 0. 7 if > 0. 8 e G F R = 1 3 0 × ( S cr/ 0. 7) - 0. 5 4 4  × ( S c ys/ 0. 8) -0. 7 7 8  × 
( 0. 9 9 6 1)A g e

M al e if ≤ 0. 9 if ≤ 0. 8 e G F R = 1 3 5 × ( S cr/ 0. 9) - 0. 1 4 4  × ( S c ys/ 0. 8) -0. 3 2 3  × 
( 0. 9 9 6 1)A g e

M al e if ≤ 0. 9 if > 0. 8 e G F R = 1 3 5 × ( S cr/ 0. 9) - 0. 1 4 4  × ( S c ys/ 0. 8) -0. 7 7 8  × 
( 0. 9 9 6 1)A g e

M al e if > 0. 9 if ≤ 0. 8 e G F R = 1 3 5 × ( S cr/ 0. 9) - 0. 5 4 4  ×  ( S c ys/ 0. 8) -0. 3 2 3  × 
( 0. 9 9 6 1)A g e

M al e if > 0. 9 if > 0. 8 e G F R = 1 3 5 × ( S cr/ 0. 9) - 0. 5 4 4  ×  ( S c ys/ 0. 8) -0. 7 7 8  × 
( 0. 9 9 6 1)A g e

1 0. 7. 3. A d v e rs e E v e nt G r a di n g f o r Ki d n e y S af et y L a b o r at o r y A b n o r m aliti es

A E gr a di n g f or d e cli n e i n ki d n e y  f u n cti o n (i e, e G F R or e Cr Cl) will b e a c c or di n g t o C T C A E 
crit eri a.
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1 0. 8. A p p e n di x 8: E C G Fi n di n gs of P ot e nti al Cli ni c al C o n c e r n

E C G Fi n di n gs T h at M a y Q u alif y as A Es

 M ar k e d si n us br a d y c ar di a (r at e < 4 0 b p m) l asti n g mi n ut es.

 N e w P R i nt er v al pr ol o n g ati o n > 2 8 0 ms.

 N e w pr ol o n g ati o n of Q T c F t o > 4 8 0 ms ( a bs ol ut e) or b y  ≥ 6 0 ms fr o m b as eli n e.

 N e w -o ns et atri al fl utt er or fi brill ati o n, wit h c o ntr oll e d v e ntri c ul ar r es p o ns e r at e: 
i e, r at e < 1 2 0 b p m.

 N e w -o ns et t y p e I s e c o n d d e gr e e ( W e n c k e b a c h) A V bl o c k of > 3 0 s e c o n ds’ d ur ati o n.

 Fr e q u e nt P V Cs, tri pl ets, or s h ort i nt er v als ( < 3 0 s e c o n ds) of c o ns e c uti v e v e ntri c ul ar 
c o m pl e x es.

E C G Fi n di n gs T h at M a y Q u alif y as S A Es

 Q T c F pr ol o n g ati o n > 5 0 0 ms.

 N e w S T T c h a n g es s u g g esti v e of m y o c ar di al is c h e mi a.

 N e w o ns et L B B B ( Q R S c o m pl e x > 1 2 0 ms).

 N e w -o ns et ri g ht b u n dl e br a n c h bl o c k ( Q R S c o m pl e x > 1 2 0 ms).

 S y m pt o m ati c br a d y c ar di a.

 A s y st ol e:

o I n a w a k e, sy m pt o m -fr e e p arti ci p a nts i n si n us r h yt h m, wit h d o c u m e nt e d p eri o ds of 
a s y st ol e ≥ 3. 0 s e c o n ds or a n y  es c a p e r at e < 4 0 b p m, or wit h a n es c a p e r h yt h m t h at 
is b el o w t h e A V n o d e. 

o I n a w a k e, sy m pt o m -fr e e p arti ci p a nts wit h atri al fi brill ati o n a n d br a d yc ar di a wit h 
1 or m or e p a us es of at l e ast 5 s e c o n ds or l o n g er. 

o Atri al fl utt er or fi brill ati o n, wit h r a pi d v e ntri c ul ar r es p o ns e r at e: r a pi d = r at e 
> 1 2 0 b p m.

 S ust ai n e d s u pr a v e ntri c ul ar t a c h y c ar di a (r at e > 1 2 0 b p m) ( “s ust ai n e d ” = s h ort d ur ati o n 
wit h r el e v a nt s y m p t o ms or l asti n g > 1 mi n ut e).

 V e ntri c ul ar r h yt h ms > 3 0 s e c o n ds’ d ur ati o n, i n cl u di n g i di o v e ntri c ul ar r h y t h m ( h e art 
r at e < 4 0 b p m), a c c el er at e d i di o v e ntri c ul ar r h y t h m ( H R > 4 0 b p m t o < 1 0 0 b p m), a n d 
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m o n o m or p hi c/ p ol y m or p hi c v e ntri c ul ar t a c h y c ar di a ( H R > 1 0 0 b p m [s u c h as t ors a d es 
d e p oi nt es]).

 T y p e II s e c o n d d e gr e e ( M o bit z II) A V bl o c k.

 C o m pl et e (t hir d d e gr e e) h e art bl o c k.

E C G Fi n di n gs T h at Q u alif y as S A Es

 C h a n g e i n p att er n s u g g esti v e of n e w m y o c ar di al i nf ar cti o n.

 S ust ai n e d v e ntri c ul ar t a c h y arr h y t h mi as ( > 3 0 s e c o n ds’ d ur ati o n).

 S e c o n d or t hir d d e gr e e A V bl o c k r e q uiri n g p a c e m a k er pl a c e m e nt.

 A s y st oli c p a us es r e q uiri n g p a c e m a k er pl a c e m e nt.

 Atri al fl utt er or fi brill ati o n wit h r a pi d v e ntri c ul ar r es p o ns e r e q uiri n g c ar di o v ersi o n.

 V e ntri c ul ar fi brill ati o n/fl utt er.

 At t h e dis c r eti o n of t h e i n v esti g at or, a ny arr h yt h mi a cl assifi e d as a n a d v ers e 
e x p eri e n c e.

T h e e n u m er at e d list of m aj or e v e nts of p ot e nti al cli ni c al c o n c er n ar e r e c o m m e n d e d as “ al erts ” or 
n otifi c ati o ns fr o m t h e c or e E C G l a b or at or y t o t h e i n v esti g at or a n d Pfi z er st u d y t e a m, a n d n ot t o b e 
c o nsi d er e d as all -i n cl usi v e of w h at t o b e r e p ort e d as A Es/ S A Es.
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1 0. 9. A p p e n di x 9: P r o hi bit e d C o n c o mit a nt M e di c ati o ns T h at M a y R es ult i n D DI

T h er e ar e c urr e ntl y n o dr u gs i d e ntifi e d t o h a v e p ot e nti al D DI c o n c er ns wit h P F - 0 7 9 0 1 8 0 1.

I n v esti g at ors s h o ul d c o ns ult t h e S m P Cs f or t af asit a m a b a n d l e n ali d o mi d e as w ell as a ny 
n o n -I M P m e di c ati o n us e d d uri n g t h e st u dy f or i nf or m ati o n r e g ar di n g m e di c ati o n t h at is 
pr o hi bit e d f or c o n c o mit a nt us e.

T h e Pfi z er st u d y t e a m is t o b e n otifi e d of a n y pr o hi bit e d m e di c ati o ns t a k e n d uri n g t h e st u d y . 
Aft er c o ns ulti n g wit h t h e s p o ns or, t h e i n v esti g at or will m a k e a j u d g m e nt o n t h e o n g oi n g 
p arti ci p ati o n of a n y p arti ci p a nt wit h pr o hi bit e d m e di c ati o n us e d uri n g t h e st u d y.
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1 0. 1 0. A p p e n di x 1 0: C o u nt r y -S p e cifi c R e q ui r e m e nts

1 0. 1 0. 1. F r a n c e 

C o ntr at U ni q u e

1. G C P Tr ai ni n g

B ef or e e nr olli n g a n y p arti ci p a nts, t h e i n v esti g at or a n d a n y s u b -i n v esti g at ors will 
c o m pl et e t h e Pfi z er -pr o vi d e d G o o d Cli ni c al Pr a cti c e tr ai ni n g c o urs e ( “ Pfi z er G C P 
Tr ai ni n g ”) or tr ai ni n g d e e m e d e q ui v al e nt b y Pfi z e r. A ny i n v esti g at ors w h o l at er j oi n 
t h e st u d y will d o t h e s a m e b ef or e p erf or mi n g st u d y-r el at e d d uti es. F or st u di es of 
a p pli c a bl e d ur ati o n, t h e i n v esti g at or a n d s u b -i n v esti g at ors will c o m pl et e Pfi z er G C P 
Tr ai ni n g or e q ui v al e nt e v er y  3 ye ars d uri n g t h e t er m of t h e st u d y , or m or e oft e n if 
t h er e ar e si g nifi c a nt c h a n g es t o t h e I CH G C P g ui d eli n es or c o urs e m at eri als. 

2. St u d y  Int er v e nti o n

N o p arti ci p a nts or t hir d -p art y  p a yers will b e c h ar g e d f or st u d y  i nt er v e nti o n.

3. Ur g e nt S af et y M e as ur es 

I n a d diti o n, t h e i n v esti g at or will i nf or m Pfi z er i m m e di at el y of a n y ur g e nt s af ety 
m e as ur es t a k e n b y t h e i n v esti g at or t o pr ot e ct t h e st u d y  p arti ci p a nts a g ai nst a n y 
i m m e di at e h a z ar d, a n d of a n y s eri o us br e a c h es of t his pr ot o c ol or of I C H G C P t h at 
t h e i n v esti g at or b e c o m es a w ar e of.

4. T er mi n ati o n Ri g hts 

Pfi z er r et ai ns t h e ri g ht t o dis c o nti n u e d e v el o p m e nt of P F - 0 7 9 0 1 8 0 1 at a n y t i m e.

T h e i n v esti g at or a gr e es t o a bi d e b y t h e et hi c al pri n ci pl es s et f ort h i n t h e W orl d H e alt h 
Or g a ni z ati o n’s G ui di n g Pri n ci pl es f or H u m a n C ell, Tiss u e a n d Or g a n Tr a ns pl a nt ati o n 
( W H A 6 3. 2 2) wit h r e g ar d t o t h e st u d y. 
( htt ps:// w w w. w h o.i nt/tr a ns pl a nt ati o n/ G ui di n g _ Pri n ci pl es Tr a ns pl a nt ati o n _ W H A 6 3. 2 2 e n. p df)

1 0. 1 0. 2. J a p a n 

J a p a n will p arti ci p at e i n P h as e 1 b a n d P h as e 2 aft er t h e c o nfir m ati o n of t ol er a bilit y  of 
P F - 0 7 9 0 1 8 0 1 mo n ot h er a p y  i n J a p a n es e p arti ci p a nts.

F or all J a p a n es e p arti ci p a nts, t h e J a p a n -s p e cifi c P P P m ust b e f oll o w e d f or t h e us e of 
l e n ali d o mi d e. In a d diti o n t o t h e pr ot o c ol r e q uir e m e nts ( A p p e n di x 4 ), t h e f oll o wi n g crit eri a 
a n d pr o c e d ur es r el at e d t o t h e J a p a n -s p e cifi c P P P ar e a p pli e d f or J a p a n es e p arti ci p a nts.

P h as e 2 of t h e st u d y will n ot b e i niti at e d p er b usi n ess d e cisi o n m a d e b y Pfi z er ( pr ot o c ol 
a m e n d m e nt 2) .
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D efi niti o n of W o m a n of C hil d b e a ri n g a n d N o n -C hil d b e a ri n g P ot e nti al

A w o m a n is c o nsi d er e d f ertil e f oll o wi n g m e n ar c h e a n d u ntil b e c o mi n g p ost m e n o p a us al 
u nl ess p er m a n e ntl y st eril e (s e e b el o w).

If f ertilit y is u n cl e ar ( e g, a m e n orr h e a i n a d ol es c e nts or at hl et es) a n d a m e nstr u al c ycl e c a n n ot 
b e c o nfir m e d b ef or e t h e first d os e of st u d y i nt er v e nti o n, a d diti o n al e v al u ati o n s h o ul d b e 
c o nsi d er e d.

 W o m e n i n t h e f oll o wi n g c at e g ori es ar e n ot c o nsi d er e d W O C B P:

1. Pr e m e n o p a us al f e m al e wit h 1 of t h e f oll o wi n g: 

 D o c u m e nt e d h ys t er e ct o m y;

 D o c u m e nt e d bil at er al o o p h or e ct o m y.

N ot e: D o c u m e nt ati o n f or a n y  of t h e a b o v e c at e g ori es c a n c o m e fr o m t h e sit e p ers o n n el’s 
r e vi e w of t h e p arti ci p a nt’s m e di c al r e c or ds, m e di c al e x a mi n ati o n, or m e di c al hist or y 
i nt er vi e w. T h e m et h o d of d o c u m e nt ati o n s h o ul d b e r e c or d e d i n t h e p arti ci p a nt’s m e di c al 
r e c or d f or t h e st u dy.

2. P ost m e n o p a us al st at us is d efi n e d as n o m e ns es f or 2 4 m o nt hs wit h o ut a n alt er n ati v e 
m e di c al c a us e ( e g, a nti -t u m or t h er a py). I n a d diti o n, 

 A hi g h F S H l e v el i n t h e p ost m e n o p a us al r a n g e m ust b e us e d t o c o nfir m a 
p ost m e n o p a us al st at e i n w o m e n u n d er 6 0 y e ars of a g e a n d n ot usi n g h or m o n al 
c o ntr a c e pti o n or H R T. 

 A f e m al e o n H R T a n d w h os e m e n o p a us al st at us is i n d o u bt will b e r e q uir e d t o us e 
o n e of t h e n o n -estr o g e n h or m o n al hi g hl y eff e cti v e c o ntr a c e pti o n m et h o ds if t h e y 
wis h t o c o nti n u e t h eir H R T d uri n g t h e st u d y. O t h er wis e, t h e y m ust dis c o nti n u e 
H R T t o all o w c o nfir m ati o n of p ost m e n o p a us al st at us b ef or e st u d y  e nr oll m e nt.

R e q ui r e d C o nt r a c e pti v e M et h o d f o r M al e P a rti ci p a nts a n d F e m al e P a rti ci p a nts wit h 
C hil d b e a ri n g P ot e nti al

J a p a n es e m al e p arti ci p a nts m ust a gr e e t o c o n ti n u e a bsti n e n c e or us e c o n d o ms r e g ar dl ess if 
v as e ct o mi z e d d uri n g t h e r e q uir e d c o ntr a c e pti o n p eri o d. T o miti g at e ris k of e x p os ur e t o f et us 
d uri n g pr e g n a n c y , m al e p arti ci p a nts w h o h a v e a pr e g n a nt p art n er ar e n ot eli gi bl e f or t his 
st u d y.

F or J a p a n es e f e m al e p arti ci p a nts, f e m al e p arti ci p a nt wit h c hil d b e ari n g p ot e nti al m ust a gr e e t o 
c o nti n u e a bsti n e n c e or us e 2 m et h o ds t o e ns ur e c o ntr a c e pti o n d uri n g t h e r e q uir e d 
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c o ntr a c e pti o n p eri o d. O n e s h o ul d b e c h os e n fr o m pri m ar y  m et h o d a n d a n ot h er s h o ul d b e 
c h os e n fr o m s e c o n d ar y  m et h o d s h o w n b el o w. 

 Pri m ar y  m et h o d

o I ntr a ut eri n e d e vi c e

o H or m o n al c o ntr a c e pti o n ( or al, i nj e ct a bl e, i m pl a nt, i ntr a ut eri n e h or m o n e r el e asi n g 
s yst e m, D M P A [ d e p ot m e dr o x ypr o g est er o n e a c et at e] i nj e cti o n, pr o g est o g e n -o nl y  
pill [ e g, d es o g estr el])

o Bil at er al t u b al o c cl usi o n ( e g, bil at er al t u b al li g ati o n)

o V as e ct o mi z e d p art n er

 S e c o n d ar y  m et h o d

o C o n d o m

o Di a p hr a g m

R e q ui r e d C o nt r a c e pti o n P e ri o d

J a p a n es e p arti ci p a nts m ust i niti at e us e of c o ntr a c e pti v e m et h o d at l e ast 2 8 d a y s pri or t o t h e 
first d os e of t h e st u dy dr u g.

S c h e d ul e Of P r e g n a n c y T est

F or J a p a n es e f e m al e p arti ci p a nts wit h irr e g ul ar m e nstr u al c y cl e, pr e g n a n c y t est s h o ul d als o 
b e p erf or m e d at D a y  1 5 of e v er y c ycl e a n d 1 4 d a y s aft er t h e l ast d os e of l e n ali d o mi d e i n 
a d diti o n t o t h e ti mi n g d esi g n at e d i n t h e S o A .

C o n diti o n t o b e dis c h a r g e d

W h e n a p arti ci p a nt is dis c h ar g e d fr o m t h e h os pit al d uri n g t h e D L T e v al u ati o n p eri o d, t h e 
f oll o wi n g c o n diti o ns (t ests, m e di c al e x a mi n ati o n, et c.) s h o ul d b e p erf or m e d o n t h e d a y of t h e 
s c h e d ul e d dis c h ar g e b y t h e i n v esti g at ors, a n d t h e pr o pri et y of dis c h ar g e s h o ul d b e 
d et er mi n e d. T h e t ests/ m e di c al e x a mi n ati o ns w hi c h ar e n e e d e d t o c o nfir m t h e p arti ci p a nt’s 
st at us will b e c o n d u ct e d p er cli ni c al pr a cti c e i n t h e st u d y sit e as a p pr o pri at e.

 T h er e is n o c urr e nt cli ni c al l y si g nifi c a nt a d v ers e or si d e eff e cts, i n cl u di n g c yt o ki n e 
r el e as e s yn dr o m e, or m e di c al r e as o ns t h at r e q uir es m o nit ori n g i n a h os pit al s etti n g.

 If a cli ni c all y si g nifi c a nt a d v ers e or si d e eff e ct h as o c c urr e d or c o nti n u es t o b e 
pr es e nt, t h e i n v esti g at or h as d et er mi n e d t h at t h e e v e nt is m a n a g e a bl e b y a p pr o pri at e 
tr e at m e nt or pr o p hyl a xis i n a n o ut of t h e h os pit al s etti n g.

 O v er all p h ys i c al c o n diti o n is st a bl e a n d a c c e pt a bl e.
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 I n c as e of e m er g e n c y, t h e p arti ci p a nt m a y r et ur n t o t h e cli ni c al st u d y sit e or ot h er 
m e di c al i nstit uti o n. If p arti ci p a nts g o t o a m e di c al i nstit uti o n ot h er t h a n t h e cli ni c al 
st u d y sit e, t h e cli ni c al st u d y sit e as ks t h at t h e p arti ci p a nts c o nt a ct t h e st u d y sit e 
c o nt a ct i nf or m ati o n a n d st u d y  i n v esti g at or a n d t h e d o ct or at t h e m e di c al i nstit uti on 
will c o m m u ni c at e t o dis c uss a p pr o pri at e tr e at m e nts. A st u d y sit e k e e ps fl a m e w or k t o 
r e a dy f or e m er g e n c y sit u ati o ns t h at is a v ail a bl e e v e n d uri n g ni g hts a n d h oli d a ys, a n d 
t h e s p o ns or will e ns ur e t h at t h e s el e ct e d st u d y sit e will t h or o u g hl y f oll o w all 
p art i ci p a nts a c c or di n g t o st u d y pr o c e d ur es.

H B V M o nit o ri n g

F or t h e S o A a n d S e cti o n 8. 3. 4 Cli ni c al S af et y  La b or at or y  Ass ess m e nts, t h e f oll o wi n g 
a d diti o n al l a b or at or y  H B V m o nit ori n g d uri n g st u d y i nt er v e nti o n s h o ul d b e f oll o w e d as a 
pr e c a uti o n:

 F or p arti ci p a nts wit h a p ositi v e H B s A b a n d p ositi v e H B c A b t est b ut wit h a n e g ati v e 
H B V D N A t est at S cr e e ni n g, H B vir al l o a d s h o ul d b e m o nit or e d f or r e -a cti v ati o n 
e v er y  1 2 w e e ks. If H B V r el a ps e is o bs er v e d, t h e e v e nt s h o ul d b e c oll e ct e d i n t h e A E 
s e cti o n of t h e C R F, b ut t h e t est d at a will n o t b e r e q uir e d t o b e r e p ort e d o n t h e C R F. 
P arti ci p a nts wit h a n H Bs A b p ositi v e t est w h o h a v e b e e n v a c ci n at e d wit h H B V ar e 
e x e m pt fr o m t h e t esti n g of H B vir al l o a d.

 A d mi nistr ati o n of st u d y  i nt er v e nti o n will b e i nt err u pt e d f or a p arti ci p a nt wit h a n H B V 
vir al l o a d p ositi v e t est at a n y ti m e d uri n g t h e st u d y. St arti n g n u cl e osi d e a nt a g o nist 
a d mi nistr ati o n i m m e di at el y  s h o ul d b e c o nsi d er e d i n p ar all el wit h c o ns ult ati o n wit h a 
h e p at ol o gist i n a c c or d a n c e wit h t h e J a p a n es e S o ci et y  of H e m at ol o g y m a n a g e m e nt of 
h e p atitis B vir us i nf e cti o n. 
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1 0. 1 1. A p p e n di x 1 1: L u g a n o M o difi c ati o n of A n n A r b o r St a gi n g S yst e m ( f o r P ri m a r y 
N o d al L y m p h o m as )2 7

St a g e I n v ol v e me nt E xt r a n o d al ( E) St at us
Li mit e d
I O n e n o d e or gr o u p of a dj a c e nt n o d es Si n gl e e xtr a n o d al l esi o ns

wit h o ut n o d al i n v ol v e m e nt
II T w o or m or e n o d al gr o u ps o n t h e s a m e si d e of t h e 

di a p hr a g m
St a g e I or II b y n o d al e xt e nt wit h li mit e d 
c o nti g u o us e xtr a n o d al i n v ol v e m e nt

II b ul k y * II a s a b o v e wit h “ b ul k y ” dis e as e N ot a p pli c a bl e
A d v a n c e d
III N o d es o n b ot h si d es of t h e di a p hr a g m; n o d es 

a b o v e t h e di a p hr a g m wit h s pl e e n i n v ol v e m e nt
N ot a p pli c a bl e

I V A d diti o n al n o n c o nti g u o us e xtr al y m p h ati c 
i n v ol v e m e nt

N ot a p pli c a bl e

N O T E. E xt e nt of dis e as e is d et er mi n e d b y p ositr o n e missi o n t o m o gr a p h y – c o m p ut e d t o m o gr a p h y f or a vi d 
l y m p h o m as a n d c o m p ut e d t o m o gr a p h y f or n o n-a vi d hist ol o gi es. T o nsils, W al d e y er’s ri n g, a n d s pl e e n ar e 
c o nsi d er e d n o d al tiss u e.
* W h et h er st a g e II b ul k y dis e as e is tr e at e d as li mit e d or a d v a n c e d dis e as e m a y b e d et er mi n e d b y hist ol o g y 
a n d a n u m b er of pr o g n osti c f a ct ors.
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1 0. 1 2. A p p e n di x 1 2: L u g a n o C rit e ri a

C rit e ri a C R P R P D
L u g a n o a, 2 7 ,3 5 ,3 6 ,3 7 P E T -C T, s c or e 1, 2, 

or 3 * wit h or w it h o ut 
a r esi d u al m ass o n 
5 P S † O R o n C T, 
t ar g et n o d es/ n o d al 
m ass es m ust r e gr ess 
t o ≤ 1. 5 c m i n L Di

P E T -C T s c or e 4 or 5 
wit h r e d u c e d u pt a k e 
c o m p ar e d wit h 
b as eli n e a n d r esi d u al 
m ass( es) of a n y si z e. 
O R O n C T ≥ 5 0 % 
d e cr e as e i n S P D of u p 
t o 6 t ar g et m e as ur a bl e 
n o d es a n d e xtr a n o d al 
sit es

P E T -C T s c or e 4 or 5 wit h a n i n cr e as e i n 
i nt e nsit y of u pt a k e fr o m b as eli n e a n d/ or n e w 
F D G -a vi d f o ci c o nsist e nt wit h l y m p h o m a at 
i nt eri m or e n d-of -tr e at m e nt ass ess m e nt. O R O n 
C T, a n i n di vi d u al n o d e/l esi o n m ust b e 
a b n or m al wit h: L Di > 1. 5 c m  a n d i n cr e as e b y 
≥ 5 0 % f r o m P P D n a dir a n d a n i n cr e as e i n L Di 
or S Di fr o m n a dir 0. 5 c m f or l esi o ns ≤ 2 c m  
1. 0 c m f or l esi o ns > 2 c m

I n t h e s etti n g of s pl e n o m e g al y, t h e s pl e ni c 
l e n gt h m ust i n cr e as e b y > 5 0 % of t h e e xt e nt of 
its pri or i n cr e as e b e y o n d b as eli n e ( e g, a 1 5 c m  
s pl e e n m ust i n cr e as e t o > 1 6 c m). If n o pri or 
s pl e n o m e g al y, m ust i n cr e as e b y ≥ 2 c m  fr o m 
b as eli n e. N e w or r e c urr e nt s pl e n o m e g al y

N e w  or cl e ar pr o gr essi o n of pr e-e xisti n g n o n -
m e as ur e d l esi o ns

R e gr o wt h of pr e vi o usl y r es ol v e d l esi o ns

A n e w n o d e > 1. 5 c m i n a n y a xis or a n e w 
e xtr a n o d al sit e > 1. 0 c m  i n a n y a xis; if < 1. 0 c m  
i n a n y a xis, its pr es e n c e m ust b e u n e q ui v o c al 
a n d m ust b e attri b ut a bl e t o l y m p h o m a

Ass ess a bl e dis e as e of a n y si z e u n e q ui v o c all y 
attri b ut a bl e t o l y m p h o m a

A N D/ O R n e w or r e c urr e nt i n v ol v e m e nt of t h e 
b o n e
m arr o w

L Y RI C S a m e as L u g a n o S a m e as L u g a n o As wit h L u g a n o wit h t h e f oll o wi n g e x c e pti o ns:
I R
I R( 1): ≥ 5 0 % i n cr e as e i n S P D i n first 1 2 w e e k s
I R( 2): < 5 0 % i n cr e as e i n S P D wit h
a. N e w  l esi o n(s), or
b. ≥ 5 0 % i n cr e as e i n P P D of a l esi o n or s et of 

l esi o ns at a n y ti m e d uri n g tr eat m e nt
I R( 3): I n cr e as e i n F D G u pt a k e wit h o ut a 
c o n c o mit a nt i n cr e as e i n l esi o n si z e m e eti n g 
crit eri a f or P D

* A s c or e of 3 i n m a n y p ati e nts i n di c at es a g o o d pr o g n osis wit h st a n d ar d tr e at m e nt, es p e ci all y if at t h e ti m e of a n i nt eri m s c a n. 
H o w e v er, i n tri als i n v ol vi n g P E T w h er e d e-es c al ati o n is i n v esti g at e d, it m a y b e pr ef er a bl e t o c o nsi d er a s c or e of 3 as i n a d e q u at e 
r es p o ns e (t o a v oi d u n d ertr e at m e nt).

† P E T 5 P S: 1, n o u pt a k e a b o v e b a c k gr o u n d; 2, u pt a k e ≤ m e di asti n u m; 3, u pt a k e > m e di asti n u m b ut ≤ li v er; 4, u pt a k e gr e at er t h a n 

li v er; 5, u pt a k e m ar k e dl y hi g h er t h a n li v er ( 2- 3 ti m es S U V m a x i n n or m al li v er) a n d/ or n e w l esi o ns; X, n e w ar e as of u pt a k e 
u nli k el y t o b e r el at e d t o l y m p h o m a.
a Effi c a c y ass ess m e nts will b e m a d e a c c or di n g t o t h e P R o L o G C o ns e ns us I niti ati v e f or Cli ni c al a n d T e c h ni c al cl arifi c ati o ns f or 

t h e a p pli c ati o n of L u g a n o as r e p ort e d b y C h es o n et al., 2 0 1 42 7 , s u p porti v e p u bli c ati o ns Ri c ar d et al., 2 0 2 3 3 6 ,3 7
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1 0. 1 3. A p p e n di x 1 3: E C O G P e rf o r m a n c e St at us 3 8

G r a d e P e rf o r m a n c e st at us

0 F ull y  a cti v e, a bl e t o c arr y  o n all pr e-dis e as e p erf or m a n c e wit h o ut r estri cti o n

1 R estri ct e d i n p h y si c all y str e n u o us a cti vit y b ut a m b ul at or y a n d a bl e t o c arr y o ut 
w or k of a li g ht or s e d e nt ar y  n at ur e, e. g., li g ht h o us e w or k, offi c e w or k

2  A m b ul at or y  a n d c a p a bl e of all s elf c ar e b ut u n a bl e t o c arr y  o ut a ny w or k 
a cti viti es. U p a n d a b o ut m or e t h a n 5 0 % of w a ki n g h o urs

3 C a p a bl e of o nl y li mit e d s elf c ar e, c o nfi n e d t o b e d or c h air m or e t h a n 5 0 % of 
w a ki n g h o urs

4 C o m pl et el y  dis a bl e d. C a n n ot c arr y o n a n y s elf c ar e. T ot all y c o nfi n e d t o b ed or 
c h air

5 D e a d
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1 0. 1 4. A p p e n di x 1 4: I nt e r n ati o n al P r o g n osti c I n d e x (I PI)

 a g e ol d er t h a n 6 0

 l a ct at e d e hy d r o g e n as e l e v el hi g h er t h a n n or m al

 E C O G p erf or m a n c e st at us s c or e of 2 or gr e at er (s e e A p p e n di x 1 3 )

 st a g e III or I V dis e as e

 m or e t h a n o n e i n v ol v e d e xtr a n o d al dis e as e sit e

T h e I PI  gi v es o n e p oi nt f or e a c h of t h e a b o v e c h ar a ct eristi cs, f or a t ot al s c or e r a n gi n g fr o m 
z er o t o fi v e c orr el ati n g wit h t h e f oll o wi n g ris k gr o u ps:

 l o w ris k: 0– 1 p oi nts

 l o w-i nt er m e di at e ris k: 2 p oi nts

 hi g h -i nt er m e di at e ris k: 3 p oi nts

 hi g h ris k: 4 – 5 p oi nts
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1 0. 1 5. A p p e n di x 1 5: P r ot o c ol A m e n d m e nt Hist o r y

T h e pr ot o c ol a m e n d m e nt s u m m ar y  of c h a n g es t a bl e f or t h e c urr e nt a m e n d m e nt is l o c at e d 
dir e ctl y  b ef or e t h e T O C. T h e pr ot o c ol a m e n d m e nt s u m m ar y of c h a n g es t a bl es f or p ast 
a m e n d m e nt(s) c a n b e f o u n d b el o w:

A m e n d m e nt 1 ( 1 4 M a r c h 2 0 2 3)

O v er all R ati o n al e f or t h e A m e n d m e nt: T h e pri m ar y p ur p os e of t his a m e n d m e nt is t o c h a n g e 
P h as e 2 d osi n g of P F- 0 7 9 0 1 8 0 1 fr o m b o d y  w ei g ht-b as e d t o a fi x e d d osi n g a p pr o a c h. 
S u bst a nti al c h a n g es als o i m pl e m e nt e d at t his ti m e i n cl u d e t h e i n cl usi o n of HI V + p arti ci p a nts 
f or P h as e 2, r e visi o ns t o t h e c o ntr a c e pti o n r e q uir e m e nt a n d pr e g n a n c y pr e v e nti o n pl a n 
l a n g u a g e, a r e visi o n t o t h e d os e of p er mitt e d c orti c ost er oi ds, a r e d u cti o n i n E C G 
r e q uir e m e nts, a n d a d d e d r ef er e n c es t o P R o Lo G f or t h e a p pli c ati o n of L u g a n o effi c a c y  
ass ess m e nts.

Ot h er c orr e cti o ns or r e visi o ns w er e m a d e t o cl arif y or m or e c o m pl et el y d efi n e pr o c ess es.   

D es c ri pti o n of C h a n g e B ri ef R ati o n al e  S e cti o n # a n d N a m e

S u bst a nti al M o difi c ati o n(s)

F or P h as e 2: HI V +: 
P arti ci p a nts wit h a n 
u n d et e ct a bl e vir al l o a d a n d a 
C D 4 c o u nt ≥ 4 0 0 µ L ar e 
eli gi bl e. F or HI V p arti ci p a nts, 
C D 4 c o u nt a n d HI V vir al l o a d 
a d d e d t o t h e S O A a n d l a b 
ass ess m e nts ( C D 4 a n d HI V 
vir al l o a d t o b e d o c u m e nt e d i n 
t h e s o ur c e d o c u m e nts, ar e n ot 
r e q uir e d i n t h e C R F). D et ail 
a d d e d u n d er ris k f or i nf e cti o ns 
i n t h e S e cti o n: Ris k 
Ass ess m e nt.

T o b e i n cl usi v e of p arti ci p a nts w it h 
c o ntr oll e d HI V.  

S e cti o n 1. 1 S y n o psis; S e cti o n 1. 3 
S c h e d ul e of A cti viti es; S e cti o n 
2. 3 . 1 Ris k Ass ess m e nt; S e cti o n 
5. 2 E x cl usi o n Crit eri a; T a bl e 1 3 
St u d y -S p e cifi c Cli ni c al 
L a b or at or y Ass ess m e nts

E C G fr e q u e n c y of c oll e cti o n 
r e d u c e d.

T o si m plif y pr ot o c ol r e q uir e m e nts. 
T af asit a m a b is u nli k el y t o c a us e Q T c 
pr ol o n g ati o n p er U S PI a n d S m P C a n d 
d u e t o t h e n at ur e of b ei n g a m A b. T h e 
E C G of P F - 0 7 9 0 1 8 0 1 is alr e a d y 
s uffi ci e ntl y m o nit or e d at T m a x aft er 
t h e first d os e a n d m ulti pl e d os es at 
st e a d y st at e, a n d a f e w pr e -d o s e 
s a m pl es a n d as cli ni c all y i n di c at e d.

S e cti o n 1. 3 S c h e d ul e of 
A cti viti es

Pr e g n a n c y Pr e v e nti o n Pl a n 
l a n g u a g e u p d at e d t hr o u g h o ut 
t o r e m o v e r ef er e n c e t o R E M S 

T o r e c o n cil e diff eri n g r e gi o n al 
r e q uir e m e nts; R E M S is n ot s p e cifi c all y 
a p pli c a bl e f or t his st u d y.            

S e cti o n 2. 3. 1; S e cti o n 1 0 . 4
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P a g e 1 5 9

D es c ri pti o n of C h a n g e B ri ef R ati o n al e  S e cti o n # a n d N a m e

( Ris k E v al u ati o n Miti g ati o n 
Str at e g y).

M o difi e d P h as e 2 d osi n g of 
P F -0 7 9 0 1 8 0 1 fr o m b o d y 
w ei g ht -b as e d t o a fi x e d d osi n g 
a p pr o a c h.

T o h ar m o ni z e d osi n g of P F -0 7 0 1 8 0 1 
a cr oss st u di es a n d i n di c ati o ns

 B o d y  wei g ht w as n ot a si g nifi c a nt 
c o v ari at e o n cl e ar a n c e i n t h e 
P o p ul ati o n P K m o d el.

 Fi x e d d osi n g pr o vi d es a p ot e nti al 
l o wer i nt er -p ati e nt v ari a bilit y i n 
P K c o m p ar e d t o B W T b as e d 
d osi n g.   

S e cti o n 4. 3. 1 D osi n g R e gi m e ns 
of P F -0 7 9 0 1 8 0 1

P er m itt e d us e of s yst e mi c 
c orti c ost er oi ds h as b e e n 
r e d u c e d fr o m ≤ 2 0 m g/ d a y t o 
≤ 1 0 m g/ d a y of pr e d nis o n e or 
e q ui v al e nt.

T o mi ni mi z e p ot e nti al c o nf o u n di n g 
eff e cts of st er oi ds o n dis e as e u n d er 
st u d y.

S e cti o n 5. 2 E x cl usi o n crit eri a; 
S e cti o n 6. 9. 5 C orti c ost er oi ds

F or t h e a d mi nistr ati o n of P F -
0 7 9 0 1 8 0 1, a d d e d d et ail t o t h e 
s e nt e n c e t h at pr e m e di c ati o ns 
ar e n ot r e q uir e d f or P F -
0 7 9 0 1 8 0 1: ‘ b ut m a y b e 
a d mi nist er e d p er i nstit uti o n al 
g ui d eli n es at t h e i n v esti g at or’s 
dis cr eti o n a n d/ or if a pri or 
I R R h as b e e n e x p eri e n c e d’ 
a n d a d d e d d et ail r e g ar di n g t h e 
o bs er v ati o n p eri o d: ‘ F or at 
l e ast t h e first 4 i nf usi o ns of 
P F -0 7 9 0 1 8 0 1, t h e p arti ci p a nt 
is t o r e m ai n i n t h e cli ni c f or 
o bs er v ati o n f or at l e ast 1 h o ur 
aft er t h e i nf usi o n ( a n d t his 1 
h o ur m ust c o m pl et e pri or t o 
st arti n g t h e s u bs e q u e nt 
t af asit a m a b i nf usi o n).’      

F or t h e a d mi nistr ati o n of 
t af asit a m a b, t h e s e nt e n c e 
‘ A p pr o xi m at el y 6 0 mi n ut es
m ust el a ps e aft er t h e 
c o m pl eti o n of P F -0 7 9 0 1 8 0 1 
pri or t o t h e st art of t h e 
i nf usi o n of t af asita m a b' h as 
b e e n d el et e d. 

T o cl arif y a d mi nistr ati o n of 
pr e m e di c ati o ns a n d o bs er v ati o n p eri o d 
f or P F-0 7 9 0 1 8 0 1.    

S e cti o n 2. 3. 1; S e cti o n 6. 1. 1. 1 P F -
0 7 9 0 1 8 0 1; S e cti o n 6. 1. 1. 2 
T af asit a m a b
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D es c ri pti o n of C h a n g e B ri ef R ati o n al e  S e cti o n # a n d N a m e

A ‘ us er-d e p e n d e nt’ m et h o d 
( wit h b arri er) wa s a d d e d t o 
t h e c urr e ntl y m or e r estri cti v e 
( hi g hl y eff e cti v e, n o n-us er 
d e p e n d e nt) l a n g u a g e. 

F or gr e at er i n cl usi o n of w o m e n of 
c hil d -b e ari n g p ot e nti al, a ‘ us er -
d e p e n d e nt’ m et h o d ( w it h barri er) is 
a d d e d t o t h e c urr e ntl y m or e r estri cti v e 
( hi g hl y eff e cti v e, n o n-us er d e p e n d e nt) 
l a n g u a g e. T his b ett er c orr es p o n ds wit h 
p ot e nti al r e gi o n -s p e cifi c l e n ali d o mi d e 
pr e g n a n c y pr e v e nti o n pr o gr a ms a n d 
pr o vi d es a p pr o pri at e o pti o ns f or 
w o m e n aft er t h e c o m pl eti o n of 
l e n ali d o mi d e b ut c o nti n ui n g ot h er 
st u d y dr u gs.    

S e cti o n 1 0. 4. 2 F e m al e P arti ci p a nt 
R e pr o d u cti v e I n cl usi o n Crit eri a

A d d e d: I n a d diti o n, f or 
L e n ali d o mi d e t h e Pr e g n a n c y 
Pr e v e nti o n Pl a n ( P P P) a n d 
a n y ot h er a p pli c a bl e pr o gr a m 
r e q uir e d c o ntr a c e pti v e 
m et h o ds m ust b e f oll o w e d 
( whi c h e v er is m ost stri n g e nt).

T o cl arif y t h at t h e m ost stri n g e nt 
c o ntr a c e pti v e m et h o d (r el e v a nt f or t h e 
r e gi o n) m ust b e f oll o we d.

S e cti o n 1 0. 4. 4 C o ntr a c e pti o n 
M et h o ds

A d d e d l a n g u a g e: F or 
c o ntr a c e pti o n m et h o ds, r ef er 
als o t o t h e r e gi o n -s p e cifi c P P P 
e d u c ati o n al m at eri als as 
s u p pli e d b y t h e S p o ns or.  

T o cl arif y t h at P P P e d u c ati o n al 
m at eri als will b e s u p pli e d b y t h e 
S p o ns or a n d will b e s p e cifi c b y r e gi o n.

S e cti o n 1 0. 4. 5, Fi g ur e 4. 
Pr e g n a n c y Pr e v e nti o n Pl a n 
Al g orit h m

Utili z ati o n of ‘tw o  eff e cti v e 
c o ntr a c e pti v e m et h o ds’ h as 
b e e n r e vis e d t o ‘ hi g hl y 
eff e cti v e c o ntr a c e pti o n 
m et h o d(s) as p er t h e P P P or 
ot h er a p pli c a bl e pr o gr a ms …’

T o r e c o n cil e diff eri n g r e gi o n al 
r e q uir e m e nts.            

S e cti o n 1 0. 4. 5 L e n ali d o mi d e 
Pr e g n a n c y Pr e v e nti o n Pr o gr a m

N ot es u p d at e d f or 
r eti c ul o c yt es: t o b e p erf or m e d 
at b as eli n e; cli ni c all y 
i n di c at e d is n o w d efi n e d as 
w h e n t h er e is ≥ Gr a d e 2 
a n e mi a).

T o pr o vi d e a b as eli n e f or e v e nt u al l at er 
a b n or m al r es ults.

T a bl e 1 3 St u d y -S p e cifi c Cli ni c al 
L a b or at or y Ass ess m e nts

A d d e d: ‘ Effi c a c y ass ess m e nts 
will b e m a d e a c c or di n g t o t h e 
P R o L o G C o ns e ns us I niti ati v e 
f or Cli ni c al a n d T e c h ni c al 
cl arifi c ati o ns f or t h e 
a p pli c ati o n of L u g a n o  as 
r e p ort e d b y C h es o n et al., 
2 0 1 4 , s u p p orti v e p u bli c ati o ns
Ri c ar d et al., 2 0 2 3 )’

T o i n cl u d e r ef er e n c e t o t h e P R o L o G 
g ui d a n c e d o c u m e nts w hi c h pr o vi d e 
g ui d a n c e f or c o nsist e nt a p pli c ati o n of 
t h e L u g a n o cl assifi c ati o n. 

A p p e n di x 1 2: L u g a n o Crit eri a
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D es c ri pti o n of C h a n g e B ri ef R ati o n al e  S e cti o n # a n d N a m e

N o n -S u bst a nti al M o difi c ati o n(s)

Pr ot o c ol s y n o psis w as 
s h ort e n e d, t h e t a bl e ‘ St u d y 
I nt er v e nti o ns Cl assifi e d as 
NI M Ps/ A x M Ps’ a n d t h e 
s e cti o n Et hi c al C o nsi d er ati o ns 
w er e als o a d d e d t o t h e 
s y n o psis. 

T o c o m pl y wit h r e g ul at or y 
r e q uir e m e nts c o n c er ni n g l e n gt h of 
pr ot o c ol s y n o psis. 

S e cti o n 1. 1 S y n o psis

U p d at e d ‘ E B V p ositi v e 
D L B C L of t h e el d erl y’ t o 
‘ E B V p ositi v e D L B C L’, 
‘ d o u bl e’ or ‘tri pl e hit’ 
D L B C L u p d at e d t o ‘ Hi g h -
gr a d e l y m p h o m a (f or m erl y 
k n o w n as ‘ d o u bl e or ‘tri pl e 
hit’ D L B C L)’ a n d t h e 
r ef er e n c e d ( c urr e nt) e diti o n of 
t h e W H O cl assifi c ati o n 
a d d e d; C N S l y m p h o m a 
cl arifi e d as ‘i n v ol v e m e nt –
pr es e nt or p ast m e di c al 
hist or y’ 

T o b e c o nsist e nt wit h t h e m ost r e c e nt 
W H O Cl assifi c ati o n of L y m p h oi d 
N e o pl as ms.  

S e cti o n 1. 1 S y n o psis; S e cti o n 5. 1 
I n cl usi o n Crit eri a

E x cl usi o n of a cti v e G V H D 
h as b e e n d el et e d

T o si m plif y e nr ol lm e nt crit eri a; a cti v e 
G V H D is n ot e x p e ct e d t o b e r el e v a nt i n 
t his p o p ul ati o n ( pri or all o g e n ei c 
tr a ns pl a nt is e x cl u d e d).

S e cti o n 1. 1 S y n o psis; S e cti o n 5. 2 
E x cl usi o n Crit eri a

Di a g n osti c C T s c a n a d d e d t o 
E n d of Tr e at m e nt a n d i n 
p ar e nt h esis at L T F U o n t h e 
S O A 

T o c orr e ct pr e vi o us o missi o n; C T s c a n 
is als o t o b e c oll e ct e d at e n d of 
tr e at m e nt i m a gi n g t o g et h er wit h P E T, 
a n d is r e q uir e d d uri n g L T F U if/ w h e n a 
p arti ci p a nt is dis c o nti n u e d pri or t o 
pr o gr essi o n.  

S e cti o n 1. 3 S c h e d ul e of 
A cti viti es; S e cti o n 8. 1. 2 F oll o w -
u p Visits a n d L T F U

A d d e d d et ail r e g ar di n g 
s a m pl e a n d pl a n n e d us e, 
t o g et h er wit h bl o o d bi o m ar k er 
s a m pl es, f or s p e cifi e d g e n eti c 
r es e ar c h

T o cl arif y t h at bi o m ar k er 
s a m pl es m a y als o b e us e d f or s p e cifi e d 
g e n eti c r es e ar c h.

S e cti o n 1. 3 S c h e d ul e of 
A cti viti es, S e cti o ns 8. 7 
Bi o m ar k ers, 8. 7. 6  S a m pl e 
f or M at c h e d C o ntr ol a n d 
S p e cifi e d G e n eti c R es e ar c h

A d d e d d et ail t o t h e s e nt e n c e 
t h at I nf usi o n R el at e d R e a cti o n 
(I R R) h as n ot b e e n pr e v al e nt 
‘ w h e n a d mi nist er e d wit h 
pr e m e di c ati o ns’ 

T o cl arif y a v ail a bl e d at a r e g ar di n g 
i nf usi o n r el at e d r e a cti o ns.

S e cti o n 2. 3. 1

A d d e d t o cli ni c al 
p h ar m a c ol o g y s e cti o n d et ails 

T o pr o vi d e m or e c o m p r e h e nsi v e d et ail 
r e g ar di n g a nti-t af asit a m a b a nti b o di es  

S e cti o n 2. 3. 3. 2
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D es c ri pti o n of C h a n g e B ri ef R ati o n al e  S e cti o n # a n d N a m e

r e g ar di n g a nti-t af asit a m a b 
a nti b o di es

A d d e d d et ails t o t h e 
c ar di o v as c ul ar e x cl usi o n 
crit eri o n.

T o b ett er cl arif y 
c ar di a c/ c ar di o v as c ul ar/t hr o m b o e m b oli c 
e x cl usi o n l a n g u a g e, i n cl u di n g t h e n o n -
e x cl usi o n of atri al fi brill at i o n.

S e cti o n 5. 2 E x cl usi o n Crit eri a

A d d e d l a n g u a g e t h at 
e q ui v al e nt pr e m e di c ati o ns 
i n cl u d e v ari ati o ns t o t h e st at e d 
d u e t o t h e f or m ul ati o ns 
a v ail a bl e l o c all y a n d or i n 
a c c or d a n c e w it h i nstit uti o n al 
g ui d eli n es.

T o cl arif y t h at e q ui v al e nt 
pr e m e di c ati o ns t o t h os e s p e cifi e d m a y 
b e us e d. 

S e cti o n 6. 0, T a bl e 5 St u d y 
I nt er v e nti o ns Cl assifi e d as 
NI M Ps/ A x M Ps; S e cti o n 6. 1. 1. 2 
T af asit a m a b

A d d e d d et ail t o i nstr u cti o n 
r e g ar di n g miss e d d os es of 
L e n ali d o mi d e.

T o pr o vi d e f urt h er cl arifi c ati o n, as 
fr o m t h e pr o d u ct S m P C.

S e cti o n 6. 1. 1. 3 L e n ali d o mi d e

A d d e d d et ail ‘r a di o gr a p hi c 
i ma g es utili z e d f or effi c a c y 
ass ess m e nts m a y b e c oll e ct e d 
a n d st or e d b y a n i n d e p e n d e nt 
t hir d p art y i m a gi n g 
l a b or at or y, (s e e I m a gi n g 
M a n u al f or d et ails).’

T o cl arif y t h at s c a ns m a y b e c oll e ct e d 
a n d st or e d b y a t hir d p art y i m a gi n g 
l a b or at or y.

S e cti o n 8. 2 Effi c a c y Ass ess m e nts

A d d e d d et ail r e g ar di n g 
o pti o ns f or C T s c a n c o ntr ast: 
a b d o mi n al a n d p el vi c C T 
s c a ns s h o ul d b e p erf or m e d 
wit h or al or I V c o ntr ast. 

T o cl arif y t h at I V c o ntr ast m a y als o b e 
us e d f or a b d o mi n al or p el vi c C T s c a ns. 

S e cti o n 8. 2. 1 C o m p ut e d 
T o m o gr a p h y S c a ns

S y m b ol c orr e cti o n: f e v ers of 
 3 8. 0 ° C, n ot ≥ 3 8. 0 ° C.

T o c orr e ct t h e d efi niti o n of B -
S y m pt o ms.

S e cti o n 8. 3. 6 B -S y m pt o ms

D el et e d n ot e f or W B C 
diff er e nti al: ‘ P er c e nt t o b e 
c oll e ct e d o nl y if a bs ol ut e 
v al u es ar e n ot a v ail a bl e.’

Alt er n ati v e l a b a P T T h as b e e n 
a d d e d.

T o cl arif y t h at p er c e nt will n ot b e a n 
o pti o n i n t h e C R F. Sit es wit h o ut 
a bs ol ut e v al u es will c al c ul at e t h e 
a bs ol ut e v al u es as p er i nstr u cti o ns i n 
t h e C R F C o m pl eti o n G ui d a n c e 
d o c u m e nt.

T o pr o vi d e m or e fl e xi bilit y f or sit es.

T a bl e 1 3 St u d y -S p e cifi c Cli ni c al 
L a b or at or y Ass ess m e nts

Mi n or u p d at es a n d 
cl arifi c ati o ns

Mi n or u p d at es or cl arifi c ati o ns w er e 
m a d e f or a c c ur a c y a n d c o nsist e n c y.

T hr o u g h o ut pr ot o c ol

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 6 3

1 0. 1 6. A p p e n di x 1 6: A b b r e vi ati o ns

T h e f oll o wi n g is a list of a b br e vi ati o ns t h at m a y  b e us e d i n t h e pr ot o c ol. 

A b b r e vi ati o n T e r m
~ a p pr o xi m at el y
% p er c e nt or p er c e nt a g e
5 P S 5 -p oi nt s c al e
A b a nti b o d y
A D A a nti dr u g a nti b o di es
A D C C a nti b o d y -d e p e n d e nt c ell -m e di at e d c y t ot o xi cit y
A D C P a nti b o d y -d e p e n d e nt c ell -m e di at e d p h a g o c y t osis
A E a d v ers e e v e nt
AI D S a c q uir e d i m m u n o d efi ci e n c y  sy n dr o m e
A KI a c ut e ki d n e y  i nj ur y
A L P al k ali n e p h os p h at as e
A L T al a ni n e a mi n otr a nsf er as e
A M L a c ut e m y el oi d l e u k e mi a
A N C a bs ol ut e n e utr o p hil c o u nt
a P T T a cti v at e d p arti al t hr o m b o pl asti n
A S C O A m eri c a n S o ci et y of Cli ni c al O n c ol o g y
A S C T a ut ol o g o us st e m c ell tr a ns pl a nt ati o n
A S T as p art at e a mi n otr a nsf er as e
A S T C T T h e A m eri c a n S o ci et y f or Tr a ns pl a nt ati o n a n d C ell ul ar T h er a p y
A U C ar e a u n d er t h e c ur v e
A V atri o v e ntri c ul ar
A x M P a u xili ar y  m e di ci n al pr o d u ct
B C L B -c ell l y m p h o m a
B O R b est o v er all r es p o ns e
B P bl o o d pr ess ur e
b p m b e ats p er mi n ut e
B R b est r es p o ns e
B W T b o d y  w ei g ht
C # C y cl e 1, 2, 3, et c.
C A R -T c hi m eri c a nti g e n r e c e pt or T -c ell
C B C c o m pl et e bl o o d c o u nt
C D C C e nt er f or Dis e as e C o ntr ol

C F R C o d e of F e d er al R e g ul ati o ns
CI c o nfi d e n c e i nt er v al
CI O M S C o u n cil f or I nt er n ati o n al Or g a ni z ati o ns of M e di c al S ci e n c es
C K cr e ati n e ki n as e
C K D c hr o ni c ki d n e y  dis e as e
C m a x m a xi m u m o bs er v e d c o n c e ntr ati o n
C N S c e ntr al n er v o us s ys t e m
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A b b r e vi ati o n T e r m
C O N S O R T C o ns oli d at e d St a n d ar ds of R e p orti n g Tri als
C O VI D -1 9 c or o n a vir us dis e as e 2 0 1 9
C R c o m pl et e r es p o ns e
Cr Cl cr e ati ni n e cl e ar a n c e
C R F c as e r e p ort f or m
C R O c o ntr a ct r es e ar c h or g a ni z ati o n
C R S c y t o ki n e r el e as e sy n dr o m e
C R R c o m pl et e r es p o ns e r at e
C S R Cli ni c al St u d y  R e p ort
C T c o m p ut e d t o m o gr a p h y/ cli ni c al tri al
C T C A E C o m m o n T er mi n ol o g y  Crit eri a f or A d v ers e E v e nts
C T C L c ut a n e o us T -c ell l y m p h o m a

C TI S Cli ni c al Tri al I nf or m ati o n S y st e m
C V c o effi ci e nt of v ari ati o n
D # D a y  1, 2, 3, et c.
D C T d at a c oll e cti o n t o ols
D DI dr u g -dr u g i nt er a cti o n
DI LI dr u g -i n d u c e d li v er i nj ur y
D L d os e l e v el
D L B C L diff us e l ar g e B c ell l y m p h o m a
D L R D os e L e v el R e vi e w 
D L T d os e -li miti n g t o xi cit y
D o C R d ur ati o n of c o m pl et e r es p o ns e
D o R d ur ati o n of r es p o ns e
D R E S S dr u g r e a cti o n wit h e osi n o p hili a a n d s y st e mi c s y m pt o m s
D U dis p e ns a bl e u nit
D V T d e e p v ei n t hr o m b osis
E B V E pst ei n -B arr vir us
E C et hi cs c o m mitt e e
E C G el e ctr o c ar di o gr a m 
E c h o e c h o c ar di o gr a m
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 Cr Cl esti m at e d cr e ati ni n e cl e ar a n c e
e C R F el e ctr o ni c c as e r e p ort f or m
E D B e x p os ur e d uri n g br e astf e e di n g
E D P e x p os ur e d uri n g pr e g n a n c y
E -D M C E xt er n al D at a M o nit ori n g C o m mitt e e
e G F R esti m at e d gl o m er ul ar filtr ati o n r at e
EI E q ui v al e n c e I nt er v al
E OI e n d of i nf usi o n
E O T e n d of tr e at m e nt
E PI E pi d e mi ol o g y  C oll a b or ati o n
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A b b r e vi ati o n T e r m
e S A E el e ctr o ni c s eri o us a d v ers e e v e nt
E U E ur o p e a n U ni o n
E U C T E ur o p e a n U ni o n Cli ni c al Tri als
E u dr a C T E ur o p e a n U ni o n Dr u g R e g ul ati n g A ut h oriti es Cli ni c al Tri als ( E ur o p e a n 

Cli ni c al Tri als D at a b as e)
F c fr a g m e nt of t h e i m m u n o gl o b uli n t h at is e n c o d e d b y c o nst a nt ( c) g e n es

F c R F c r e c e pt or
F c R n n e o n at al F c r e c e pt or
F D G fl u or o d e o xy gl u c os e
F F P E f or m ali n-fi x e d p ar affi n-e m b e d d e d
FI H first-i n-h u m a n
FI S H Fl u or es c e n c e i n sit u h y bri di z ati o n
F L f olli c ul ar l ym p h o m a
F S H f olli cl e-sti m ul ati n g h or m o n e
F U f oll o w-u p
G # C T C A E Gr a d e 1, 2, et c
G C P G o o d Cli ni c al Pr a cti c e
G -C S F gr a n ul o c y t e c ol o ny -sti m ul ati n g f a ct or,
G G T g a m m a -gl ut a m y l tr a nsf er as e
G V H D gr aft -v ers us -h ost dis e as e
H B c A b h e p atitis B c or e a nti b o d y
H Bs A b h e p atitis B s urf a c e a nti b o d y
H Bs A g h e p atitis B s urf a c e a nti g e n
H B V h e p atitis B vir us
H C V h e p atitis C vir us
HI V h u m a n i m m u n o d efi ci e n c y vir us
H L H o d g ki n l y m p h o m a
H R h a z ar d r ati o, h e art r at e
H R T h or m o n e r e pl a c e m e nt t h er a p y
I B I n v esti g at or’s Br o c h ur e
I C D i nf or m e d c o ns e nt d o c u m e nt
I C H I nt er n ati o n al C o u n cil f or H ar m o nis ati o n of T e c h ni c al R e q uir e m e nts f or 

P h ar m a c e uti c als f or H u m a n Us e
I D i d e ntifi c ati o n
I g A i m m u n o gl o b uli n A
I g G i m m u n o gl o b uli n G
I g M i m m u n o gl o b uli n M
I Mi D i m m u n o m o d ul at or y i mi d e dr u g
I M P i n v esti g ati o n al m e di ci n al pr o d u ct
I ND I n v esti g ati o n al N e w Dr u g
I N R i nt er n ati o n al n or m ali z e d r ati o
I P i n v esti g ati o n al pr o d u ct
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A b b r e vi ati o n T e r m
I P A L I n v esti g ati o n al Pr o d u ct A c c o u nt a bilit y L o g
I PI I nt er n ati o n al Pr o g n osti c I n d e x
I R i m m u n e r es p o ns e
I RB I nstit uti o n al R e vi e w B o ar d
I R R i nf usi o n r el at e d r e a cti o n
I R T I nt er a cti v e R es p o ns e T e c h n ol o g y
I V i ntr a v e n o us
L B B B l eft b u n dl e br a n c h bl o c k
L D H l a ct at e d e hy d r o g e n as e
L Di l o n g est di a m et er
L F T li v er f u n cti o n t est
L T F U L o n g -T er m F oll o w -U p
L V E F l eft v e ntri c ul ar ej e cti o n fr a cti o n
M e d D R A M e di c al Di cti o n ar y  f or R e g ul at or y A cti viti es
M D R M e di c al D e vi c e R e g ul ati o n
M M m ulti pl e m y el o m a
M o A m e c h a nis m of a cti o n
M QI m e di c all y  q u alifi e d i n di vi d u al
M RI m a g n eti c r es o n a n c e i m a gi n g
M T D m a xi m u m t ol er at e d d os e
m T PI m o difi e d t o xi cit y  pr o b a bilit y i nt er v al
M U G A m ulti g at e d a c q uisiti o n s c a n
N, n n u m b er
N A n ot a p pli c a bl e
N A b n e utr ali zi n g a nti b o di es
N B F n e utr al -b uff er e d f or m ali n
N CI N ati o n al C a n c er I nstit ut e
N H L n o n -H o d g ki n L y m p h o m a
NI M P n o n -i n v esti g ati o n al m e di ci n al pr o d u ct
N K n at ur al kill er
N O S n ot ot h er wis e s p e cifi e d
O R o bj e cti v e r es p o ns 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 A C L Pr ot o c ol A d mi nistr ati v e C h a n g e L ett er
P D p h ar m a c o d y n a mi cs(s), pr o gr essi v e dis e as e
P E p h y si c al e x a mi n ati o n
P E T p ositr o n e missi o n t o m o gr a p h y
P F S pr o gr essi o n -fr e e s ur vi v al
PI Pri n ci p al I n v esti g at or
P K p h ar m a c o ki n eti c(s)
P O b y m o ut h
P R p arti al r es p o ns e/ p uls e r at e
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A b b r e vi ati o n T e r m
P P D pr o d u ct of t h e p er p e n di c ul ar di a m et ers
P P P pr e g n a n c y  pr e v e nti o n pl a n
R P 2 D r e c o m m e n d e d P h as e 2 d os e
R P 3 D r e c o m m e n d e d P h as e 3 d os e
P S S A Pfi z er's S eri o us A d v ers e E v e nt S u b missi o n Assist a nt
p T t ar g et pr o b a bility
P T pr ot hr o m bi n ti m e
P T C L p eri p h er al T -c ell l y m p h o m a
P T T p arti al t hr o m b o pl asti n ti m e
P V C pr e m at ur e v e ntri c ul ar c o ntr a cti o n
Q 2 W o n c e e v er y  t w o w e e ks
Q 1 2 W o n c e e v er y  1 2 w e e ks
Q D o n c e d ail y 
Q T c c orr e ct e d Q T i nt er v al
Q T c F Q T c ( Fri d eri ci a m et h o d)
Q T L q u alit y  t ol er a n c e li mit
Q W o n c e w e e kl y
R -C H O P rit u xi m a b, c ycl o p h os p h a mi d e, d o x or u bi ci n, vi n cristi n e, pr e d nis ol o n e
R -C H P rit u xi m a b, c ycl o p h os p h a mi d e, d o x or u bi ci n, pr e d nis ol o n e
R B C r e d bl o o d c ell
R -D H A P rit u xi m a b, d e x a m et h as o n e, c yt ar a bi n e, cis pl ati n
R E M S Ris k E v al u ati o n a n d Miti g ati o n Str at e g y
R -G e m O x rit u xi m a b, g e m cit a bi n e a n d o x ali pl ati n
R -I CE rit u xi m a b, if osf a mi d e, c ar b o pl ati n, et o p osi d e
R N A ri b o n u cl ei c a ci d
R/ R r el a ps e d/r efr a ct or y
S A E s eri o us a d v ers e e v e nt
S A P St atisti c al A n al y sis Pl a n
S A R S -C o V -2 s e v er e a c ut e r es pir at or y s yn dr o m e c or o n a vir us 2
S cr s er u m cr e ati ni n e
S c y s s er u m c yst ati n C
S D st a bl e dis e as e, st a n d ar d d e vi ati o n
S Di s h ort di a m et er
SJ S St e v e ns -J o h ns o n s yn dr o m e
S m P C S u m m ar y  of Pr o d u ct C h ar a ct eristi cs
SI R P si g n al r e g ul at or y pr ot ei n
S o A s c h e d ul e of a cti viti es
S O P st a n d ar d o p er ati n g pr o c e d ur e
S P D s u m of t h e pr o d u ct of t h e di a m et ers
S R S D Si n gl e r ef er e n c e S af et y D o c u m e nt
S SI D si n gl e s u bj e ct i d e ntifi er
S U S A R S us p e ct e d U n e x p e ct e d S eri o us A d v ers e R e a cti o n
t½ t er mi n al eli mi n ati o n h alf-lif e
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A b b r e vi ati o n T e r m
S U V m a x m a xi m u m st a n d ar d u nit v al u e
T bili t ot al bilir u bi n

T E A E tr e at m e nt-e m er g e nt a d v ers e e v e nt 
T E N t o xi c e pi d er m al n e cr olys is
T L S t u m or l ysi s s yn dr o m e
T m a x ti m e t o m a xi m u m c o n c e ntr ati o n
T o C t a bl e of c o nt e nt
T X tr e at m e nt
U L N u p p er li mit of n or m al
U P M u nit pr o b a bilit y  m ass
U S U nit e d St at es
U S PI U nit e d St at e Pr es cri bi n g I nf or m ati o n
U V B ultr a vi ol et B

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

W B C w hit e bl o o d c ell
W H O W orl d H e alt h Or g a ni z ati o n
W O C B P w o m a n/ w o m e n of c hil d b e ari n g p ot e nti al
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1 1. R E F E R E N C E S

1 S us a ni b ar -A d a ni y a  S, B art a S K. 2 0 2 1 U p d at e o n Diff us e l ar g e B c ell ly m p h o m a: A 
r e vi e w of c urr e nt d at a a n d p ot e nti al a p pli c ati o ns o n ris k str atifi c ati o n a n d m a n a g e m e nt. 
A m J H e m at ol. 2 0 2 1; 9 6( 5): 6 1 7 - 2 9.

2 P e y r a d e F, J ar di n F, Giss el br e c ht C, et al. Rit u xi m a b a n d R e d u c e d D os e C H O P ( R -mi ni -
C H O P) f or P ati e nts O v er 8 0 Y e ars wit h Diff us e L ar g e B- C ell L y m p h o m a ( D L B C L) –
Gr o u p e d' Et u d e D es L y m p h o m es D e l' A d ult e ( G E L A) St u d y  LN H 0 3 -7 B. Bl o o d. 
2 0 1 0; 1 1 6( 2 1): A bstr a ct 8 5 3.

3 S e h n L a uri e H., H ert z b er g M ar k, O p at St e p h e n, et al. P ol at u z u m a b V e d oti n Pl us 
B e n d a m usti n e a n d Rit u xi m a b i n R el a ps e d/ R efr a ct or y  Diff us e L ar g e B-C ell L y m p h o m a: 
U p d at e d R es ults of a P h as e I b/II R a n d o mi z e d St u d y  a n d Pr eli mi n ar y R es ults of a 
Si n gl e -Ar m E xt e nsi o n. Bl o o d. 2 0 2 0; 1 3 6 S u p pl 1: 1 7 - 1 9.

4 S e h n L a uri e H., H err er a Al e x F., Fl o w ers C hrist o p h er R., et al. P ol at u z u m a b V e d oti n i n 
R el a ps e d or R efr a ct or y  Diff us e L ar g e B-C ell L y m p h o m a. J Cli n O n c ol. 2 0 2 0 ;
3 8( 2): 1 5 5 - 1 6 5.

5 Till y  H, M ors ch h a us er F, S e h n L H, et al. P ol at u z u m a b V e d oti n i n Pr e vi o usl y  U ntr e at e d 
Diff us e L ar g e B- C ell L y m p h o m a. N E n gl J M e d. 2 0 2 2; 3 8 6( 4): 3 5 1 - 6 3.

6 S all es G, D u ell J, G o n z al e z B ar c a E, et al. T af asit a m a b pl us l e n ali d o mi d e i n r el a ps e d or 
r efr a ct or y diff us e l ar g e B-c e ll l ym p h o m a ( L -MI N D): a m ulti c e ntr e, pr os p e cti v e, si n gl e -
ar m, p h as e 2 st u d y. L a n c et O n c ol. 2 0 2 0; 2 1( 7): 9 7 8 - 8 8.

7 H o y  S M. T af asit a m a b: First A p pr o v al. Dr u gs. 2 0 2 0; 8 0( 1 6): 1 7 3 1- 3 7.

8 L o c k e, G h o b a di, J a c o bs o n, et al. L o n g -t er m s af ety a n d a cti vit y of a xi c a bt a g e n e 
cil ol e u c el i n r efr a ct or y  l ar g e B-c ell l y m p h o m a ( Z U M A - 1): a si n gl e- ar m, m ulti c e ntr e, 
p h as e 1 – 2 tri al. L a n c et O n c ol o g y , 2 0 1 9; 2 0 1: 3 1-4 2.

9 P a c k a g e I ns ert - Y E S C A R T A (f d a. g o v) .

1 0 P at el, Z o n d er, S a n o, et al. C D 4 7 -Bl o c k er T TI -6 2 2 S h o ws Si n gl e -A g e nt A cti vit y  i n 
P ati e nts wit h A d v a n c e d R el a ps e d or R efr a ct or y  Ly m p h o m a: U p d at e fr o m t h e O n g oi n g 
First -i n-H u m a n D os e Es c al ati o n St u d y . Bl o o d. 2 0 2 1; 1 3 8: 3 5 6 0.

1 1 M a n g el b er g er D, A u gs b er g er C, L a n d gr af K, et al. Bl o c k a d e of t h e C D 4 7/ SI R P α 
C h e c k p oi nt P ot e nti at es t h e A nti -T u m or Effi c a c y  of T af asit a m a b. Bl o o d. 2 0 2 0; 1 3 6: 1 1-
1 2.

                                                

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 7 0

1 2 H ort o n H M, B er n ett MJ, P o n g E, et al. P ot e nt i n vitr o a n d i n vi v o a cti vit y  of a n F c-
e n gi n e er e d a nti -C D 1 9 m o n o cl o n al a nti b o d y  a g ai n st l ym p h o m a a n d l e u k e mi a. C a n c er 
R es. 2 0 0 8; 6 8( 1 9): 8 0 4 9 -5 7.

1 3 G a r ci a z S, C os o D, S c hi a n o d e C ol ell a J M, et al. L e n ali d o mi d e f or t h e tr e at m e nt of B -
c ell l y m p h o m a. E x p ert O pi n I n v esti g Dr u gs. 2 0 1 6; 2 5( 9): 1 1 0 3 - 1 6.

1 4 C h es o n Br u c e D., N o w a k o ws ki Gr z e g or z, S all es Gill es. Diff us e l ar g e B -c ell l y m p h o m a: 
n e w t ar g ets a n d n o v el t h er a pi es. Bl o o d C a n c er J o ur n al. 2 0 2 1; 1 1: 6 8

1 5 C h a o M P, Ali z a d e h A A, T a n g C, et al. T h er a p e uti c a nti b o d y t ar g eti n g of C D 4 7 
eli mi n at es h u m a n a c ut e l y m p h o bl asti c l e u k e mi a. C a n c er R es. 2 0 1 1; 7 1( 4): 1 3 7 4 - 8 4.

1 6 C h a o M P, Ali z a d e h A A, T a n g C, et al. A nti- C D 4 7 a nti b o d y s yn er gi z es wit h rit u xi m a b 
t o pr o m ot e p h a g o c yt osis a n d er a di c at e n o n-H o d g ki n l y m p h o m a. C ell. 2 0 1 0; 1 4 2( 5): 6 9 9 -
7 1 3.

1 7 J ais w al S, J a mi es o n C H, P a n g W W, et al. C D 4 7 is u pr e g ul at e d o n cir c ul ati n g 
h e m at o p oi eti c st e m c ells a n d l e u k e mi a c ells t o a v oi d p h a g o c y t osis. C ell. 
2 0 0 9; 1 3 8( 2): 2 7 1 - 8 5.

1 8 M aj eti R, C h a o M P, Ali z a d e h A A, et al. C D 4 7 is a n a d v ers e pr o g n osti c f a ct or a n d 
t h er a p e uti c a nti b o d y t ar g et o n h u m a n a c ut e my el oi d l e u k e mi a st e m c ells. C ell. 
2 0 0 9; 1 3 8( 2): 2 8 6 - 9 9.

1 9 P etr o v a P S, Vill er N N, W o n g M, et al. T TI- 6 2 1 ( SIR P al p h a F c): A C D 4 7- Bl o c ki n g 
I n n at e I m m u n e C h e c k p oi nt In hi bit or wit h Br o a d A ntit u m or A cti vit y  a n d Mi ni m al 
Er y t hr o c yt e Bi n di n g. Cli n C a n c er R es. 2 0 1 7; 2 3( 4): 1 0 6 8- 7 9.

2 0 R e vli mi d, I N N -l e n ali d o mi d e ( e ur o p a. e u).

2 1 C h e n N, Z h o u S, P al mis a n o M. Cli ni c al P h ar m a c o ki n eti cs a n d P h ar m a c o d y n a mi cs of 
L e n ali d o mi d e. Cli n P h ar m a c o ki n et. 2 0 1 7; 5 6( 2): 1 3 9- 5 2.

2 2 MI NJ U VI, I N N -t af asit a m a b ( e ur o p a. e u).

2 3 G a n g ar aj u R a d hi k a, B h ati a S mit a, K e n zi k K ell y . V e n o us-T hr o m b o e m b olis m i n El d erl y  
P ati e nts wit h Diff us e L ar g e B C ell L y m p h o m a. Bl o o d. 2 0 2 0; 1 3 6 S u p pl 1: 4 - 4

2 4 B ast uji -G ari n S, R z a n y  B, St er n R S, et al. Cli ni c al cl assifi c ati o n of c as es of t o xi c 
e pi d er m al n e cr ol ys is, St e v e ns-J o h ns o n s yn dr o m e, a n d er y t hr o d er m a m ultif or m e. Ar c h 
D er m at ol. 1 9 9 3; 1 2 9: 9 2 -9 6.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 7 1

2 5 C h o u d h ar y  S o n al, M c L e o d Mi c h a el, T or c hi a D a ni el e, et al. Dr u g R e a cti o n wit h 
E osi n o p hili a a n d S y st e mi c S ym pt o ms ( D R E S S) S y n dr o m e. J o ur n al of Cli ni c al a n d 
A est h eti c D er m at ol o g y . 2 0 1 3; 6(6): 3 1 - 7

2 6 H o w ar d S C, J o n es D P, P ui C H. T h e t u m or l y sis s yn dr o m e. N E n gl J M e d. 
2 0 1 1; 3 6 4( 1 9): 1 8 4 4 - 5 4.

2 7 C h e s o n B D, Fis h er RI, B arri n gt o n S F, et al. R e c o m m e n d ati o ns f or i niti al e v al u ati o n, 
st a gi n g, a n d r es p o ns e ass ess m e nt of H o d g ki n a n d n o n- H o d g ki n l y m p h o m a: t h e L u g a n o 
cl assifi c ati o n. J Cli n O n c ol. 2 0 1 4; 3 2( 2 7): 3 0 5 9- 6 8.

2 8 L e e MJ, K off J L,  S wit c h e n k o J M, et al. G en o m e -d efi n e d Afri c a n a n c estr y  is ass o ci at e d 
wit h disti n ct m ut ati o ns a n d w ors e s ur vi v al i n p ati e nts wit h diff us e l ar g e B -c ell 
l ym p h o m a. C a n c er. 2 0 2 0; 1 2 6( 1 5): 3 4 9 3 - 5 0 3.

2 9 Al a g gi o R, A m a d or A, A n a g n ost o p o ul os et al. T h e 5t h e diti o n of t h e W orl d H e alt h 
Or g a ni z a ti o n Cl assifi c ati o n of H a e m at oly m p h oi d T u m o urs: L y m p h oi d N e o pl as ms. 
L e u k e mi a 2 0 2 2; 3 6( 7): 1 7 2 0- 4 8

3 0 I nt er pr et ati o n of H e p atitis B S er ol o gi c T est R es ults. D e p art m e nt of H e alt h & H u m a n 
S er vi c es, C e nt ers f or Dis e as e C o ntr ol a n d Pr e v e nti o n. A v ail a bl e fr o m: 
C D C _ H e p atitis B _ S er ol o gi c T est _ F a ct S h e et 9.i n d d. A c c ess e d o n: 2 3 M ar 2 0 2 2.

3 1 I nt er pr et ati o n of R es ults of T ests f or H e p atitis C Vir us ( H C V) I nf e cti o n a n d F urt h er 
A cti o ns. D e p art m e nt of H e alt h & H u m a n S er vi c es, C e nt ers f or Dis e as e C o ntr ol a n d 
Pr e v e nti o n. A v ail a bl e fr o m: h c v _ gr a p h. p df ( c d c. g o v). A c c ess e d o n: 2 3 M ar 2 0 2 2.

3 2 N e el a p u S S, T u m m al a S, K e bri a ei P, et al. C hi m eri c a nti g e n r e c e pt or T -c ell t h er a p y -
ass ess m e nt a n d m a n a g e m e nt of t o xi citi es. N at R e v Cli n O n c ol. 2 0 1 8; 1 5( 1): 4 7 - 6 2.

3 3 N e el a p u S S. M a n a gi n g t h e t o xi citi es of C A R T ‐ c ell t h er a py. H e m at ol o gi c al o n c ol o g y. 
2 0 1 9; 3 7: 4 8 - 5 2.

3 4 I n k er L A et al. N e w cr e ati ni n e- a n d c y st ati n C -b as e d e q u ati o ns t o esti m at e G F R wit h o ut 
r a c e. N E n gl J M e d. 2 0 2 1; 3 8 5: 1 7 3 7- 4 9.

3 5 C h es o n B D et al. R efi n e m e nt of t h e L u g a n o Cl assifi c ati o n l y m p h o m a r es p o ns e crit eri a 
i n t h e er a of i m m u n o m o d ul at or y t h er a p y. Bl o o d. 2 0 1 6; 1 2 8( 2 1): 2 4 8 9- 2 4 9 6.

3 6 Ri c ar d F, C h es o n B, B arri n gt o n S et al. A p pli c ati o n t h e L u g a n o Cl assifi c ati o n f or I niti al 
E v al u ati o n, St a gi n g, a n d R es p o ns e Ass ess m e nt of H o d g ki n a n d N o n -H o d g ki n 
L y m p h o m a: T h e P R o L o G C o ns e ns us I niti ati v e ( P art 1 - Cli ni c al). J N u cl M e d. 2 0 2 3; 
6 4: 1 0 2 - 0 8

3 7 Ri c ar d F, B arri n gt o n S, K or n R et al. A p pli c ati o n of t h e L u g a n o Cl assifi c ati o n f or I niti al  
E v al u ati o n, St a gi n g, a n d R es p o ns e Ass ess m e nt of H o d g ki n a n d N o n -H o d g ki n 

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)



P F -0 7 9 0 1 8 0 1
Pr ot o c ol C 4 9 7 1 0 0 3
Pr ot o c ol A m e n d m e nt 2 , 0 9 D e c 2 0 2 4

P FI Z E R C O N FI D E N TI A L
C T 0 2 -G S O P O n c ol o g y Cli ni c al Pr ot o c ol T e m pl at e ( 0 1 A pril 2 0 2 2)

P a g e 1 7 2

L y m p h o m a: T h e P R o L o G C o ns e ns us I niti ati v e ( P art 2 - T e c h ni c al). J N u cl M e d. 
2 0 2 3; 6 2 - 2 3 9- 4 3.

3 8 O k e n M M, Cr e e c h R H, T or m e y  D C, et al. T o xi cit y a n d r es p o ns e crit eri a of t h e E ast er n 
C o o p er ati v e O n c ol o g y  Gr o u p. A m J Cli n O n c ol; 1 9 8 2; 5( 6)( D e c): 6 4 9- 5 5.

0
9
0
1
7
7
e
1
a
2
5
8
b
7
2
1\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

D
ec

-
2
0
2
4 

0
5:

5
7 

(
G

M
T)


	TABLE OF CONTENTS
	LIST OF TABLES
	Table 1. Study Schedule of Assessment
	Table 2. Clinical Activity with PF-07901801 Monotherapy at Doses Ranging from 0.8-18 mg/kg - Study C4971001 (as of 12 April 2021)
	Table 3. Provisional Dose Levels PF-07901801 in Dose-Escalation
	Table 4. Study Intervention(s) - IMP
	Table 5. Study Interventions Classified as NIMPs/AxMPs
	Table 6. Dose Modifications for Related Hematologic Toxicities
	Table 7. Dose Modifications for Non-Hematologic Toxicities
	Table 8. Dose Modifications for Lenalidomide Toxicities
	Table 9. Dose Modifications for Infusion-Related Reactions
	Table 10. Reductions for Lenalidomide
	Table 11. Sample Size and 95% CI for ORR based on Wilson Method (with Continuity Correction)
	Table 12. mTPI-2 Decision Rules (pT=0.3, e1=0.05, e2=0.05)
	Table 13. Study-Specific Clinical Laboratory Assessments

	LIST OF FIGURES
	Figure 1. PF-07901801 Structure and Mechanism of Action
	Figure 2. PF-07901801 Binds Minimally to Human Red Blood Cells
	Figure 3. In Vitro and In Vivo Anti-Tumor Activity of PF-07901801
	Figure 4. Pregnancy Prevention Plan Algorithm

	1. PROTOCOL SUMMARY
	1.1. Synopsis
	1.2. Schema
	1.3. Schedule of Activities

	2. INTRODUCTION
	2.1. Study Rationale
	2.2. Background
	2.2.1. Drug Mechanism of Action - PF-07901801
	2.2.2. Nonclinical Overview of PF-07901801
	2.2.3. Clinical Overview
	2.2.3.1. Clinical Safety
	2.2.3.2. Clinical Activity
	2.2.3.3. Clinical Pharmacology
	2.2.3.3.1. PF-07901801
	2.2.3.3.2. Tafasitamab
	2.2.3.3.3. Lenalidomide
	2.2.3.3.4. Drug-Drug Interactions Between PF-07901801 and Tafasitamab or Lenalidomide



	2.3. Benefit/Risk Assessment
	2.3.1. Risk Assessment
	2.3.2. Benefit Assessment
	2.3.3. Overall Benefit/Risk Conclusion


	3. OBJECTIVES, ENDPOINTS, AND ESTIMANDS
	4. STUDY DESIGN
	4.1. Overall Design
	4.2. Scientific Rationale for Study Design
	4.2.1. Diversity of Study Population
	4.2.2. Dose Level Review Meeting
	4.2.3. Choice of Contraception/Barrier Requirements
	4.2.4. Collection of Retained Research Samples

	4.3. Justification for Dose
	4.3.1. Dosing Regimens of PF-07901801
	4.3.2. Dosing regimen of Tafasitamab and Lenalidomide
	4.3.3. Criteria for Dose Escalation
	4.3.4. Dose Limiting Toxicity Definition
	4.3.4.1. Hematological DLTs
	4.3.4.2. Non-Hematologic DLTs

	4.3.5. Maximum Tolerated Dose

	4.4. End of Study Definition

	5. STUDY POPULATION
	5.1. Inclusion Criteria
	5.2. Exclusion Criteria
	5.3. Lifestyle Considerations
	5.3.1. Contraception
	5.3.2. Photosensitivity

	5.4. Screen Failures

	6. STUDY INTERVENTION(S) AND CONCOMITANT THERAPY
	6.1. Study Intervention(s) Administered
	6.1.1. Administration
	6.1.1.1. PF-07901801
	6.1.1.2. Tafasitamab
	6.1.1.3. Lenalidomide


	6.2. Preparation, Handling, Storage and Accountability
	6.2.1. Preparation and Dispensing

	6.3. Assignment to Study Intervention
	6.4. Blinding
	6.5. Study Intervention Compliance
	6.6. Dose Modification
	6.6.1. Dose-Modification Guidelines
	6.6.2. Re-Treatment After Toxicity

	6.7. Continued Access to Study Intervention After the End of the Study
	6.8. Treatment of Overdose
	6.9. Prior and Concomitant Therapy
	6.9.1. Prohibited Inhibitors/Inducers
	6.9.1.1. PF-07901801
	6.9.1.2. Tafasitamab
	6.9.1.3. Lenalidomide

	6.9.2. Other Prohibited and/or Limited Use of Anti-Tumor/Anti-Cancer or Experimental Drugs or Procedures
	6.9.3. Supportive Care
	6.9.4. Hematopoietic Growth Factors and Blood Product Transfusions
	6.9.5. Corticosteroids
	6.9.6. Infection Prophylaxis and Vaccines
	6.9.7. Surgery
	6.9.8. Radiotherapy


	7. DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT DISCONTINUATION/WITHDRAWAL
	7.1. Discontinuation of Study Intervention
	7.1.1. COVID-19

	7.2. Participant Discontinuation/Withdrawal From the Study
	7.2.1. Withdrawal of Consent

	7.3. Lost to Follow-Up

	8. STUDY ASSESSMENTS AND PROCEDURES
	8.1. Administrative Procedures
	8.1.1. Screening and Baseline Procedures
	8.1.2. Follow-Up Visits and LTFU

	8.2. Efficacy Assessments
	8.2.1. Computed Tomography Scans
	8.2.2. Positron Emission Tomography Scans

	8.3. Safety Assessments
	8.3.1. Physical Examinations
	8.3.2. Vital Signs
	8.3.2.1. Blood Pressure and Pulse Rate
	8.3.2.2. Temperature and Respiratory Rate

	8.3.3. Electrocardiograms
	8.3.4. Clinical Safety Laboratory Assessments
	8.3.4.1. Alternative Facilities for Clinical Safety Laboratory Assessment

	8.3.5. Pregnancy Testing
	8.3.6. B-Symptoms

	8.4. Adverse Events, Serious Adverse Events, and Other Safety Reporting
	8.4.1. Time Period and Frequency for Collecting AE and SAE Information
	8.4.1.1. Reporting SAEs to Pfizer Safety
	8.4.1.2. Recording Nonserious AEs and SAEs on the CRF

	8.4.2. Method of Detecting AEs and SAEs
	8.4.3. Follow-Up of AEs and SAEs
	8.4.4. Regulatory Reporting Requirements for SAEs
	8.4.5. Environmental Exposure, Exposure During Pregnancy or Breastfeeding, and Occupational Exposure
	8.4.5.1. Exposure During Pregnancy
	8.4.5.2. Exposure During Breastfeeding
	8.4.5.3. Occupational Exposure

	8.4.6. Cardiovascular and Death Events
	8.4.7. Disease-Related Events and/or Disease-Related Outcomes Not Qualifying as AEs or SAEs
	8.4.8. Adverse Events of Special Interest
	8.4.8.1. Lack of Efficacy

	8.4.9. Medical Device Deficiencies
	8.4.10. Medication Errors

	8.5. Pharmacokinetics
	8.6. Genetics
	8.6.1. Specified Genetics
	8.6.2. Retained Research Samples for Genetics

	8.7. Biomarkers
	8.7.1. Blood Sample for Circulating Biomarker Analysis
	8.7.2. Blood Sample for CD47 Receptor Occupancy Analysis
	8.7.3. Blood Sample for
	8.7.4. Blood Sample for
	8.7.5. Blood Sample for Specified Genetic Research
	8.7.6. Sample for Matched Control and Specified Genetic Research
	8.7.7. Blood Sample for  Analysis
	8.7.8. Tumor Tissue for Genetic/Biomarker Analysis

	8.8. Immunogenicity Assessments
	8.8.1. Anti-PF-07901801 Antibody (ADA) and Neutralizing Anti-PF-07901801 Antibody (NAb)
	8.8.2. Anti-Tafasitamab Antibody (ADA) and Neutralizing Anti-Tafasitamab Antibody (NAb)

	8.9. Pharmacodynamics

	9. STATISTICAL CONSIDERATIONS
	9.1. Health Economics
	9.2. Statistical Hypothesis
	9.2.1. Primary Estimands
	9.2.1.1. Phase 1b Primary Estimand
	9.2.1.2. Phase 2 Primary Estimand


	9.3. Analysis Sets
	9.4. Statistical Analyses
	9.4.1. General Considerations
	9.4.2. Primary Endpoints/Analysis
	9.4.2.1. Phase 1b
	9.4.2.2. Phase 2

	9.4.3. Secondary Endpoints/Analysis
	9.4.3.1. Efficacy Analyses
	9.4.3.2. Safety Analyses
	9.4.3.2.1. Adverse Events
	9.4.3.2.2. Laboratory Test Abnormalities

	9.4.3.3. Pharmacokinetic Analyses for PF-07901801
	9.4.3.4. Immunogenicity Analyses for PF-07901801

	9.4.4. Tertiary/Exploratory Endpoint(s) Analysis
	9.4.5. Other Safety Analyses
	9.4.5.1. Electrocardiogram Analyses

	9.4.6. Other Analyses

	9.5. Interim Analyses
	9.6. Sample Size Determination
	9.7. Statistical Methods and Decision Criteria

	10. SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS
	10.1. Appendix 1: Regulatory, Ethical, and Study Oversight Considerations
	10.1.1. Regulatory and Ethical Considerations
	10.1.1.1. Reporting of Safety Issues and Serious Breaches of the Protocol or ICH GCP

	10.1.2. Financial Disclosure
	10.1.3. Informed Consent/Assent Process
	10.1.4. Data Protection
	10.1.5. Committees Structure
	10.1.6. Dissemination of Clinical Study Data
	10.1.7. Data Quality Assurance
	10.1.8. Source Documents
	10.1.9. Use of Medical Records
	10.1.10. Study and Site Start and Closure
	10.1.11. Publication Policy
	10.1.12. Sponsor’s Medically Qualified Individual

	10.2. Appendix 2: Clinical Laboratory Assessments
	10.3. Appendix 3: Adverse Events: Definitions and Procedures for Recording, Evaluating, Follow-Up, and Reporting
	10.3.1. Definition of AE
	10.3.2. Definition of an SAE
	10.3.3. Recording/Reporting and Follow-Up of AEs and/or SAEs During the Active Collection Period
	10.3.4. Reporting of SAEs

	10.4. Appendix 4: Contraceptive and Barrier Guidance
	10.4.1. Male Participant Reproductive Inclusion Criteria
	10.4.2. Female Participant Reproductive Inclusion Criteria
	10.4.3. Woman of Childbearing and Non-Childbearing Potential
	10.4.4. Contraception Methods
	10.4.5. Lenalidomide Pregnancy Prevention Program

	10.5. Appendix 5: Genetics
	10.6. Appendix 6: Liver Safety: Suggested Actions and Follow-Up Assessments
	10.7. Appendix 7: Kidney Safety: Monitoring Guidelines
	10.7.1. Laboratory Assessment of Change in Kidney Function and Detection of Kidney Injury
	10.7.2. Age-Specific Kidney Function Calculation Recommendations
	10.7.2.1. Adults (18 Years and Above)—2021 CKD-EPI Equations

	10.7.3. Adverse Event Grading for Kidney Safety Laboratory Abnormalities

	10.8. Appendix 8: ECG Findings of Potential Clinical Concern
	10.9. Appendix 9: Prohibited Concomitant Medications That May Result in DDI
	10.10. Appendix 10: Country-Specific Requirements
	10.10.1. France
	10.10.2. Japan

	10.11. Appendix 11: Lugano Modification of Ann Arbor Staging System (for Primary Nodal Lymphomas)27
	10.12. Appendix 12: Lugano Criteria
	10.13. Appendix 13: ECOG Performance Status
	10.14. Appendix 14: International Prognostic Index (IPI)
	10.15. Appendix 15: Protocol Amendment History
	10.16. Appendix 16: Abbreviations

	11. REFERENCES



