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Cli ni c al St u d y P r ot o c ol
Cli ni c al St u d y P r ot o c ol 
N u m b e r

M S 2 0 1 9 2 2 - 0 0 0 1

Titl e A n O p e n -L a b el St u d y of t h e S af et y , Tol er a bilit y , a n d 
P h ar m a c o ki n eti c/ P h ar m a c o d y n a mi c Pr ofil e of M 4 3 4 4 (f or m erly 
V X -8 0 3) as a S i n gl e A g e nt a n d i n C o m bi n ati o n wit h C yt ot o xi c 
C h e m ot h er a p y i n P arti ci p a nt s wit h A d v a n c e d S oli d T u m ors

P h as e I

I N D N u m b e r

E u d r a C T N u m b e r 2 0 1 4- 0 0 3 8 3 8- 8 6

C o o r di n ati n g 
I n v esti g at o r

T el e p h o n e: 

S p o ns o r I n t h e U K, S p ai n, a n d th e N et h erl a n ds: 
M er c k K G a A
Fr a n kf urt er Str ass e 2 5 0 
D ar mst a dt, G er m a n y

I n t h e U S A a n d C a n a d a : 
E M D S er o n o R es e ar c h & D e v el o p m e nt I nstit ut e, I n c. , 
A n affili at e of M er c k K G a A, D ar mst a dt, G er m a n y
4 5 A Mi d dl es e x T ur n pi k e
Bi ll eri c a, M A, U S A

M e di c al R es p o nsi bl e:

M er c k K G a A, Fr a n kf urt er Str ass e 2 5 0, 6 4 2 9 3 D ar mst a dt, 
G er m a n y
T el e p h o n e: 
F a x: 

Cli ni c al St u d y P r ot o c ol 
V e rsi o n

2 9 J a n u ar y 2 0 2 0 V ersi o n 8 . 0 i n cl u di n g A m e n d m e nt 7

R e pl a c es V e rsi o n 2 8 A pril 2 0 1 9 V ersi o n 7 . 0 i n cl u di n g A m e n d m e nt 6

D o c u m e nt N o. 

O bj e ct N o. 

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

P r ot o c ol Hist o r y

V er si o n N u m b er T y p e V er si o n D at e

1. 0 Ori gi n al Pr ot o c ol 1 9 -S e p -2 0 1 4

2. 0 Gl o b al A m e n d m e nt 1 1 4 -N o v -2 0 1 4

3. 0 Gl o b al A m e n d m e nt 2 3 1 -A u g -2 0 1 5

4. 0 Gl o b al A m e n d m e nt 3 0 3 -J u n -2 0 1 6

5. 0 Gl o b al A m e n d m e nt 4 1 6 -A u g -2 0 1 7

6. 0 Gl o b al A m e n d m e nt 5 0 2 -F e b -2 0 1 8

7. 0 Gl o b al A m e n d m e nt 6 2 8 -A pr -2 0 1 9

8. 0 Gl o b al A m e n d m e nt 7 2 9- J a n -2 0 2 0

P r ot o c ol V e rsi o n [ 8. 0 ] (2 9 J a n u a r y 2 0 2 0 )

T his a m e n d m e nt is s u bst a nti al b as e d o n t h e crit eri a i n Arti cl e 1 0( a) of Dir e cti v e 2 0 0 1/ 2 0/ E C of 
t h e E ur o p e a n P arli a m e nt a n d t h e C o u n cil of t h e E ur o p e a n U ni o n.

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 his a m e n d m e nt s er v es m ai nl y  to cl arif y  th at e v al u ati o n of a dr u g h oli d a y  sc h e d ul e m a y  be 
c o n d u ct e d i n p ar all el t o ot h er p arts of t h e st u d y. T o f a cilit at e t h at, dr u g h oli d a y  sc h e d ul es ar e 
d efi n e d a n d arr a n g e d i n a n e w P art A 3.

F urt h er m or e , t his a m e n d m e nt i n c or p or at es cl arifi c ati o ns a n d c h a n g es t o all o w i n v esti g ati v e sit es 
a d diti o n al e as e i n e nr olli n g a n d a d h eri n g t o t h e pr ot o c ol.

S e cti o n # a n d N a m e D e s cri pti o n of C h a n g e Bri ef R ati o n al e

T hr o u g h o ut w h er e a p pli c a bl e R e or g a ni z ati o n of dr u g h oli d a y 
s c h e d ul e e v al u ati o n i n s e p ar at e 
P art A 3 , wit h m et h o d ol o g y, 
o bj e cti v e s / e n d p oi nt s, S o A s, et c. 
s p e cifi e d.

T o cl arif y t h at t h e e v al u ati o n of a dr u g 
h oli d a y s c h e d ul e m a y b e p erf or m e d 
i n d e p e n d e nt fr o m c o n d u ct of P art s C

T hr o u g h o ut w h er e a p pli c a bl e A d diti o n al P art s C 4, C 5, C 6 
a d d e d a s o pti o n al e x p a n si o n 
c o h ort s f or P art A 3 si mil ar t o P art 
A 2 wit h P art s C 1, C 2, a n d C 3, 
t h e s e ar e c oll e cti v el y r ef err e d t o 
a s “ P art s C ”.

T o a d d t h at a d o s e a n d/ or s c h e d ul e 
t h at h a s b e e n e x pl or e d i n o pti o n al 
e x p a n si o n P art A 3 b ut i s diff er e nt 
fr o m t h at e v al u at e d i n P art s C 1, C 2, 
a n d C 3 m a y b e e v al u at e d i n f urt h er 
P art s C.

S y n o p si s Pl a n n e d st u d y a n d 
tr e at m e nt d ur ati o n p er p arti ci p a nt

T h e pr e s cr e e ni n g a n d S cr e e ni n g 
p eri o d s m er g e d i nt o 1 S cr e e ni n g 
p eri o d wit h a d ur ati o n of 4 2 d a y s 
f or P art s C.

T o cl arif y a n d si m plif y t h e S cr e e ni n g 
pr o c e d ur e s f or P art s C

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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S e cti o n # a n d N a m e D e s cri pti o n of C h a n g e Bri ef R ati o n al e

T a bl e 2 S c h e d ul e of A s s e s s m e nt s: 
S cr e e ni n g ( P art s C ) 5. 2. 8 
S cr e e ni n g

5. 3. 1 I n cl u si o n Crit eri a # 2

5. 4 Crit eri a f or I niti ati o n of st u d y 
tr e at m e nt

7. 1 S c h e d ul e of a s s e s s m e nt s

7. 2 D e m o gr a p hi c a n d ot h er 
b a s eli n e c h ar a ct eri sti c s

7. 7. 5 A s s e s s m e nt of bi o m ar k er s f or 
P art s C: Eli gi bilit y Crit eri a

S y n o p si s: Pl a n n e d n u m b er of 
p arti ci p a nt s

U p d at e d t h e n u m b er of 
p arti ci p a nt s f or P art s A 3 a n d n e w 
C p art s

T o a dj u st a c c or di n g t o n e w p art s C 4 - 6

T a bl e 7 Tr e at m e nt a n d F oll o w- u p 
P eri o d ( M 4 3 4 4 si n gl e a g e nt 
t h er a p y i n e x p a n si o n P art s C 1, C 2, 
a n d C 3 )

R e m o v e d e v al u ati o n s o n D a y 2 
i n C y cl e 1 i n P art s C 1 , C 2, a n d 
C 3

T h e C 1 D 2 a s s e s s m e nt s s er v e f or P K
a n d a d diti o n al s af et y l a b s. Si n c e t h e 
d o s e u s e d i n P art s C 1, C 2, a n d C 3 
h a s b e e n e x pl or e d i n P art A 2 a n d 
d e cl ar e d s af e, t h e s e ar e n ot n e e d e d

S e cti o n 3. 1 S ci e ntifi c R ati o n al e A d d e d i nf or m ati o n r e g ar di n g 
pr e v al e n c e of m ut ati o n s.

T o e n h a n c e r ati o n al e cl arit y.

S e cti o n 3. 2 T o xi c ol o g y a n d 
C o m p o u n d S af et y

U p d at e d M 6 6 2 0 e x p o s ur e 
i nf or m ati o n.

F or a c c ur a c y of d at a.

S e cti o n s 5. 1. 2 P art A 2, 5. 1. 3 P art 
A 3

A d d e d t h at “ C a n di d at e 
p arti ci p a nt s wit h a d v a n c e d s oli d 
t u m ors c arr yi n g alt er ati o n s t h at 
ar e s u s p e ct e d t o s e n siti z e f or 
tr e at m e nt wit h a n A T R i n hi bit or 
( e s p e ci all y t h o s e d efi n e d f or t h e 
P art s C) m a y b e pr ef er e nti all y 
e nr oll e d.”

T o i n cr e a s e t h e p ot e nti al f or b e n efit of 
p arti ci p ati n g p ati e nt s

S e cti o n 5. 1. 3 P art A 3 A d d e d t h at t h e p ur p o s e of 
P art A 3 i s t o i n v e sti g at e dr u g 
h oli d a y d o si n g s c h e d ul e s wit h 
t h e g o al of i m pr o v e d l o n g-t er m 
t ol er a bilit y r el ati v e t o c o nti n u o u s 
r e gi m e n s i n P art A 2, cl arifi e d t h e 
b a si s f or d et er mi n ati o n of R P 2 D 
f or P art A 3 , d o si n g s c h e d ul e 
pl a n, a n d o utli n e d e nr oll m e nt 
pri oriti z ati o n b et w e e n P art s A 3 
a n d C.

F or cl arifi c ati o n.

S e cti o n 5. 1. 3 P art A 3, 

5. 2. 1 R ati o n al e of st u d y d e si g n

8. 2 S a m pl e si z e

8. 5. 7. 2 S af et y i n P art s A 2 a n d A 3

A d d e d B a y e si a n o pti m al i nt er v al 
m o d el ( B OI N) f or d o s e e s c al ati o n 
i n P art A 3

T o i n cr e a s e fl e xi bilit y a n d b ett er 
o p er ati n g c h ar a ct eri sti c s c o m p ar e d t o 
3 + 3 d e si g n

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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S e cti o n # a n d N a m e D e s cri pti o n of C h a n g e Bri ef R ati o n al e

S e cti o n 5. 1. 5 All P art s C

S e cti o n 6. 3 A s si g n m e nt t o 
tr e at m e nt gr o u p s

A d d e d t h at P art s C 1, C 2, a n d C 3 
m a y b e i niti at e d i n p ar all el or i n a 
st a g g er e d m a n n er u si n g a d o s e 
a n d s c h e d ul e d et er mi n e d t o b e a 
R P 2 D i n eit h er P art A or P art A 2 
at t h e di s cr eti o n of t h e S p o n s or 
a n d I n v e sti g at or s. A d diti o n al
P art s C 4, C 5 or C 6 u si n g d o s e s
a n d s c h e d ul e s d et er mi n e d t o b e 
R P 2 D i n P art A3 m a y b e i niti at e d 
at a n y ti m e.

T o cl arif y d et a il s of c o n d u ct of P art s C

S e cti o n 5. 1. 5 All P art s C; Fi g ur e 5 A d d e d a s c h e m ati c of eli gi bilit y 
a s s e s s m e nt s f or P art s C.

F or cl arifi c ati o n.

S e cti o n 5. 2. 2 R ati o n al e f or St u d y 
Dr u g D o s e a n d D ur ati o n

A d d e d t h at if t h e BI D or Q D 
r e gi m e n i s u nf a v or a bl e , n e w
d o si n g s c h e d ul e s, u si n g dr u g 
h oli d a y s c h e d ul e s, m a y b e 
e x pl or e d i n P art A 3 at t h e 
di s cr eti o n of t h e S p o n s or a n d 
I n v e sti g at or s.

D e p e n di n g o n t h e R P 2 D a n d M T D 
o bt ai n e d i n P art A 2 wit h a BI D or Q D 
r e gi m e n, t h er e mi g ht b e a d e sir e t o 
e x pl or e dr u g h oli d a y s c h e d ul e s. 

5. 2. 8 S cr e e ni n g A d d e d t h at S cr e e ni n g F ail ur e s 
f or P art C m a y b e c o n si d er e d f or 
p arti ci p ati o n i n P art A 3 a n d 
i n di c at e d a s s e s s m e nt s t h at 
s h o ul d b e r e p e at e d.

F or cl arifi c ati o n.

7. 5. 2. 1 Pr e g n a n c y A d d e d l a ct ati o n st at e m e nt. F or cl arif i c ati o n a n d ali g n m e nt wit h I B.

7. 5. 2. 2 C o ntr a c e pti o n A d d e d t h at stri ct c o ntr a c e pti o n 
u s e d uri n g d o si n g a n d f or at l e a st 
6 m o nt h s aft er t h e l a st d o s e of 
M 4 3 4 4 i s r e q uir e d. Al s o 
r e c o m m e n d e d t h at p arti ci p a nt s 
s h o ul d b e i nf or m e d t h at f ertilit y 
mi g ht b e i m p air e d l o n g -t er m a n d 
m a y o pt t o cr y o pr e s er v e s p er m 
or o v a pri or t o tr e at m e nt.

F or cl arifi c ati o n a n d ali g n m e nt wit h I B.

S e cti o n 6. 6. 1 P er mitt e d 
M e di c ati o n s

C o n c o mit a nt m e di c ati o n s s u c h 
a s l e u pr oli d e, g o s er eli n , 
tri pt or eli n, hi str eli n, d e g ar eli x, 
a bir at er o n e, e n z al ut a mi d e, a n d 
nil ut a mi d e a d d e d f or p arti ci p a nt s 
wit h pr o st at e c a n c er

T o m ai nt ai n a c a str at e l e v el of 
t e st o st er o n e i n p arti ci p a nt s wit h 
pr o st at e c a n c er

S e cti o n 7. 6. 1. 3 P h ar m a c o ki n eti c 
S a m pli n g: P art A 3

T a bl e 1 7 P h ar m a c o ki n eti c 
s a m pli n g s c h e d ul e f or P art A 3

T a bl e 1 8 P h ar m a c o ki n eti c 
s a m pli n g s c h e d ul e f or P art s C 4, 
C 5, a n d C 6

A d d e d a s e p ar at e s e cti o n wit h 
P K s a m pli n g t a bl e f or P art A 3 
a n d P art s C 

T o e n h a n c e cl arit y a cr o s s t h e 
s e p ar at e p ot e nti al dr u g h oli d a y 
s c h e d ul e s

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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S e cti o n # a n d N a m e D e s cri pti o n of C h a n g e Bri ef R ati o n al e

S e cti o n 7. 5. 3 Cli ni c al L a b or at or y 
A s s e s s m e nt s;  T a bl e 1 5 S af et y 
L a b or at or y T e st P a n el s

A d d e d r eti c ul o c yt e s t o 
h e m at ol o g y a s s e s s m e nt s

T o i n cr e a s e s af et y i nf or m ati o n

S e cti o n 9. 3 P arti ci p a nt 
I d e ntifi c ati o n a n d Pri v a c y

A d d e d s e nt e n c e i n di c ati n g t h at i f 
a p arti ci p a nt i s a S cr e e ni n g 
f ail ur e a n d i s r e-s cr e e n e d or 
c o n s e nt s t o p arti ci p at e i n a 
diff er e nt p art of t h e st u d y, t h at 
p arti ci p a nt will r e c ei v e a n e w 
u ni q u e i d e ntifi c ati o n n u m b er.

F or cl arit y.

T hr o u g h o ut Mi n or e dit ori al a n d d o c u m e nt 
f or m atti n g r e vi sio n s .

Mi n or, t h er ef or e, h a v e n ot b e e n 
i n di vi d u all y s u m m ari z e d.

- C o nfi d e nti al –

T his d o c u m e nt is t h e pr o p ert y of M er c k K G a A, D ar mst a dt, G er m a n y, or o n e of its s u bsi di ari es. It 
is i nt e n d e d f or r estri ct e d us e o nl y  an d m a y  not – i n f ull or p art – b e p ass e d o n, r e pr o d u c e d, 
p u blis h e d or us e d wit h o ut e x pr ess p er missi o n of M er c k K G a A, D ar mst a dt, G er m a n y,  or it s 
s u bsi di ar y. C o p yri g ht © 2 0 2 0 b y  M er c k KG a A, D ar mst a dt, G er m a n y, or its s u bsi di ar y. All ri g hts 
r es er v e d.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI

C CI
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P r ot o c ol T a bl e of C o nt e nts

Pr ot o c ol T a bl e of C o nt e nts .................................................................................................. 6

T a bl e of I n -T e xt T a bl es ..................................................................................................... 1 3

T a bl e of I n -T e xt Fi g ur es .................................................................................................... 1 3

List of A b br e vi ati o ns ......................................................................................................... 1 5

1 S y n o psis ..............................................................................................1 8

2 S p o ns or, I n v esti g at o rs a n d St u d y A d mi nistr ati v e Str u ct ur e............... 5 2

3 B a c k gr o u n d I nf or m ati o n ..................................................................... 5 2

3. 1 S ci e ntifi c R ati o n al e ............................................................................. 5 2

3. 2 T o xi c ol o g y  a n d C o m p o u n d S af et y ..................................................... 5 4

3. 3 St u d y  R ati o n al e................................................................................... 5 6

4 St u d y  O bj e cti v es................................................................................. 5 7

4. 1 Pri m ar y  O bj e cti v es ............................................................................. 5 7

4. 1. 1 P art A .................................................................................................. 5 7

4. 1. 2 P art A 2 ................................................................................................ 5 7

4. 1. 3 P art A 3 ................................................................................................ 5 7

4. 1. 4 P art B 1 ................................................................................................ 5 7

4. 1. 5 All P arts C ........................................................................................... 5 7

4. 2 S e c o n d ar y  O bj e cti v es ......................................................................... 5 8

4. 2. 1 P art A .................................................................................................. 5 8

4. 2. 2 P art A 2 ................................................................................................ 5 8

4. 2. 3 P art A 3 ................................................................................................ 5 8

4. 2. 4 P art B 1 ................................................................................................ 5 8

4. 2. 5 All P arts C ........................................................................................... 5 8

5 I n v esti g ati o n al Pl a n ............................................................................6 0

5. 1 O v er all St u d y  D esi g n a n d Pl a n........................................................... 6 0

5. 1. 1 P art A .................................................................................................. 6 1

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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5. 1. 2 P art A 2 ................................................................................................6 4

5. 1. 3 P art A 3 ................................................................................................ 6 6

5. 1. 4 P art B 1 ................................................................................................ 6 9

5. 1. 5 All P arts C ........................................................................................... 7 1

5. 1. 6 O n -tr e at m e nt T u m or Bi o ps y S u bst u d y............................................... 7 3

5. 2 Dis c ussi o n of St u d y  D esi g n................................................................ 7 4

5. 2. 1 R ati o n al e f or t h e St u d y  D esi g n...........................................................7 4

5. 2. 2 R ati o n al e f or St u d y Dr u g D os e a n d D ur ati o n ..................................... 7 4

5. 2. 3 R ati o n al e f or P arti ci p a nt S el e cti o n ..................................................... 7 6

5. 2. 4 R ati o n al e f or St u d y  Ass ess m e nts........................................................ 7 7

5. 2. 5 I ncl usi o n of S p e ci al P o p ul ati o ns ........................................................ 7 8

5. 2. 6 D efi niti o n of D os e Li miti n g T o xi cit y ................................................. 7 8

5. 2. 7 P arti ci p a nt E v al u a bilit y ...................................................................... 7 9

5. 2. 7. 1 P arts A, A 2, A 3, a n d B 1 ..................................................................... 7 9

5. 2. 7. 2 All P arts C ........................................................................................... 8 0

5. 2. 8 S cr e e ni n g ............................................................................................ 8 0

5. 2. 9 Tr e at m e nt P e ri o d ................................................................................ 8 2

5. 2. 1 0 D os e Es c al ati o n D e cisi o n M a ki n g ...................................................... 8 2

5. 2. 1 1 F oll o w -u p............................................................................................ 8 2

5. 3 S el e cti o n of St u d y  P o p ul ati o n ............................................................ 8 4

5. 3. 1 I ncl usi o n Crit eri a ................................................................................ 8 4

5. 3. 2 E x cl usi o n Crit eri a ............................................................................... 8 5

5. 4 Crit eri a f or I niti ati o n of St u d y  Tr e at m e nt........................................... 8 7

5. 5 Crit eri a f or P arti ci p a nt Wit h dr a w al .................................................... 8 7

5. 5. 1 Wit h dr a w al fr o m St u d y  T h er a py ........................................................8 7

5. 5. 2 Wit h dr a w al fr o m t h e St u d y ................................................................ 8 8

5. 5. 3 R e pl a c e m e nt of P arti ci p a nts ...............................................................8 9

5. 6 Pr e m at ur e T er mi n ati o n of t h e St u d y ................................................... 8 9

5. 7 D efi niti o n of E n d of St u d y ................................................................. 8 9

6 I n v esti g ati o n al M e di ci n al Pr o d u ct a n d Ot h er Dr u gs Us e d i n t h e 
St u d y ...................................................................................................8 9

6. 1 D es cri pti o n of t h e I n v esti g ati o n al M e di ci n al Pr o d u ct........................ 8 9
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6. 2 D os a g e a n d A d mi nistr ati o n ................................ ................................9 0

6. 2. 1 A d mi nistr ati o n .................................................................................... 9 0

6. 2. 2 Crit eri a f or St u d y  Dr u g A d mi nistr ati o n.............................................. 9 0

6. 2. 3 D os e M o difi c ati o n f or T o xi cit y .......................................................... 9 1

6. 2. 4 Miss e d D os es a n d St u d y  Visits........................................................... 9 3

6. 3 Assi g n m e nt t o Tr e at m e nt Gr o u ps ....................................................... 9 3

6. 4 St o p pi n g R ul es .................................................................................... 9 4

6. 5 N o n -i n v esti g ati o n al M e di ci n al Pr o d u cts t o b e Us e d .......................... 9 4

6. 6 C o n c o mit a nt M e di c ati o ns a n d T h er a pi es ........................................... 9 4

6. 6. 1 P er mitt e d M e di ci n es ........................................................................... 9 4

6. 6. 2 Pr o hi bit e d M e di ci n es .......................................................................... 9 5

6. 6. 3 Ot h er I nt er v e nti o ns ............................................................................. 9 7

6. 6. 3. 1 M e als a n d Di et ar y  R estri cti o ns........................................................... 9 7

6. 6. 3. 2 A cti vit y ...............................................................................................9 7

6. 6. 4 S p e ci al Pr e c a u ti o ns............................................................................. 9 7

6. 6. 5 M a n a g e m e nt of S p e cifi c A d v ers e E v e nts or A d v ers e Dr u g 
R e a cti o ns ............................................................................................. 9 7

6. 7 P a c k a gi n g a n d L a b eli n g of t h e I n v esti g ati o n al M e di ci n al Pr o d u ct .... 9 7

6. 8 Pr e p ar ati o n, H a n dli n g, a n d St or a g e of t h e I n v esti g ati o n al 
M e di ci n al Pr o d u ct ............................................................................... 9 8

6. 9 I n v esti g ati on al M e di ci n al Pr o d u ct A c c o u nt a bilit y ............................. 9 8

6. 1 0 Ass ess m e nt of I n v esti g ati o n al M e di ci n al Pr o d u ct C o m pli a n c e ......... 9 9

6. 1 1 Bli n di n g ..............................................................................................9 9

6. 1 2 E m er g e n c y  U n bli n di n g....................................................................... 9 9

6. 1 3 Tr e at m e nt of O v er d os e ....................................................................... 9 9

6. 1 4 M e di c al C ar e of P arti ci p a nts aft er E n d of St u d y .............................. 1 0 0

7 St u d y  Pr o c e d ur es a n d Ass ess m e nts .................................................. 1 0 0

7. 1 S c h e d ul e of Ass ess m e nts ..................................................................1 0 0

7. 2 D e m o gr a p hi c a n d Ot h er B as eli n e C h ar a ct eristi cs ............................ 1 0 0

7. 3 P arti ci p a nt a n d Dis e as e C h ar a ct eristi cs ............................................1 0 0

7. 4 Effi c a c y  Ass ess m e nts .......................................................................1 0 0

7. 5 Ass ess m e nt of S af et y................................ ........................................1 0 2

7. 5. 1 A d v ers e E v e nts .................................................................................1 0 3
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7. 5. 1. 1 A d v e rs e E v e nt D efi niti o ns................................................................1 0 3

7. 5. 1. 2 M et h o ds of R e c or di n g a n d Ass essi n g A d v ers e E v e nts .................... 1 0 5

7. 5. 1. 3 D efi niti o n of t h e A d v ers e E v e nt R e p orti n g P eri o d ........................... 1 0 6

7. 5. 1. 4 Pr o c e d ur e f or R e p orti n g S eri o us A d v ers e E v e nts, A d v ers e E v e nts 
of S p e ci al I nt er est a n d D os e L i miti n g T o xi citi es ............................. 1 0 6

7. 5. 1. 5 S af et y  R e p orti n g t o H e alt h A ut h oriti es, In d e p e n d e nt Et hi cs 
C o m mitt e es/ I nstit uti o n al R e vi e w B o ar ds a n d I n v esti g at ors............ 1 0 7

7. 5. 1. 6 M o nit ori n g of P arti ci p a nts wit h A d v ers e E v e nts .............................. 1 0 7

7. 5. 2 Pr e g n a n c y  a n d I n Ut er o Dr u g E x p os ur e........................................... 1 0 7

7. 5. 2. 1 Pr e g n a n c y ......................................................................................... 1 0 7

7. 5. 2. 2 C o ntr a c e pti o n .................................................................................... 1 0 8

7. 5. 3 Cli ni c al L a b or at or y  Ass ess m e nts ..................................................... 1 1 0

7. 5. 4 Vit al Si g ns, P h y si c al E x a mi n ati o ns, a n d Ot h er Ass ess m e nts ........... 1 1 2

7. 5. 4. 1 P h y si c al E x a mi n ati o n a n d Vit al Si g ns .............................................. 1 1 2

7. 5. 4. 2 El e ctr o c ar di o gr a m ............................................................................. 1 1 2

7. 6 P h ar m a c o ki n eti cs .............................................................................. 1 1 3

7. 6. 1 Bl o o d S a m pli n g ................................................................................ 1 1 3

7. 6. 1. 1 P h ar m a c o ki n eti c S a m pli n g: P art A ................................................... 1 1 4

7. 6. 1. 2 P h ar m a c o ki n eti c S a m pli n g: P art A 2 ................................................. 1 1 4

7. 6. 1. 3 P h ar m a c o ki n eti c S a m pli n g: P art A 3 ................................................. 1 1 4

7. 6. 1. 4 P h ar m a c o ki n eti c S a m pli n g: P art B 1 ................................................. 1 1 6

7. 6. 1. 5 P h ar m a c o ki n eti c S a m pli n g: P arts C ................................................. 1 1 6

7. 6. 3 Pr o c essi n g a n d H a n dli n g of P h ar m a c o ki n eti c S a m pl es .................... 1 1 8

7. 6. 4 Bi o a n al ys is........................................................................................1 1 8

8 St atisti cs ............................................................................................ 1 2 1

8. 1 S e q u e n c e of A n al ys es .......................................................................1 2 2
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8. 3 R a n d o mi z ati o n ..................................................................................1 2 5

8. 4 E n d p oi nt s.......................................................................................... 1 2 5

8. 4. 1 Pri m ar y  E n d p oi nts ............................................................................ 1 2 5

8. 4. 1. 1 P art A ................................................................................................ 1 2 5

8. 4. 1. 2 P arts A 2 a n d A 3 ................................................................................ 1 2 5

8. 4. 1. 3 P art B 1 ..............................................................................................1 2 5

8. 4. 1. 4 P arts C ...............................................................................................1 2 5

8. 4. 2 S e c o n d ar y  E n d p oi nts ........................................................................ 1 2 6

8. 4. 2. 1 P art A ................................................................................................ 1 2 6

8. 4. 2. 2 P arts A 2 a n d A 3 ................................................................................ 1 2 6

8. 4. 2. 3 P art B 1 ..............................................................................................1 2 6

8. 4. 2. 4 P arts C ...............................................................................................1 2 6

8. 4. 3. 5 A n al y sis S ets ..................................................................................... 1 2 7

8. 5 D es cri pti o n of St atisti c al A n al y s e s ................................................... 1 2 8

8. 5. 1 P art C ................................................................................................ 1 2 8

8. 5. 1. 1 S e q u e n c e of a n al ys es ........................................................................ 1 2 8

8. 5. 1. 2 D at a C ut off ....................................................................................... 1 2 8

8. 5. 1. 3 Si g nifi c a n c e l e v el .............................................................................. 1 2 9

8. 5. 1. 4 S u m m ar y  st atisti cs a n d c o nfi d e n c e i nt er v als....................................1 2 9

8. 5. 1. 5 B as eli n e m e as ur e m e nt ......................................................................1 2 9

8. 5. 1. 6 O n -tr e at m e nt p eri o d..........................................................................1 2 9

8. 5. 1. 7 P o oli n g a cr oss c e nt ers .......................................................................1 2 9

8. 5. 2 G e n er al C o nsi d er ati o ns..................................................................... 1 2 9

8. 5. 3 B a c k gr o u n d C h ar a ct eristi cs.............................................................. 1 3 0

8. 5. 3. 1 P arti ci p a nt Dis p ositi o n ......................................................................1 3 0

8. 5. 3. 2 D e m o gr a p hi cs a n d B as eli n e C h ar a ct eristi cs................................ .....1 3 0
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8. 5. 3. 3 Pri or a n d C o n c o mit a nt M e di ci n e ...................................................... 1 3 0

8. 5. 3. 4 St u d y  Dr u g E x p os ur e C o m pli a n c e ................................................... 1 3 0

8. 5. 4 Effi c a c y  A n alys is i n P arts A, A 2, A 3 a n d B 1................................... 1 3 1

8. 5. 4. 1 A n al y sis of Pri m ar y V ari a bl es.......................................................... 1 3 1

8. 5. 4. 2 A n al y sis of S e c o n d ar y Effi c a c y V ari a bl es ....................................... 1 3 1

8. 5. 5 Effi c a c y  A n alys is i n P arts C .............................................................1 3 1

8. 5. 6 Cli ni c al P h ar m a c ol o g y  A n al ysis ....................................................... 1 3 2

8. 5. 6. 1 P h ar m a c o ki n eti c A n al y si s ................................................................ 1 3 2

8. 5. 6. 3 E x p os ur e - Q T c A n al ys e s ................................................................. 1 3 3

8. 5. 6. 4 P h ar m a c o ki n eti c/  A n alys es ................................. 1 3 3

8. 5. 7 A n al y sis of S af et y a n d Ot h er E n d p oi nts ........................................... 1 3 3

8. 5. 7. 1 S af et y  i n P arts A a n d B 1................................................................... 1 3 3

8. 5. 7. 2 S af et y  i n P arts A 2 a n d A 3 ................................................................ 1 3 4

8. 5. 7. 3 S af et y  i n P arts C ............................................................................... 1 3 5

8. 6 Cli ni c al L a b or at or y  Ass ess m e nt....................................................... 1 3 6

8. 7 El e ctr o c ar di o gr a m ............................................................................. 1 3 7

8. 8 Vit al Si g ns ........................................................................................ 1 3 7

8. 9 P h y si c al E x a mi n ati o n ....................................................................... 1 3 7

8. 1 0 I nt eri m a n d A d diti o n al Pl a n n e d A n alys es ........................................ 1 3 7

9 Et hi c al a n d R e g ul at or y  As p e cts........................................................ 1 3 7

9. 1 R es p o nsi biliti es of t h e I n v esti g at or .................................................. 1 3 7

9. 2 P arti ci p a nt I nf or m ati o n a n d I nf or m e d C o ns e nt ................................ 1 3 8

9. 3 P arti ci p a nt I d e ntifi c ati o n a n d Pri v a c y .............................................. 1 3 8

9. 4 E m er g e n c y  M e di c al S u p p ort a n d P arti ci p a nt C ar d .......................... 1 3 9

9. 5 Cli ni c al St u d y  Ins ur a n c e a n d C o m p e ns ati o n t o P arti ci p a nts ............ 1 3 9

9. 6 I n d e p e n d e nt Et hi cs C o m mitt e e or I nstit uti o n al R e vi e w B o ar d ........1 3 9

9. 7 H e alt h A ut h oriti es .............................................................................1 4 0

1 0 St u d y  M a n a g e m e nt ........................................................................... 1 4 0

1 0. 1 C as e R e p ort F or m H a n dli n g .............................................................1 4 0
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1 0. 4 M o nit ori n g, Q u alit y Ass ur a n c e a n d I ns p e cti o n b y H e alt h 
A ut h oriti es ........................................................................................ 1 4 2

1 0. 5 C h a n g es t o t h e Cli ni c al St u d y  Pr ot o c ol............................................ 1 4 2

1 0. 6 Cli ni c al St u d y  R e p ort a n d P u bli c ati o n P oli c y .................................. 1 4 2

1 0. 6. 1 Cli ni c al St u d y  R e p ort ....................................................................... 1 4 2

1 0. 6. 2 P u bli c ati o n ........................................................................................ 1 4 2

1 1 R ef er e n c es Cit e d i n t h e T e xt .............................................................1 4 4

1 2 A p p e n di c es ....................................................................................... 1 4 7

A p p e n di x I : Si g n at ur e P a g es a n d R es p o nsi bl e P ers o ns f or t h e St u d y .................. 1 4 8

Si g n at ur e P a g e – Pr ot o c ol L e a d ....................................................................................... 1 4 9

Si g n at ur e P a g e – C o or di n ati n g I n v esti g at or ..................................................................... 1 5 0

Si g n at ur e P a g e – Pri n ci p al I n v esti g at or ........................................................................... 1 5 1

A p p e n di x II: Pr ot o c ol A m e n d m e nt Hist or y ........................................................... 1 5 2

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 3 / 1 5 9

T a bl e of I n-T e xt T a b l es

T a bl e 1 S c h e d ul e of Ass ess m e nts: S cr e e ni n g ( P arts A, A 2, A 3 a n d B 1) ........ 2 9

T a bl e 2 S c h e d ul e of Ass ess m e nts: S cr e e ni n g ( P arts C) .................................. 3 0

T a bl e 3 Tr e at m e nt a n d F oll o w -U p P eri o d ( M 4 3 4 4 si n gl e A g e nt T h er a p y , 
P art A) ................................................................................................. 3 2

T a bl e 4 Tr e at m e nt a n d F oll o w -U p P eri o d ( M 4 3 4 4 Si n gl e A g e nt T h er a p y , 
P art A 2, a n d 1 4 d +/ 7 d - s c h e d ul e of P art A 3) ...................................... 3 5

T a bl e 5 Tr e at m e nt a n d F oll o w -U p P eri o d - M 4 3 4 4 Si n gl e A g e nt T h er a p y , 
P art A 3 ( dr u g h oli d a y  wit h eit h er 3 d +/ 4 d-, 5 d +/ 2 d-, or 7 d +/ 7 d-
s c h e d ul e) ............................................................................................. 3 8

T a bl e 6 Tr e at m e nt a n d F oll o w -U p P eri o d ( M 4 3 4 4 a n d C ar b o pl ati n 
C o m bi n ati o n T h er a p y , P art B 1).......................................................... 4 1

T a bl e 7 Tr e at m e nt a n d F oll o w -u p P eri o d ( M 4 3 4 4 si n gl e a g e nt t h er a p y  i n 
P arts C 1, C 2, a n d C 3 a n d t h e 1 4 d +/ 7 d - s c h e d ul e d es cri b e d i n P arts 
C 4, C 5, a n d C 6) .................................................................................. 4 4

T a bl e 9 Tr e at m e nt a n d F oll o w -u p P eri o d ( M 4 3 4 4 si n gl e a g e nt t h er a p y  i n 
P arts C 4, C 5 a n d C 6, e x c e pt f or t h e 1 4 d +/ 7 d - s c h e d ul e) .................... 4 8

T a bl e 1 2 L a b or at or y  V al u es R e q uir e d f or A d mi nistr ati o n of C h e m ot h er a p y 
or M 4 3 4 4 ............................................................................................ 9 1

T a bl e 1 3 St u d y  R estri cti o ns............................................................................... 9 6

T a bl e 1 4 St u d y  Dr u g.......................................................................................... 9 8

T a bl e 1 5 S af et y  La b or at or y  T est P a n els.......................................................... 1 1 1

T a bl e 1 6 A c c e pt a bl e P h ar m a c o ki n eti c S a m pli n g Wi n d o ws ............................ 1 1 4

T a bl e 1 7 P h ar m a c o ki n eti c S a m pli n g S c h e d ul e f or P art A 3 ............................ 1 1 5

T a bl e 1 8 P h ar m a c o ki n eti c S a m pli n g S c h e d ul e f or P arts C 4, C 5, a n d C 6 .......1 1 7

T a bl e of I n-T e xt Fi g u r es

Fi g ur e 1 S c h e m ati c of St u d y  D esi g n.................................................................6 1

Fi g ur e 2 P art A: D os e Es c al ati o n S c h e m ati c f or M 4 3 4 4 as a Si n gl e A g e nt .....6 4
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Fi g ur e 3 P art A 2: D os e Es c al ati o n S c h e m ati c f or M 4 3 4 4 wit h D e ns e 
M o n ot h er a p y S c h e d ul e ....................................................................... 6 6

Fi g ur e 4 D os e Es c al ati o n S c h e m ati c f or M 4 3 4 4 i n C o m bi n ati o n Wit h 
C ar b o pl ati n ( P art B 1) .......................................................................... 7 1

Fi g ur e 5 S c h e m ati c of Eli gi bilit y  Ass ess m e nts i n P arts C................................ 7 2
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List of A b b r e vi ati o ns

A E A d v ers e E v e nt

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 T M At a xi a t el a n gi e ct asi a m ut at e d

A T R At a xi a t el a n gi e ct asi a m ut at e d a n d R a d 3 -r el at e d pr ot ei n

A S T As p art at e a mi n otr a nsf er as e

A U C Ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e

β- h C G β- h u m a n c h ori o ni c g o n a d otr o pi n

BI D T wi c e d ail y

BI W T wi c e w e e kl y

B OI N B a y esi a n o pti m al i nt er v al

B R C A -1/ 2 Br e ast c a n c er e arl y o ns et g e n es 1 a n d 2

C a v g A v er a g e c o n c e ntr ati o n

C A - 1 2 5 C a n c er a nti g e n 1 2 5

C A 1 9 - 9 C a n c er a nti g e n 1 9 - 9

C E A C a n c er e m br y o ni c a nti g e n

C P A P Cli ni c al p h ar m a c ol o g y  a n al ysis pl a n

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

C T C o m p ut eri z e d t o m o gr a p h y

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 Y P C y t o c hr o m e P 4 5 0

D E M D os e E s c al ati o n M e eti n g

D L D os e l e v el

D L T D os e li miti n g t o xi cit y

D N A D e o x yri b o n u cl ei c a ci d

D S B D o u bl e- str a n d D N A br e a ks

E C G El e ctr o c ar di o gr a m

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

F S H F olli cl e sti m ul ati n g h or m o n e

γ H 2 A X P h os p h or y l at e d H 2 A X
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G C P G o o d Cli ni c al Pr a cti c e

GI G astr oi nt esti n al

G L P G o o d L a b or at or y  Pr a cti c e

H E D H u m a n e q ui v al e nt d os e

H N S T D Hi g h est n o ns e v er el y  t o xi c d os e

H R T H or m o n al r e pl a c e m e nt t h er a p y 

I A P I nt e gr at e d A n alys is Pl a n

I B I n v esti g at ors br o c h ur e

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

I C H I nt er n ati o n al C o u n cil f or H ar m o ni z ati o n

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

I R I o ni zi n g r a di ati o n

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

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 RI M a g n eti c r es o n a n c e i m a gi n g

M R S D M a xi m u m r e c o m m e n d e d st arti n g d os e

M T D M a xi m u m t ol er at e d d os e

M T D c ar b o T h e m a xi m u m t ol er at e d d os e of M 4 3 4 4 i n c o m bi n ati o n wit h t h e hi g h est t ol er at e d 
d os e of c ar b o pl ati n

M T D Si n gl e BI W T h e M T D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d t wi c e w e e kl y

M U G A M ulti pl e G at e d A c q uisiti o n

N CI N ati o n al C a n c er I nstit ut e

O R O bj e cti v e t u m or r es p o ns e

O R R O v er all r es p o ns e r at e

P C W G 2 Pr ost at e C a n c er Cli ni c al Tri als W or ki n g Gr o u p

P D P r o gr essi o n of dis e as e

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

P K P h ar m a c o ki n eti cs

p C h k 1 p h os p h or y l at e d c h e c k p oi nt ki n as e 1

P S A Pr ost at e -s p e cifi c a nti g e n

R B C R e d bl o o d c ell

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 7 / 1 5 9

R E CI S T R es p o ns e E v al u ati o n Crit eri a I n S oli d T u m ors

R P 2 D R e c o m m e n d e d P h as e II d os e

R S R e pli c ati o n str ess

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

S E St a n d ar d err or

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

U L N U p p er li mit of n or m al

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 H O -D D E W orl d H e alt h Or g a ni z ati o n- Dr u g Di cti o n ar y  

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 8 / 1 5 9

1 S y n o psis

Cli ni c al St u d y P r ot o c ol N u m b e r M S 2 0 1 9 2 2 - 0 0 0 1

Titl e A n O p e n -L a b el St u d y  of t h e S af et y, T ol er a bilit y , 
a n d P h ar m a c o ki n eti c/ P h ar m a c o d y n a mi c Pr ofil e 
of M 4 3 4 4 (f or m erly V X - 8 0 3) a s a Si n gl e A g e nt 
a n d i n C o m bi n ati o n wit h C y t ot o xi c 
C h e m ot h er a p y i n P arti ci p a nt s wit h A d v a n c e d 
S oli d T u m ors

St u d y P h as e I

I N D N u m b e r

E u d r a C T N u m b e r 2 0 1 4- 0 0 3 8 3 8- 8 6

St u d y sit es/ c o u nt ri es T h e st u d y will b e c o n d u ct e d at a p pr o xi m at el y 
1 0 t o 1 5 sit e s i n t h e U K, t h e U S A, S p ai n, a n d th e 
N et h erl a n ds

Pl a n n e d st u d y p e ri o d
(fi rst p a rti ci p a nt i n-l ast p a rti ci p a nt
o ut)

J a n u ar y 2 0 1 5 t o D e c e m b er 2 0 2 1

T ri al R e gist r y Cli ni c al Tri als. g o v a n d E u dr a C T

O bj e cti v es:

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

P art A :

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 ( h e n c ef ort h r ef err e d t o as M 4 3 4 4) a d mi nist er e d t wi c e w e e kl y  (BI W) i n 
p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors

 T o d et er mi n e t h e m a xi m u m t ol er at e d d os e ( M T D) a n d/ or r e c o m m e n d e d P h as e II d os e 
(R P 2 D ) of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d BI W i n p arti ci p a nt s wit h a d v a n c e d s oli d 
t u m ors.

P art A 2:

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 a d mi nist er e d i n a t wi c e d ail y or o n c e d ail y  dos e s c h e d ul e i n p arti ci p a nt s wit h 
a d v a n c e d s oli d t u m ors

 T o d et er mi n e t h e M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d i n a t wi c e 
d ail y  or o n c e d aily d os e s c h e d ul e i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

P art A 3:

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 w h e n a d mi nist er e d i n a dr u g h oli d a y  d os e s c h e d ul e ( 3 d a ys of d osi n g f oll o w e d 
b y  4 da y s of p a usi n g [3 d +/ 4 d -] or 5 d a y s of d osi n g f oll o w e d b y  2 da y s of p a usi n g 

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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[5d+/2d-] or 7 days of dosing followed by 7 days of pausing [7d+/7d-]) or 14 days of 
dosing followed by 7 days of pausing [14d+/7d-]) in participants with advanced solid 
tumors

 To determine the MTD and/or RP2D of single agent M4344 administered in a drug 
holiday dose schedule in participants with advanced solid tumors.

Part B1:

 To evaluate the safety and tolerability of M4344 when administered in combination
with carboplatin in participants with advanced solid tumors

 To determine the MTD and/or RP2D of M4344 administered in combination with
carboplatin in participants with advanced solid tumors.

Parts C:

 To evaluate the safety, tolerability, and efficacy in terms of confirmed objective 
response of M4344 administered at doses and schedules determined as RP2D in Parts
A, A2, or A3 in participants with solid tumor harboring loss-of-function mutations in 
the genes ARID1A (Parts C1, C4), ATRX and/or DAXX (Parts C2, C5), or ataxia 
telangiectasia mutated (ATM) (Parts C3, C6).

Secondary objectives:

Part A:

 To evaluate pharmacokinetics (PK) of single agent M4344 when administered BIW in 
participants with advanced solid tumors

 To assess potential antitumor activity of single agent M4344 when administered BIW 
in participants with advanced solid tumors.

Part A2:

 To evaluate PK of single agent M4344 (and metabolites as appropriate) when 
administered in a twice daily (BID) or once daily dose schedule in participants with
advanced solid tumors.

 To assess potential antitumor activity of single agent M4344 when administered in a 
BID or once daily dose schedule in participants with advanced solid tumors.

Part A3

 To evaluate the PK of single agent M4344 (and metabolites as appropriate) when 
administered in a drug holiday dose schedule in participants with advanced solid 
tumors.

 To assess preliminary antitumor activity of single agent M4344 when administered in 
a drug holiday dose schedule in participants with advanced solid tumors.

Part B1:

 To evaluate the PK profile of M4344 when administered in combination with 
carboplatin in participants with advanced solid tumors

Document No. 0900babe812f8f49v1.0
Object No. 0900babe8138cc6e
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 T o e v al u at e p o t en ti al a n tit u m or a cti vit y af t er a d mi ni s t eri n g M 4 3 4 4 i n c o m bi n ati o n wit h
c a r b o pl ati n i n p arti ci p a nt s wit h a d v a n c e d so li d t u m ors.

P arts C:

 T o f urt h er e v al u at e effi c a c y i n t er ms of c o nfir m e d b est o v er all r es p o ns e, d ur ati o n of 
r es p o ns e, pr o gr essi o n -fr e e s ur vi v al , a n d o v er all s ur vi v al ti m e of M 4 3 4 4 w h e n 
a d mi nist er e d i n p arti ci p a nts wit h l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A RI D 1 A, 
A T R X a n d/ or D A X X, or A T M

 T o e v al u at e t h e P K of M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e) i n i n di vi d u al p arti ci p a nts 
wit h l oss- of-f u n cti o n m ut ati o ns.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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M et h o d ol o g y: T his is a P h as e I, first-i n-h u m a n cli ni c al st u d y  usi n g M 4 3 4 4. T h e st u d y w ill b e
c o n d u c t e d i n m ulti pl e p arts (P art s A , A 2, A 3, B 1, C 1, C 2, C 3 a n d p ot e nti all y f urt h er P arts C 4, 
C 5, a n d C 6 ). Eli gi bl e p arti ci p a nt s i n P arts A, A 2 a n d A 3 will h a v e a d v a n c e d s oli d t u m ors f or 
w hi c h n o st a n d ar d t h er a p y is a v ail a bl e w hi c h m a y  c o n v ey c li ni c al b e n efit. Eli gi bl e p arti ci p a nt s 
i n P art B 1 will h a v e a d v a n c e d s oli d t u m ors f or w hi c h n o st a n d ar d t h er a py is a v ail a bl e w hi c h 
m a y  co n v e y  cli ni c al b e n efit, a n d/ or p arti ci p a nt s m ust h a v e dis e as e pr o gr essi o n aft er at l e ast 
1 pri or c h e m ot h er a p y r e gi m e n i n t h e m et ast ati c s etti n g, a n d f or w hi c h c ar b o pl ati n w o ul d b e 
c o nsi d er e d st a n d ar d of c ar e. Eli gi bl e p arti ci p a nts i n P art s C will h a v e a d v a n c e d s oli d t u m ors 
f or w hi c h n o r e c o m m e n d e d st a n d ar d t h er a py is a v ail a bl e a n d w h o c arr y c ert ai n l oss- of-f u n cti o n 
m ut ati o ns (s e e b el o w f or d et ails).

I n P art A, d os es of M 4 3 4 4 will b e es c al at e d t o d et er mi n e M T D a n d/ or R P 2 D w h e n 
a d mi nist er e d BI W as a si n gl e -a g e nt.

P art A 2 will est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 as a si n gl e a g e nt a d mi nist er e d BI D or o n c e 
d ail y .

P art A 3 will est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 as a si n gl e a g e nt a d mi nist er e d i n a dr u g 
h oli d a y  s c h e d ul e ( 3 d a ys of d osi n g f oll o w e d b y 4 d a ys of p a usi n g [3 d +/ 4 d -] or 5 d a ys of 
d osi n g f oll o w e d b y 2 d a ys of p a usi n g [ 5 d +/ 2 d -] or 7 d a y s of d osi n g f oll o w e d b y 7 d a ys of 
p a usi n g [ 7 d+/ 7 d- ]) or 1 4 d a y s of d osi n g f ol l o w e d b y 7 d a ys of p a usi n g [ 1 4 d +/ 7 d- ]).

I n Part B 1, d os es of M 4 3 4 4 will b e es c al at e d i n c o m bi n ati o n wit h c ar b o pl ati n t o d et er mi n e a 
c o m bi n ati o n t h er a p y M T D a n d/ or R P 2 D . 

R es ults of P arts A, A 2 a n d A 3 will i nf or m t h e d os e a n d s c h e d ul e i n P arts C.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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I n st u d y P arts C t h e s af et y, t ol er a bility a n d effi c a c y of M 4 3 4 4 a d mi nist er e d as a si n gl e a g e nt 
at d os e s a n d s c h e d ul es d et er mi n e d as R P 2 D i n P art s A, A 2 , or A 3 will b e e v al u at e d i n t hr e e 
diff er e nt  s el e ct e d p o p ul ati o ns (l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A RI D 1 A i n
C 1 a n d C 4, i n A T R X a n d/ or D A X X i n C 2 a n d C 5 , a n d A T M i n C 3 a n d C 6 ). P arts C 1, C 2, a n d 
C 3 will us e a d os e a n d s c h e d ul e est a blis h e d i n P arts A or A 2 . P arts C 4, C 5, a n d C 6 ar e o pti o n al 
a n d will us e a d os e a n d s c h e d ul e est a blis h e d i n P art A 3. Pr es e n c e of eli gi bl e  will 
b e ass ess e d d uri n g S cr e e ni n g i n a m a n d at or y fr es h t u m or bi o p s y  ( a bi o ps y o bt ai n e d aft er t h e 
e n d of t h e pr e vi o us tr e at m e nt r e gi m e n is als o a c c e pt a bl e) or, if n ot p ossi bl e f or m e di c al r e as o ns, 
a n ar c hi v al t u m or tiss u e s am pl e c o ul d b e us e d . T h e   f or p ar tici p a nt s el e cti o n will b e 
ass ess e d b y  a c e ntr al tri al a s s a y  or b y  an a s s a y  wit h a p pr o pri at e r e g ul at or y st at u s. D et ails of 
t his pr o c ess ar e pr o vi d e d i n s u p p orti v e d o c u m e nts.

E nr ol lm e nt is r estri ct e d t o p arti ci p a nts w h o h a v e e x h a ust e d all st a n d ar d of c ar e o pti o ns 
a c c or di n g t o N C C N G ui d a n c e.

 
 

 
 

Pl a n n e d n u m b e r of p a rti ci p a nt s: A p pr o xi m at el y  3 0 0 p arti ci p a nt s ( a p pr o xi m at el y 
2 5 p arti ci p a nt s i n P art A, 3 1 p arti ci p a nt s i n P art A 2, 4 0 p arti ci p a nts i n P art A 3, 2 5 p arti ci p a nt s 
i n P art B 1 a n d 1 9 0 i n P arts C.

P ri m a r y e n d p oi nts: 

P art A :

 S af et y  par a m et ers, i n cl u di n g A Es, cli ni c al l a b or at or y val u es (s er u m c h e mistr y  an d 
h e m at ol o g y ), vit al si g ns, a n d el e ctr o c ar di o gr a m ( E C G ) ass ess m e nts

 M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d BI W.

P art A 2:

 S af et y  par a m et ers, i n cl u di n g A Es, cli ni c al l a b or at or y val u es (s er u m c h e mistr y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d wit h a t wi c e d ail y or o n c e 
d ail y  d os e s c h e d ul e.

P art A 3:

 S af et y  par a m et ers, i n cl u di n g A Es, cli ni c al l a b or at or y val u es (ser u m c h e mistr y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d wit h a dr u g h oli d a y 
s c h e d ul e .

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI

C CI

C
C
I

C
C
I

C CI

C CI
C CI
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P art B 1 :

 S af et y  par a m et ers, i n cl u di n g A Es, cli ni c al l a b or at or y val u es (s er u m c h e mistr y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h c ar b o pl ati n.

P arts C:

 O c c urr e n c e of :

o Tr e at m e nt -e m er g e nt a d v ers e e v e nt (T E A Es ) a n d tr e at m e nt-r el at e d A E s 
gr a d e d a c c or di n g t o N ati o n al C a n c er I nstit ut 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 L a b or at or y a b n or m aliti es

o Cli ni c all y  si g nifi c a nt a b n or m al vit al si g n

o Cli ni c all y  si g nifi c a nt a b n or m al E C G

 O bj e cti v e r es p o ns e (i. e. c o nfir m e d c o m pl et e r es p o ns e [C R ] or p arti al r es p o ns e [P R ]) 
a c c or di n g t o R es p o ns e E v al u ati o n Crit eri a i n S oli d T u m ors (R E CI S T ) v1. 1 ass ess e d 
b y  t h e In v esti g at or .

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

P art A :

 P K p ar a m et er esti m at es of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d BI W, d eri v e d fr o m 
pl as m a c o n c e ntr ati o n -ti m e d at a

 O bj e cti v e t u m or r es p o ns e O R a n d dis e as e st a bili z ati o n as e v al u at e d b y  RE CI S T 1. 1.

P art A 2 :

 P K p ar a m et er esti m at es of si n gl e a g e nt M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e)
a d mi nist er e d wit h a t wi c e d ail y  or o n c e d ail y  dos e s c h e d ul e , d eri v e d fr o m pl as m a 
c o n c e ntr ati o n -ti m e d at a

 O R a n d dis e as e st a bili z ati o n as e v al u at e d b y R E CI S T 1. 1.

P art A 3:

 P K p ar a m et er esti m at es of si n gl e a g e nt M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e)
a d mi nist er e d wit h a dr u g h oli d a y  dos e s c h e d ul e, d eri v e d fr o m pl as m a 
c o n c e ntr ati o n -ti m e d at a

 O R a n d dis e as e st a bili z ati o n as e v al u at e d b y R E CI S T 1. 1.

P art B 1 :

 P K p ar a m et er esti m at es of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h c ar b o pl ati n 
d eri v e d fr o m pl as m a c o n c e ntr ati o n -ti m e d at a

 O R as e v al u at e d b y R E CI S T 1. 1.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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P arts C:

 C o nfir m e d B est O v er all R es p o ns e (r es p o ns e ass ess m e nt a c c or di n g t o R E CI S T 1. 1 
as ass ess e d b y t h e In v esti g at or will b e us e d)

 D ur ati o n of r es p o ns e ass ess e d fr o m C R or P R u ntil pr o gr essi o n of dis e as e, d e at h, or 
l ast t u m or ass ess m e nt

 Pr o gr essi o n -fr e e s ur vi v al

 O v er all s ur vi v al

 P K p ar a m et er esti m at es of M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e) i n i n di vi d u al
p arti ci p a nts wit h l oss- of-f u n cti o n m ut ati o ns.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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P h a r m a c o ki n eti cs: 

Bl o o d s a m pli n g f or pl a s m a P K a n al ysi s will b e c o n d u ct e d i n all st u d y p art s. Ri c h s a m pli n g i s 
i m pl e m e nt e d i n P arts A, A 2, A 3 a n d B 1. S p ars e s a m pli n g is i m pl em e nt e d i n P arts C. D et ail e d 
s a m pli n g ti m es ar e list e d i n t h e S o A a n d S e cti o n  7. 6.

Effi c a c y ass ess m e nts: 

I m a gi n g s c a ns ( e. g., C T, M RI) will b e p erf or me d at S cr e e ni n g a n d at t h e e n d of e v er y 2 c y cl e s 
(i. e. 6 w e e ks) u p t o 6 c y cl es of tr e at m e nt, a n d e v er y  3 c y cl es (i. e., 9 w e e ks) t h er e aft er u ntil 
dis e as e pr o gr essi o n o c c urs . I n P arts C, p arti ci p a nt s w h o dis c o nti n u e t h e st u d y tr e at m e nt f or 
r e as o ns ot h er t h a n dis e as e pr o gr essi o n or wit h dr a w al of c o ns e nt will c o nti n u e t u m or 
ass ess m e nts a c c or di n g t o t h e s a m e s c h e d ul e as p arti ci p a nt s r e c ei vi n g tri al tr e at m e nt. B o n e s c a n 
(if p ositi v e at S cr e e ni n g) will b e p erf or m e d at t h e e n d of C y cl e 4 a n d e v er y  4 to 6 c y cl e s 
t h er e aft er f or t h os e p arti ci p a nt s c o nti n ui n g b e y o n d 6 c y cl es or as cli ni c all y  in di c at e d. F or 
p arti ci p a nt s wit h pr ost at e c a n c er, or ot h er c a n c ers t h at h a v e b o n e m et ast as es, b o n e s c a ns will 
als o b e us e d f or e v al u ati o n of dis e as e. I n a d diti o n, f or p arti ci p a nt s wit h s er o us o v ari a n c a n c er, 
c ol o n c a n c er, pr ost at e c a n c er, or ot h er t u m ors w h er e a p pr o pri at e s er ol o gi c t u m or m ar k ers ar e 
a v ail a bl e, t h es e will als o b e us e d t o m o nit or a ntit u m or eff e cts.

I n P arts C , per R E CI S T 1. 1 o bj e cti v e r es p o ns es n e e d t o b e c o nfir m e d. C o nfir m ati o n s h o ul d b e 
d et er mi n e d at a s c a n n o l ess t h a n 4 w e e ks aft er t h e ori gi n al ass ess m e nt of o bj e cti v e r es p o ns e is 
m a d e; c o nfir m ati o n of r es p o ns e at t h e n e xt s c h e d ul e d t u m or ass ess m e nt is a c c e pt a bl e.

S af et y ass ess m e nts:

A d v ers e e v e nts; cli ni c al l a b or at or y val u es (s er u m c h e mistr y , c o a g ul ati o n, a n d h e m at ol o g y 
st u di es); st a n d ar d 1 2 -l e a d E C Gs; vit al si g ns; a n d p h ysi c al e x a mi n ati o ns.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI

C CI
C CI
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Di a g n osis a n d k e y i n cl usi o n a n d e x cl usi o n c rit e ri a: M al e a n d f e m al e p arti ci p a nt s at l e ast 
1 8 y e ars of a g e, wit h t u m ors m e as ur a bl e b y  RE CI S T 1. 1. I n a d diti o n, p arti ci p a nt s will h a v e t he 
f oll o wi n g c h ar a ct eristi cs:

 P arts A, A 2, A 3, a n d B 1 : A d v a n c e d s oli d t u m ors f or w hi c h n o st a n d ar d t h er a py i s 
a v ail a bl e a n d t h at m a y  c o n v e y cli ni c al b e n efit

 All P arts C: A d v a n c e d s oli d t u m ors f or w hi c h n o r e c o m m e n d e d st a n d ar d t h er a p y i s 
a v ail a bl e a n d t h at h ar b or l oss- of-f u n cti o n m ut ati o ns i n o n e or m or e of t h e f oll o wi n g 
g e n es A RI D 1 A ( C 1 , C 4), A T R X a n d/ or D A X X ( C 2, C 5), A T M ( C 3, C 6). Pr es e n c e 
of eli gi bl e bi o m ar k ers will b e ass ess e d d uri n g S cr e e ni n g i n a m a n d at or y  fr e s h t u m or 
bi o p s y  ( a bi o ps y o bt ai n e d aft er th e e n d of t h e pr e vi o us tr e at m e nt r e gi m e n is als o 
a c c e pt a bl e) or, if n ot p ossi bl e f or m e di c al r e as o ns, a n ar c hi v al t u m or tiss u e s a m pl e
c o ul d b e us e d . T h e bi o m ar k ers f or p ar tici p a nt s el e cti o n will b e ass ess e d b y  a c e ntr al 
tri al ass a y or by a n ass a y wit h a p pr o pri at e r e g ul at or y  st at us.

I n v esti g ati o n al M e di ci n al P r o d u ct: d os e/ m o d e of a d mi nist r ati o n/ d osi n g s c h e d ul e: 

M 4 3 4 4: A n A T R pr ot ei n ki n as e i n hi bit or; 5 0 m g t a bl ets a d mi nist er e d or all y.

C ar b o pl ati n: A D N A -al k y l ati n g a g e nt a d mi nist er e d u p t o t h e A U C = 6 m g m i n/ m L vi a 
i ntr a v e n o us i nf usi o n.

T h e S p o ns or will n ot s u p pl y car b o pl ati n f or t his st u d y. Sit es will us e c ar b o pl ati n as s u p pli e d 
b y  t h eir p h ar m a c y.

R ef e r e n c e t h e r a p y: d os e/ m o d e of a d mi nist r ati o n/ d osi n g s c h e d ul e: N ot a p pli c a bl e .

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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Pl a n n e d st u d y a n d t r e at m e nt d u r ati o n p e r p a rti ci p a nt : 

P arti ci p a nts i n P arts A, A 2, A 3 , a n d B 1 will h a v e a S cr e e ni n g p eri o d of u p t o 2 1 d a y s. 
P arti ci p a nts i n P arts C will h a v e a S cr e e ni n g p eri o d of u p t o 4 2 d a y s. 

F oll o wi n g S cr e e ni n g, tr e at m e nt will l ast until dis e as e pr o gr essi o n. F oll o w u p will i n cl u d e: 

 U p t o 1 4 d a y s ( ± 7 d a y s) f or S af ety F oll o w -u p ( P arts A, A 2, A 3, a n d B 1 ) a n d u p t o 
3 0 d a y s ( ± 7 d a y s) f or all P arts C;

 R a di ol o gi c F oll o w - u p e v er y  6 t o 9 w e e k s f oll o wi n g t h e l a st c ycl e of c h e m ot h er a p y
f or t h os e p arti ci p a nt s i n P arts B 1, a n d all P arts C wit h o ut pr o gr essi v e dis e as e ;

 A d diti o n all y , p arti ci p a nt s m a y  be f oll o w e d f or o v er all s ur vi v al or pr o gr essi o n -fr e e 
s ur vi v al f or u p t o 1 y e ar or m or e o r u ntil st u d y cl os ur e, w hi c h e v er c o m es first.

St atisti c al m et h o ds: A n al y sis of all d at a will b e p erf or m e d b y  th e S p o ns or or d esi g n e e. 
E v al u ati o n of effi c a c y , s af et y a n d t ol er a bilit y of M 4 3 4 4 as a si n gl e a g e nt (P arts A, A 2 , A3 a n d 
all P arts C ) a n d i n c o m bi n ati o n wit h c ar b o pl ati n ( P art B 1) will b e pr o vi d e d s e p ar at el y. T h e 
o v er all s af et y  pr ofil e of M 4 3 4 4 will b e ass ess e d i n t er ms of t h e f oll o wi n g s af ety e n d p oi nts: 

 I nci d e n c e of d os e li miti n g t o xi cit i es (D L Ts ) f or P arts A, A 2, A 3, a n d B 1 o nl y

 I nci d e n c e of T E A Es, i n cl u di n g A Es l e a di n g t o d os e m o difi c ati o ns or 
dis c o nti n u ati o ns

 Cli ni c al l a b or at or y  v al u es

 E C G o ut c o m es

 Vit al si g ns .

S af et y  d at a will b e s u m m ari z e d b y tr e at m e nt gr o u p a n d b y  st u d y p art, a n d o v er all. I n g e n er al, 
s af et y a n al ys es will b e b as e d o n t h e S af et y  Set, d efi n e d as all p arti ci p a nt s w h o r e c ei v e d at l e ast 
1 d os e of st u d y  dr u g.

T h e s u m m ar y  of D L Ts will b e b as e d o n t h e D L T E v al u a bl e S et. 

Effi c a c y  d at a will b e s u m m ari z e d b y  tr e at m e nt gr o u p a n d b y  st u d y p art, a n d o v er all. Effi c a c y 
d at a m a y  als o b e s u m m ari z e d b y  ty p e of c a n c er, t u m or st a g e at b as eli n e, W H O p erf or m a n c e 
st at us at b as eli n e, ti m e el a ps e d si n c e c a n c er di a g n osis, pri or c h e m ot h er a p y a n d r a di ati o n 
t h er a py, ti m e el a ps e d si n c e m ost r e c e nt t h er a p y, d ur ati o n of m ost r e c e nt c a n c er t h er a p y, a n d 
m e di c al hist or y .

M 4 3 4 4 P K d at a will b e a n al y z e d o n a n o n g oi n g b asis d uri n g d os e es c al ati o n i n P arts A, A 2,
A 3, a n d B 1 usi n g st a n d ar d n o n c o m p art m e nt al m et h o ds. P h ar m a c o ki n eti c d at a f or M 4 3 4 4 will 
b e r e vi e w e d al o n g wit h s af et y d at a t o i nf or m d os e es c al ati o n. Fi n al P K d at a f or all st u d y p art s
wil l b e a n aly z e d a n d r e p ort e d i n a c c or d a n c e wit h t h e i nt e gr at e d a n al ys is pl a n (I A P).

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

2 8 / 1 5 9

All P a rts C:

F or e a c h of t h e P arts C a 3 -st a g e d esi g n t o e v al u at e t h e cli ni c al effi c a c y  of M 4 3 4 4 will b e us e d . 
Aft er e a c h St a g e , of e a c h p art, e nr ol lm e nt will o nl y b e c o nti n u e d if t h e pr es p e cifi e d n u m b er of 
p arti ci p a nts h a v e s h o w n a b est o v er all r es p o ns e of c o nfir m e d C R or P R a c c or di n g R E CI S T 1. 1
a n d s af et y h as b e e n e v al u at e d .

T h e a n al ys es of effi c a c y  a n d s af ety will b e p erf or m e d s e p ar at el y f or e a c h o n e of t h e P arts C.

I n St a g e 1, 9 p arti ci p a nts will b e e v al u at e d a n d if n o r es p o n d er is o bs er v e d, S t a g e 2 will n ot 
o p e n f or e nr oll m e nt a n d t h e r es p e cti v e tr e at m e nt ar m will b e cl os e d . If at l e ast o n e r es p o n d er 
is o bs er v e d aft er 9 e v al u a bl e p arti ci p a nts ar e e nr oll e d i n S t a g e 1, t h e n t h e st u d y will pr o c e e d t o 
S t a g e 2. At c o m pl eti o n of St a g e 2, t h e crit eri o n is t o o bs er v e at l e ast 4 o ut of 2 0 p arti ci p a nts i n 
St a g es 1 a n d 2 wit h a b est o v er all r es p o ns e of c o nfir m e d C R or P R. If t hi s crit eri o n is n ot 
r e a c h e d, t h e st u d y part will b e st o p p e d. Ot h er wis e t h e st u d y part will c o nti n u e t o e nr oll 
a d diti o n al 5 3 p arti ci p a nt s i nt o S t a g e 3.

P ri m a r y a n al ysis:

T h e pri m ar y  a nal y sis will b e p erf or m e d s e p ar at el y f or all P arts C aft er S t a g e 3 is c o m pl et e d f or 
t h at p art, or w h e n t h e st u d y p art is st o p p e d aft er St a g e 1 or 2 , if a p pli c a bl e. 

T h e 9 5 % Cl o p p er -P e ars o n c o nfi d e n c e i nt er v al f or o v er all r es p o ns e r at e (O R R ) will b e 
c al c ul at e d . W h e n 1 4 r es p o n d ers ar e o bs er v e d o ut of 7 3 p arti ci p a nts, t h e c orr es p o n di n g 2 -si d e d 
9 5 % Cl o p p er -P e ars o n c o nfi d e n c e i nt er v als f or O R R is [ 1 1 %, 3 0 %] a n d e x cl u d es a n O R R of 
1 0 %.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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T a bl e 1 S c h e d ul e of Ass ess m e nts: S c r e e ni n g ( P a rts A, A 2, A 3 a n d B 1 )

A s s e s s m e nt S cr e e ni n g Vi sit s

( D ay -2 1 t o D a y - 1) a

I nf or m e d c o n s e nt X

D e m o gr a p hi c s X

M e di c al hi st or y X

I m a gi n g s c a n di s e a s e a s s e s s m e ntb X

B o n e s c a n c X

Tr a n st h or a ci c e c h o c ar di o gr a m d X

Pri or a n d c o n c o mit a nt m e di c ati o n s X

H ei g ht X

W e i g ht a n d vit al si g n s X

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

Cli ni c al di s e a s e a s s e s s m e nt X

W H O p erf or m a n c e st at u s X

St a n d ar d 1 2 -l e a d E C G X

S er u m F S H ( P o st m e n o p a u s al f e m al e p arti ci p a nt s 
< 6 0 y e ar s ol d o nl y)

X

S er u m β- h C G (f e m al e p arti ci p a nt s of c hil d b e ari n g 
p ot e nti al o nl y)

X

H e m at ol o g y X

C o a g ul ati o n X

S er u m c h e mi str y X

Uri n al y si s X

T h yr oi d sti m ul ati n g h or m o n e g X

S er u m t ot al t e st o st er o n e ( m al e p arti ci p a nt s o nl y [ P art A 
a n d P art B 1 ])

X

Ar c hi v al t u m or ti s s u e bl o c ke

O pti o n al fr e s h t u m or bi o p s y ( P art s A 2 a n d A 3 o nl y) f

X

X

A E s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y 
F oll o w -u p vi sit

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, C T = C o m p ut eri z e d t o m o gr a p h y, 
E C G = el e ctr o c ar di o gr a m, 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 ti s s u e, F S H = F olli cl e sti m ul ati n g h or m o n e, 
M RI = M a g n eti c r e s o n a n c e i m a gi n g, W H O = W o rl d H e alt h Or g a ni z ati o n.

a P arti ci p a nt s will h a v e a S cr e e ni n g p eri o d of u p t o 2 1 d a y s ( D a y -2 1 t o D a y - 1) b ef or e t h e fir st d o s e of t h e st u d y 
dr u g. 

b P arti ci p a nt s will h a v e a c h e st a n d a b d o mi n al i m a gi n g s c a n ( e . g., C T, M RI) a s a p pr o pri at e a n d, if cli ni c all y 
i n di c at e d, i m a gi n g s c a n s of ot h er b o d y ar e a s (e. g., p el vi s). I m a gi n g s c a n s p erf or m e d wit hi n 2 w e e k s of S cr e e ni n g 
m a y s u b stit ut e f or a s s e s s m e nt of eli gi bilit y. F or e a c h p arti ci p a nt, t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e u s e d t o 
f oll o w t h e di s e a s e (if p o s si bl e).

c  F or all p arti ci p a nt s wit h pr o st at e c a n c er or f or p arti ci p a nt s wit h ot h er m ali g n a n ci e s wit h k n o w n or s u s p e ct e d b o n e 
m et a st a s e s or a s cli ni c all y i n di c at e d. If a b o n e s c a n h a s b e e n p erf or m e d i n t h e 8 w e e k s b ef or e S cr e e ni n g, r e s ult s 
fr o m t hi s m a y b e u s e d i n st e a d.

d F or p arti ci p a nt s i n P art s A a n d B 1 o nl y. If a tr a n st h or a ci c e c h o c ar di o gr a m h a s b e e n p erf or m e d wit hi n 3 m o nt h s of 
S cr e e ni n g p eri o d of 2 1 d a y s ( D a y -2 1 t o D a y -1), r e s ult s fr o m t hi s m a y b e u s e d i n st e a d.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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e  A n ar c hi v al t u m or F F P E ti s s u e bl o c k will b e o bt ai n e d f or all p arti ci p a nt s b ef or e t h e fir st d o s e of st u d y dr u g (if 
a v ail a bl e). If i n s uffi ci e nt ti s s u e i s a v ail a bl e fr o m a n ar c hi v e d s p e ci m e n, or if t h e bi o p s y w a s o bt ai n e d m or e t h a n 
1 2 m o nt h s b ef or e S cr e e ni n g, or at t h e di s cr eti o n of t h e I n v e sti g at or, p arti ci p a nt will b e r e q u e st e d t o u n d er g o a 
pr etr e at m e nt bi o p s y d uri n g S cr e e ni n g.

f P art s A 2 a n d A 3 o nl y: a n o pti o n al fr e s h F F P E bi o p s y c a n b e c oll e ct e d f or p h ar m a c o d y n a mi c a n al y s e s d uri n g 
S cr e e ni n g a s pr e d o s e bi o p s y. T h e p o st d o s e bi o p s y c a n b e c oll e ct e d o n C y cl e 1 D a y 1, 1 t o 3 h o ur s aft er M 4 3 4 4 
a d mi ni str ati o n. If t a k e n, t hi s pr e d o s e bi o p s y c a n r e pl a c e t h e ar c hi v al t u m or ti s s u e bl o c k t o b e c oll e ct e d d uri n g 
S cr e e ni n g.

g N ot r e q uir e d f or P art A 3.

T a bl e 2 S c h e d ul e of Ass ess m e nts: S c r e e ni n g ( P a rts C)

A s s e s s m e nt S cr e e ni n g Vi sit s

( D ay -4 2 t o D ay -1) a, b

I nf or m e d c o n s e nt X

D e m o gr a p hi c s X

L o c al b i o m ar k er d at a f or p arti ci p a nt s el e cti o n c X

M a n d at or y fr e s h t u m or bi o p s yd X

M e di c al hi st or y X

I m a gi n g s c a n di s e a s e a s s e s s m e nte X

B o n e s c a n f X

Pri or a n d c o n c o mit a nt m e di c ati o n s X

H ei g ht X

W e i g ht a n d vit al si g n s X

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

Cli ni c al di s e a s e a s s e s s m e nt X

W H O p erf or m a n c e st at u s X

St a n d ar d 1 2 -l e a d E C G X

S er u m F S H ( P o st m e n o p a u s al f e m al e p arti ci p a nt s < 6 0 y e ar s ol d o nl y) X

S er u m β- h C G (f e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y) X

H e m at ol o g y X

C o a g ul ati o n X

S er u m c h e mi str y X

Uri n al y si s X

A E s C o nti n u o u s fr o m si g ni n g of I C F 
t hr o u g h S af et y F oll o w-u p V i sit

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, C T = C o m p ut eri z e d t o m o gr a p h y, 
E C G = el e ctr o c ar di o gr a m, F S H = F olli cl e sti m ul ati n g h or m o n e, M RI = M a g n eti c r e s o n a n c e i m a gi n g , WH O = W o rl d 
H e alt h Or g a ni z ati o n , 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 ti s s u e.

a  P arti ci p a nt s will h a v e a m a xi m u m S cr e e ni n g p eri o d of u p t o 4 2 d a y s ( D a y -4 2 t o D a y -1) b ef or e t h e fir st d o s e of 
t h e st u d y dr u g.

b P arti ci p a nt s will u n d er g o c o nfir m ati o n/ a s s e s s m e nt of s el e cti o n bi o m ar k er s /l o s s- of -f u n cti o n m ut ati o n s i n t h e g e n e s 
A RI D 1 A f or P art s C 1 a n d C 4, i n A T R X a n d/ or D A X X i n P art s C 2 a n d C 5 , a n d A T M i n P arts C 3 a n d C 6 (r e s ult s 
e x p e ct e d t o b e a v ail a bl e wit hi n 2 1 d a y s) . F or p a rtici p a nt s wit h u n k n o w n bi o m ar k er st at u s at t h e ti m e of c o n s e nt, 
bi o p s y bi o m ar k er re s ult s m u st b e a v ail a bl e b ef or e c o m pl eti n g all ot h er S cr e e ni n g a s s e s s m e nt s. P arti ci p a nt s wit h 
k n o w n p o siti v e bi o m ar k er s st at u s c a n u n d er g o all S cr e e ni n g a s s e s s m e nt s c o n c urr e ntl y . 

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI
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e P arti ci p a nt s will h a v e a c h e st a n d a b d o mi n al i m a gi n g s c a n ( e. g., C T, M RI) a s a p pr o pri at e a n d, if cli ni c all y 
i n di c at e d, i m a gi n g s c a n s of ot h er b o d y ar e a s ( e. g., p el vi s). I m a gi n g s c a n s p erf or m e d wit hi n 2 w e e k s of S cr e e ni n g 
m a y s u b stit ut e f or a s s e s s m e nt of eli gi bilit y. F or e a c h p arti ci p a nt, t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e u s e d t o 
f oll o w t h e di s e a s e (if p o s si bl e).

f F or all p arti ci p a nt s wit h pr o st at e c a n c er or f or p arti ci p a nt s wit h ot h er m ali g n a n ci e s wit h k n o w n or s u s p e ct e d b o n e 
m et a st a s e s or a s cli ni c all y i n di c at e d. If a b o n e s c a n h a s b e e n p erf or m e d i n t h e 8 w e e k s b ef or e S cr e e ni n g, r e s ult s 
fr o m t hi s m a y b e u s e d i n st e a d.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI

C CI

C
C
I
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T a bl e 3 T r e at m e nt a n d F oll o w -U p P e ri o d ( M 4 3 4 4 si n gl e A g e nt T h e r a p y, P a rt A)

E v e nt/ A s s e s s m e nt
C y cl e ( 2 1 d a y s) S af et y  F oll o w-u p 1 4 d a y s 

( ± 7 d a y s) aft er t h e l a st d o s e of 
st u d y  dr u gaD a y 1 D a y 2 D a y 4 D a y 8 D a y 9 D a y 1 1 D a y 1 5 D a y 1 8

Cli ni c al vi sit s X  X X b X b X X

S af et y  As s e s s m e nt s

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

C T S c a n di s e a s e 
a s s e s s m e nt d At t h e e n d of e v er y 2 c y cl e s u ntil di s e a s e pr o gr e s si o n e,f

Cli ni c al di s e a s e a s s e s s m e nt g X

B o n e s c a n h At t h e e n d of e v er y 4 c y cl e s u ntil di s e a s e pr o gr e s si o n

W H O p erf or m a n c e st at u s X X

A d C A -1 2 5 or P S A B e gi n ni n g of C y cl e s 1, 3, a n d 5 i

W e i g ht X X

Vit al Si g n s X j X b,j X j X

St a n d ar d 1 2 -l e a d E C Gk X X

S er u m c h e mi str y l, m X m X b,l X b,l X b,l X l X

H e m at ol o g y l, m X l X b,l X l X

Uri n e β- h C G n X X

S er u m t ot al t e st o st er o n e 
( m al e p arti ci p a nt s o nl y)

X

C o n c o mit a nt m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

St u d y  Dr u g A d mi ni str ati o n

M 4 3 4 4 d o si n g X X  X X  X  X

P h ar m a c o ki n eti c A s s e s s m e nt s

M 4 3 4 4 ( Pl a s m a P K 
c oll e cti o n) o

X  X X  X X

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI
C CI
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E v e nt/ A s s e s s m e nt
C y cl e ( 2 1 d a y s) S af et y  F oll o w-u p 1 4 d a y s 

( ± 7 d a y s) aft er t h e l a st d o s e of 
st u d y  dr u gaD a y 1 D a y 2 D a y 4 D a y 8 D a y 9 D a y 1 1 D a y 1 5 D a y 1 8

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, , C A-1 2 5 = C a n c er a nti g e n 1 2 5, 
C A 1 9 - 9 = C a n c er a nti g e n 1 9 -9, C E A = C a n c er e m br y o ni c a nti g e n, C T = c o m p ut eri z e d t o m o gr a p h y, E C G = El e ctr o c ar di o gr a m, I C F = I nf or m e d c o n s e nt f or m, 
P K = P h ar m a c o ki n eti c, P S A = Pr o st at e s p e cifi c a nti g e n, W H O = W orl d H e alt h Or g a ni z ati o n .

a P arti ci p a nt s w h o d o n ot h a v e d o c u m e nt e d di s e a s e pr o gr e s si o n u p o n c o m pl eti n g t h e S af et y F oll o w -u p Vi sit s h o ul d b e f oll o w e d, if p o s si bl e, f or u p t o 1 y e ar aft er 
t h e F oll o w-u p Vi sit or u ntil st u d y cl o s ur e, w hi c h e v er c o m e s fir st, o n a n a p pr o xi m at el y 3 -m o nt hl y b a si s u ntil di s e a s e pr o gr e s si o n, i niti ati o n of n e w t h er a p y, or 
d e at h.

b R e q uir e d f or C y cl e 1 o nl y; h o w e v er, a s s e s s m e nt s m a y b e p erf or m e d at ot h er u n s c h e d ul e d ti m e p oi nt s at t h e I n v e sti g at or’ s di s cr eti o n.

c S y m pt o m - dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n dic at e d i n t h e I n v e sti g at or ’ s j u d g m e nt.

d C T s c a n of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d, i n a d diti o n t o C T s c a n of ot h er b o d y ar e a s ( e. g., p el vi s), a s cli ni c all y i n di c at e d.

e C T s c a n s will b e p erf or m e d e v er y 2 c y cl e s d uri n g t h e i niti al 6 c y cl e s of t h e pl a n n e d tr e at m e nt p eri o d a n d e v er y 3 c y cl e s t h er e aft er f or t h o s e p arti ci p a nt s 
c o nti n ui n g b e y o n d 6 c y cl e s.

f If a p arti ci p a nt di s c o nti n u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w- u p C T s c a n will b e p erf or m e d 
wit hi n 2 1 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

g A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or -N o d e- M et a st a si s.

h F or all p arti ci p a nt s wit h pr o st at e c a n c er, or f or p arti ci p a nt s wit h ot h er s oli d t u m or s wit h k n o w n or s u s p e ct e d b o n e m et a st a s e s.

i C A -1 2 5 will b e a s s e s s e d f or p arti ci p a nt s wit h o v ari a n c a n c er a n d P S A will b e a s s e s s e d i n p arti ci p a nt s wit h pr o st at e c a n c er. If tr e at m e nt i s e xt e n d e d b e y o n d 
6 c y cl e s, C A -1 2 5 or P S A will b e m e a s ur e d at t h e b e gi n ni n g of e v er y 3 c y cl e s or m or e fr e q u e ntl y a s cli ni c all y i n di c at e d. A d diti o n al s er ol o gi c t u m or m ar k er s m a y 
b e c oll e ct e d at t h e s e ti m e p oi nt s a s d e e m e d a p pr o pri at e d e p e n di n g o n t h e p arti ci p a nt ' s pri m ar y m ali g n a n c y (e. g., C A 1 9 -9 f or p arti ci p a nt s wit h p a n cr e ati c 
c a n c er or C E A f or p arti ci p a nt s wit h c ol o n c a n c er).

j Vit al si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1, 8, a n d 1 5, a n d at 4 ( ± 1) h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, vit al 
si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1 a n d 1 5.

k 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 1 of e v er y c y cl e. I n a d diti o n, 1 2- l e a d E C G will b e m e a s ur e d 1, 2, a n d 
3 h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 ( ± 1 0 mi n ut e s) d uri n g C y cl e 1 o nl y.

l T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s m a y b e o bt ai n e d u p  t o 3 d a y s b ef or e d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y of d o si n g, t h e y s h o ul d 
b e r e c or d e d a s c orr e s p o n di n g t o d a y of pl a n n e d st u d y dr u g a d mi ni str ati o n. S e e T a bl e 1 5 f or li st of a n al yt e s a n d f urt h er d et ail s r e g ar di n g l a b or at or y t e sti n g 
s c h e d ul e.

m S er u m c h e mi str y a n d h e m at ol o g y will b e p erf or m e d o n D a y s 1, 8, a n d 1 5 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, s er u m c h e mi str y a n d h e m at ol o g y will b e 
p erf or m e d o n D a y s 1 a n d 1 5 o nl y. I n a d diti o n, s er u m c h e mi str y will b e p erf or m e d o n D a y s 2 a n d 9 of C y cl e 1.

n F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

o M 4 3 4 4 ( a n d it s m et a b olit e s a s a p pr o pri at e) pl a s m a P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y s 1 a n d 8 at 0 ( b ef or e d o si n g) a n d 0. 5, 1, 1. 5, 2, 3, 4, 8, 
a n d 2 4 h o ur s ( D a y s 2 a n d 9) aft er d o si n g, a n d o n D a y 1 5 at 0 h o ur s ( b ef or e d o si n g).

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI
C CI
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r Pl a s m a D N A will b e c oll e ct e d fr o m all p arti ci p a nt s o n D a y 1 of e a c h c y cl e a n d at S af et y F oll o w- u p Vi sit or at di s e a s e pr o gr e s si o n if t h e p arti ci p a nt ' s di s e a s e 
pr o gr e s s e s b ef or e t h e S af et y F oll o w -u p Vi sit.

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI
C CIC CI

C CI
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T a bl e 4 T r e at m e nt a n d F oll o w -U p P e ri o d ( M 4 3 4 4 S i n gl e A g e nt T h e r a p y, P a rt A 2 , a n d 1 4 d +/ 7 d - s c h e d ul e of P a rt 
A 3 )

E v e nt/ A s s e s s m e nt

E a c h C y cl e ( 2 1 d a y s) S af et y  F oll o w-u p 1 4 d a y s 
( ± 7 d a y s) aft er t h e l a st d o s e of 

st u d y  dr u gbD a y 1 D a y 2 a D a y s  3- 7 D a y 8 D a y s 9- 1 4 D a y 1 5 D a y s  
1 6 -2 1

Cli ni c al vi sit s X X c X b X X

S af et y  As s e s s m e nt s

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

C T S c a n di s e a s e 
a s s e s s m e nt e At t h e e n d of e v er y 2 c y cl e s u ntil di s e a s e pr o gr e s si o n f, g

Cli ni c al di s e a s e a s s e s s m e nt h X

B o n e s c a n i At t h e e n d of e v er y 4 c y cl e s u ntil di s e a s e pr o gr e s si o n

W H O p erf or m a n c e st at u s X X

C A -1 2 5 or P S A B e gi n ni n g of C y cl e s 1, 3, a n d 5 j

W e i g ht X X

Vit al Si g n s X j X c, k X k X

St a n d ar d 1 2 -l e a d E C Gl X X

S er u m c h e mi str y m, n X n X c, m X c, m X m X

H e m at ol o g y m, n X m X c, m X m X

Uri n e β- h C G o X X

C o n c o mit a nt m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

St u d y  Dr u g A d mi ni str ati o n

M 4 3 4 4 d o si n g p X X X X X X y X y

P h ar m a c o ki n eti c A s s e s s m e nt s

M 4 3 4 4 ( Pl a s m a P K 
c oll e cti o n) q

X X X X

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI
C CI
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E v e nt/ A s s e s s m e nt

E a c h C y cl e ( 2 1 d a y s) S af et y  F oll o w-u p 1 4 d a y s 
( ± 7 d a y s) aft er t h e l a st d o s e of 

st u d y  dr u gbD a y 1 D a y 2 a D a y s  3- 7 D a y 8 D a y s 9- 1 4 D a y 1 5 D a y s  
1 6 -2 1

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, C A - 1 2 5 = C a n c er a nti g e n 1 2 5, C A 1 9- 9 = C a n c er a nti g e n 1 9 -9, C E A = C a n c er e m br y o ni c a nti g e n, 
C T = c o m p ut eri z e d t o m o gr a p h y, E C G = El e ctr o c ar di o gr a m, I C F = I nf or m e d c o n s e nt f or m, , P K = P h ar m a c o ki n eti c, 
P S A = Pr o st at e s p e cifi c a nti g e n, W H O = W orl d H e alt h Or g a ni z ati o n.

a C y cl e 1 D a y 2 a s s e s s m e nt s a p pli c a bl e o nl y f or P art A 2.

b P arti ci p a nt s w h o d o n ot h a v e d o c u m e nt e d di s e a s e pr o gr e s si o n u p o n c o m pl eti n g t h e S af et y F oll o w -u p Vi sit s h o ul d b e f oll o w e d, if p o s si bl e, f or u p t o 1 y e ar aft er 
t h e F oll o w-u p Vi sit or u ntil st u d y cl o s ur e, w hi c h e v er c o m e s fir st, o n a n a p pr o xi m at el y 3 -m o nt hl y b a si s u ntil di s e a s e pr o gr e s si o n, i niti ati o n of n e w t h er a p y, or 
d e at h.

c R e q uir e d f or C y cl e 1 o nl y; h o w e v er, a s s e s s m e nt s m a y b e p erf or m e d at ot h er u n s c h e d ul e d ti m e p oi nt s at t h e I n v e sti g at or’ s di s cr eti o n.

d S y m pt o m - dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n di c at e d i n t h e I n v e sti g at or’ s j u d g m e nt.

e C T s c a n of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d, i n a d diti o n t o C T s c a n of ot h er b o d y ar e a s ( e . g., p el vi s), a s cli ni c all y i n di c at e d.

f C T s c a n s will b e p erf or m e d e v er y 2 c y cl e s d uri n g t h e i niti al 6 c y cl e s of t h e pl a n n e d tr e at m e nt p eri o d a n d e v er y 3 c y cl e s t h er e aft er f or t h o s e p arti ci p a nt s 
c o nti n ui n g b e y o n d 6 c y cl e s.

g If a p arti ci p a nt di s c o nti n u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w- u p C T s c a n will b e p erf or m e d 
wit hi n 2 1 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

h A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or-N o d e -M et a st a si s.

i F or all p arti ci p a nt s wit h pr o st at e c a n c er, or f or p arti ci p a nt s wit h ot h er s oli d t u m or s wit h k n o w n or s u s p e ct e d b o n e m et a st a s e s.

j C A -1 2 5 will b e a s s e s s e d f or p arti ci p a nt s wit h o v ari a n c a n c er a n d P S A will b e a s s e s s e d i n p arti ci p a nt s wit h pr o st at e c a n c er. If tr e at m e nt i s e xt e n d e d b e y o n d 
6 c y cl e s, C A -1 2 5 or P S A will b e m e a s ur e d at t h e b e gi n ni n g of e v er y 3 c y cl e s or m or e fr e q u e ntl y a s cli ni c all y i n di c at e d. A d diti o n al s er ol o gi c t u m or m ar k er s m a y 
b e c oll e ct e d at t h e s e ti m e p oi nt s a s d e e m e d a p pr o pri at e d e p e n di n g o n t h e p arti ci p a nt ' s pri m ar y m ali g n a n c y ( e. g., C A 1 9 -9 f or p arti ci p a nt s wit h p a n cr e ati c 
c a n c er or C E A f or p arti ci p a nt s wit h c ol o n c a n c er).

k Vit al si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1, 8, a n d 1 5, a n d at 4 ( ± 1) h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, vit al 
si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1 a n d 1 5.

l 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 1 of e v er y c y cl e. I n a d diti o n, 1 2- l e a d E C G will b e m e a s ur e d 1, 2, a n d 
3 h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 ( ± 1 0 mi n ut e s) d uri n g C y cl e 1 o nl y.

m T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s m a y b e o bt ai n e d u p  t o 3 d a y s b ef or e d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y of d o si n g, t h e y s h o ul d 
b e r e c or d e d a s c orr e s p o n di n g t o d a y of pl a n n e d st u d y dr u g a d mi ni str ati o n. S e e T a bl e 1 5 f or li st of a n al yt e s a n d f urt h er d et ail s r e g ar di n g l a b or at or y t e sti n g 
s c h e d ul e.

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI
C CI
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n S er u m c h e mi str y a n d h e m at ol o g y will b e p erf or m e d o n D a y s 1, 8, a n d 1 5 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, s er u m c h e mi str y a n d h e m at ol o g y will b e 
p erf or m e d o n D a y s 1 a n d 1 5 o nl y. I n a d diti o n, s er u m c h e mi str y will b e p erf or m e d o n D a y s 2 a n d 9 of C y cl e 1.

o F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

p P arti ci p a nt s i n P art A 2 a n d P art A 3 will i niti all y b e a d mi ni st er e d M 4 3 4 4 a s a si n gl e a g e nt u n d er f a sti n g c o n diti o n s a s d e s cri b e d i n S e cti o n 6. 2. 1 . 

q M 4 3 4 4 ( a n d m et a b olit e s a s a p pr o pri at e) pl a s m a P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y s 1 0 h o ur s ( b ef or e 1 st d o s e ) a n d 0. 5, 1, 1. 5, 2, 3, 4, a n d 8
h o ur s aft er d o si n g ( b ef or e 2 n d d o s e, if a p pli c a bl e) a n d D a y 2 at 0 h o ur s ( at ti m e of P B M C s a m pl e b ef or e 1 st D a y 2 d o s e), D a y 8 at 0 h o ur s ( b ef or e 1 st d o s e) 
a n d 0. 5, 1, 1. 5, 2, 3, 4, a n d 8 h o ur s aft er d o si n g ( b ef or e 2 n d d o s e, if a p pli c a bl e) a n d o n D a y 1 5 at 0 h o ur s ( b ef or e 1 st d o s e ) a n d 2 h o ur s . S u b s e q u e nt c y cl e s, 
D a y 1: 0 h o ur s ( b ef or e 1 st d o s e) a n d 2 h o ur s. A n o pti o n al s a m pl e m a y al s o b e c oll e ct e d o n D a y s 1 a n d 8 at 1 2 h o ur s aft er d o s i n g, if t h e o n c e a d a y s c h e d ul e i s 
e v al u at e d. F or p arti ci p a nt s u n d er g oi n g ti m e d -t u m or bi o p si e s, P K s a m pl e s o n C y cl e 1 D a y 1 at 2 a n d 3 h o ur s aft er d o si n g s h o ul d b e c oll e ct e d o nl y if f e a si bl e

t Pl a s m a D N A will b e c oll e ct e d fr o m all p arti ci p a nt s o n D a y 1 of e a c h c y cl e a n d at S af et y F oll o w -u p Vi sit or at di s e a s e pr o gr e s si o n if t h e p arti ci p a nt ' s di s e a s e 
pr o gr e s s e s b ef or e t h e S af et y F oll o w -u p Vi sit.

y N o t a p pli c a bl e t o par tic i p ant s i n P art A 3 f o ll o wi n g t h e 1 4 d +/ 7 d - dr u g s c h e d ul e .

D o c u m e nt N o. 
O bj e ct N o. 
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T a bl e 5 T r e at m e nt a n d F oll o w -U p P e ri o d - M 4 3 4 4 Si n gl e A g e nt T h e r a p y, P a rt A 3 ( d r u g h oli d a y wit h eit h e r 3 d +/ 4 d -, 
5 d +/ 2 d-, o r 7 d +/ 7 d - s c h e d ul e)

N O T E: P art A 3 1 4 d +/ 7 d - s c h e d ul e will us e t h e s c h e d ul e of ass ess m e nts fr o m P art A 2 (s e e T a bl e 4 ).

C y cl e 1 ( 2 8 d a y s)
C y cl e 2 o n w ar d

E n d of tr e at m e nt

E v e nt/ A s s e s s m e nt D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 D a y 1 5 S af et y  Foll o w -u p 1 4 d a y s  
( ± 7 d a y s) aft er t h e l a st 
d o s e of st u d y  dr u ga

Cli ni c al vi sit s X  X b X b X b X  X X

S af et y  As s e s s m e nt s

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

W e i g ht X X X

Vit al Si g n s X b, d X b, d X d X d X d X d X

St a n d ar d 1 2 -l e a d E C Ge X X

S er u m c h e mi str y f, g X b, g X b, X f X f X f X f X

H e m at ol o g y f, g X b,f X b,f X f X f X f X f X

Uri n e β -h C G h X X X

C o n c o mit a nt m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

Cli ni c al di s e a s e a s s e s s m e nt i X X

W H O p erf or m a n c e st at u s X X X

C A -1 2 5 or P S A B e gi n ni n g of C y cl e s 1, 3, a n d 5 j

I m a gi n g A s s e s s m e nt s

C T S c a n di s e a s e a s s e s s m e nt k E v er y 6 w e e k s u ntil di s e a s e pr o gr e s si o n l, m

At t h e e n d of e v er y 3 c y cl e s u ntil di s e a s e pr o gr e s si o nB o n e s c a n n

St u d y Dr u g A d mi ni str ati o n

M 4 3 4 4 d o si n g o 3 d a y s o n/ 4 d a y s off ( D a y 1 -3, 8 -1 0, 1 5 -1 7, 2 2 -2 4)

5 d a y s o n/ 2 d a y s off ( D a y 1 -5, 8 -1 2, 1 5 -1 9, 2 2 -2 6)

7 d a y s o n/ 7 d a y s off (D a y s 1 -7, 1 5 -2 1)

D o c u m e nt N o. 
O bj e ct N o. 
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C y cl e 1 ( 2 8 d a y s)
C y cl e 2 o n w ar d

E n d of tr e at m e nt

E v e nt/ A s s e s s m e nt D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 D a y 1 5 S af et y  Foll o w -u p 1 4 d a y s  
( ± 7 d a y s) aft er t h e l a st 
d o s e of st u d y  dr u ga

P h ar m a c o ki n eti c A s s e s s m e nt

M 4 3 4 4 ( Pl a s m a P K c oll e cti o n) p X X 
( 3 d +/ 4 d-

a n d 
5 d +/ 2 d -

o nl y)

X X

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, C A - 1 2 5 = C a n c er a nti g e n 1 2 5, C A 1 9- 9 = C a n c er a nti g e n 1 9 -9, C E A = C a n c er e m br y o ni c a nti g e n, 
C T = c o m p ut eri z e d t o m o gr a p h y, E C G = El e ctr o c ar di o gr a m, I C F = I nf or m e d c o n s e nt f or m, , P K = P h ar m a c o ki n eti c, 
P S A = Pr o st at e s p e cifi c a nti g e n, W H O = W orl d H e alt h Or g a ni z ati o n.

a P arti ci p a nt s w h o d o n ot h a v e d o c u m e nt e d di s e a s e pr o gr e s si o n u p o n c o m pl eti n g t h e S af et y F oll o w -u p Vi sit s h o ul d b e f oll o w e d, if p o s si bl e, f or u p t o 1 y e ar aft er 
t h e F oll o w-u p Vi sit or u ntil st u d y cl o s ur e, w hi c h e v er c o m e s fir st, o n a n a p pr o x i m at el y 3-m o nt hl y b a si s u ntil di s e a s e pr o gr e s si o n, i niti ati o n of n e w t h er a p y, or 
d e at h.

b R e q uir e d f or C y cl e 1 o nl y; h o w e v er, a s s e s s m e nt s m a y b e p erf or m e d at ot h er u n s c h e d ul e d ti m e p oi nt s at t h e I n v e sti g at or’ s di s cr eti o n.

c S y m pt o m -dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n di c at e d i n t h e I n v e sti g at or’ s j u d g m e nt.

d Vit al si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1, 8, a n d 1 5, a n d at 4 ( ± 1) h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, vit al 
si g n s will b e m e a s ur e d at 0 h o ur s o n D a y s 1 a n d 1 5

e 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 1 of e v er y c y cl e. I n a d diti o n, 1 2- l e a d E C G will b e m e a s ur e d 1, 2, a n d 
3 h o ur s aft er M 4 3 4 4 d o si n g o n D a y 1 ( ± 1 0 mi n ut e s) d uri n g C y cl e 1 o n l y.

f T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s m a y b e o bt ai n e d u p  t o 3 d a y s b ef or e d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y of d o si n g, t h e y s h o ul d 
b e r e c or d e d a s c orr e s p o n di n g t o d a y of pl a n n e d st u d y dr u g a d mi ni str ati o n. S e e T a bl e 1 5 f or li st of a n al yt e s a n d f urt h er d et ail s r e g ar di n g l a b or at or y t e sti n g 
s c h e d ul e.

g S er u m c h e mi str y a n d h e m at ol o g y will b e p erf or m e d o n D a y s 1, 8, a n d 1 5 of C y cl e 1. F or all s u b s e q u e nt c y cl e s, s er u m c h e mi str y a n d h e m at ol o g y will b e 
p erf or m e d o n D a y s 1 a n d 1 5 o nl y. I n a d diti o n, s er u m c h e mi str y will b e p erf or m e d o n D a y 2 of C y cl e 1.

h  F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

i A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or -N o d e - Met a st a si s.

D o c u m e nt N o. 
O bj e ct N o. 
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j C A -1 2 5 will b e a s s e s s e d f or p arti ci p a nt s wit h o v ari a n c a n c er a n d P S A will b e a s s e s s e d i n p arti ci p a nt s wit h pr o st at e c a n c er. If t r e at m e nt i s e xt e n d e d b e y o n d 
6 c y cl e s, C A -1 2 5 or P S A will b e m e a s ur e d at t h e b e gi n ni n g of e v er y 3 c y cl e s or m or e fr e q u e ntl y a s cli ni c all y i n di c at e d. A d diti o n al s er ol o gi c t u m or m ar k er s m a y 
b e c oll e ct e d at t h e s e ti m e p oi nt s a s d e e m e d a p pr o pri at e d e p e n di n g o n t h e p arti ci p a nt' s pri m ar y m ali g n a n c y ( e. g., C A 1 9 -9 f or p arti ci p a nt s wit h p a n cr e ati c 
c a n c er or C E A f or p arti ci p a n t s wit h c ol o n c a n c er).

k C T s c a n of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d, i n a d diti o n t o C T s c a n of ot h er b o d y ar e a s ( e. g., p el vi s), a s cli ni c all y i n di c at e d.

l  C T s c a n s will b e p erf or m e d e v er y 6 w e e k s u ntil di s e a s e pr o gr e s si o n .

m If a p arti ci p a nt di s c o ntin u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w -u p C T s c a n will b e p erf or m e d 
wit hi n 2 8 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

n F or all p ar ti ci p a nt s wit h pr o st at e c a n c er, or f or p arti ci p a nt s wit h ot h er s oli d t u m or s wit h k n o w n or s u s p e ct e d b o n e m et a st a s e s.

o  P arti ci p a nt s i n P art A 3 will i niti all y b e a d mi ni st er e d M 4 3 4 4 a s a si n gl e a g e nt u n d er f a sti n g c o n diti o n s a s d e s cri b e d i n S e cti o n 6. 2. 1 . T h e dr u g h oli d a y s c h e d ul e s 
s el e ct e d f or P art A 3 ( e. g. “ 3 d a y s o n f oll o w e d b y 4 d a y s off” or “ 7 d a y s o n f oll o w e d b y 7 d a y s off” will b e s el e ct e d b a s e d o n t h e R P 2 D aft er P art A 2).

p M 4 3 4 4 ( a n d m et a b olit e s a s a p pr o pri at e ) pl a s m a P K s a m pl e s will b e c oll e ct e d a s d e s cri b e d i n S e cti o n 7. 6. 1. 3 , T a bl e 1 7 .
q G e n o mi c D N A s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o nl y.

D o c u m e nt N o. 
O bj e ct N o. 
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T a bl e 6 T r e at m e nt a n d F oll o w - Up P e ri o d ( M 4 3 4 4 a n d C a r b o pl ati n C o m bi n ati o n T h e r a p y, P a rt B 1)

E v e nt/ A s s e s s m e nt b

E a c h C y cl e ( 2 1 d a ys) F oll o w -u p a

D a y 1 D a y 2 D a y 3 D a y 5 D a y 8 D a y 9 D a y 1 2 D a y 1 5 All p arti ci p a nt s:
S af et y  F oll o w-u p 
1 4 d a y s ( ± 7 d a y s ) 

P arti ci p a nt s wit h o ut 
P D o nl y : R a di ol o gi c 

F oll o w -u p: e v e r y  
6- 9 w e e k s c

Cli ni c al vi sit s X  X d X e X f X  X e X  X X

S af et y  As s e s s m e nt s

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

I m a gi n g s c a n di s e a s e 
a s s e s s m e nt i

At t h e e n d of e v er y 2 c y cl e s f or t h e fir st 6 c y cl e s, t h e n e v er y 3 c y cl e s u ntil 
di s e a s e pr o gr e s si o n j

Cli ni c al di s e a s e a s s e s s m e nt k X

B o n e s c a n l At t h e e n d of C y cl e 4, t h e n e v er y 4 t o 6 c y cl e s u ntil di s e a s e pr o gr e s si o n X

W H O p erf or m a n c e st at u s X X

C A -1 2 5 or P S A B e gi n ni n g of C y cl e s 1, 3, 5 m

W e i g ht X X

Vit al Si g n s X n X o X e, o X

St a n d ar d 1 2 -l e a d E C G X p X

S er u m c h e mi str y X q X e, q X e, q X q X

H e m at ol o g y X q X e, q X e, q X q X

Uri n e β- h C G r X X

S er u m t ot al t e st o st er o n e 
( m al e p arti ci p a nt s o nl y)

X

C o n c o mit a nt m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

St u d y  Dr u g A d mi ni str ati o n

M 4 3 4 4 d o si n g X X s X

C ar b o pl ati n d o si n g X

P h ar m a c o ki n eti c A s s e s s m e nt

M 4 3 4 4 ( Pl a s m a P K c oll e cti o n) X t X t X u

D o c u m e nt N o. 
O bj e ct N o. 
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E v e nt/ A s s e s s m e nt b

E a c h C y cl e ( 2 1 d a ys) F oll o w -u p a

D a y 1 D a y 2 D a y 3 D a y 5 D a y 8 D a y 9 D a y 1 2 D a y 1 5 All p arti ci p a nt s:
S af et y  F oll o w-u p 
1 4 d a y s ( ± 7 d a y s ) 

P arti ci p a nt s wit h o ut 
P D o nl y : R a di ol o gi c 

F oll o w -u p: e v e r y  
6- 9 w e e k s c

A E = A d v er s e e v e nt, β -h C G = β- h u m a n c h ori o ni c g o n a d otr o pi n, B R C A = Br e a st c a n c er e arl y o n s et g e n e s 1 a n d 2, C A -1 2 5 = C a n c er a nti g e n 1 2 5 , C A 1 9-9 = 
C a n c er a nti g e n 1 9 - 9, C E A = C a n c er e m br y o ni c a nti g e n, C T = C o m p ut eri z e d t o m o gr a p h y, , E C G = el e ctr o c ar di o gr a m, M R I = 
M a g n eti c r e s 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 o s e, P D = P h ar m a c o d y n a mi c, P K = P h ar m a c o ki n eti c s, P S A = Pr o st at e s p e cifi c a nti g e n, R P 2 D = 
R e c o m m e n d e d P h a s e II D o s e , W H O = W o rl d H e alt h Or g a ni z ati o n.

a F oll o w -u p will i n cl u d e a S af et y F oll o w -u p Vi sit 1 4 ( ± 7) d a y s f oll o wi n g t h e l a st d o s e of st u d y dr u g a n d R a di ol o gi c F oll o w -u p e v er y 6 t o 9 w e e k s f oll o wi n g t h e l a st 
c y cl e of c h e m ot h er a p y. R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s si v e di s e a s e o n pri or i m a gi n g s c a n. P arti ci p a nt s w h o d o 
n ot h a v e d o c u m e nt e d di s e a s e pr o gr e s si o n u p o n c o m pl eti n g t h e S af et y F oll o w -u p Vi sit s h o ul d b e f oll o w e d u p f or s ur vi v al, if p o s si bl e, f or u p t o 1 y e ar aft er t h e 
F oll o w -u p Vi sit or u ntil st u d y cl o s ur e, w hi c h e v er c o m e s fir st, o n a n a p pr o xi m at el y 3 -m o nt hl y b a si s u ntil di s e a s e pr o gr e s si o n, i niti ati o n of n e w t h er a p y, or d e at h
( s e e S e cti o n 5. 2. 1 1 ).

b Pl e a s e s e e S e cti o n 6. 2. 4 f or g ui d a n c e o n mi s s e d a s s e s s m e nt s.

c R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s s i v e di s e a s e o n pri or i m agi n g s c a n . P arti ci p a nt s s h o ul d att e n d R a di ol o gi c F oll o w-
u p Vi sit s u ntil di s e a s e pr o gr e s si o n i s o b s er v e d, n e w a nti c a n c er tr e at m e nt i s st art e d, d e at h, or t h e e n d of t h e st u d y, w hi c h e v er c o m e s fir st. F or t h e fir st 6 m o nt h s 
aft er t h e st art of st u d y tr e at m e nt, R a di ol o gi c F oll o w -u p Vi sit s s h o ul d o c c ur e v er y 6 w e e k s, s u b s e q u e ntl y t h e y s h o ul d o c c ur e v er y 9 w e e k s.

d R e q uir e d f or C y cl e s 1 a n d 2 o nl y.

e R e q uir e d f or C y cl e 1 o nl y; h o w e v er, a s s e s s m e nt s m a y b e p erf or m e d at ot h er u n s c h e d ul e d ti m e p oi nt s at t h e I n v e sti g at o r’ s di s cr eti o n.

f R e q uir e d f or C y cl e 1 at M T D/ R P 2 D if a d diti o n al d o si n g d a y s f or M 4 3 4 4 ar e a d d e d.

g S y m pt o m - dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n di c at e d i n t h e I n v e sti g at or’ s j u d g m e nt.

h A h e ari n g a s s e s s m e nt will b e p erf or m e d o n D a y 1 of e a c h c y cl e a n d at t h e S af et y F oll o w -u p Vi sit a s p art of t h e p h y si c al e x a mi n ati o n.

i I m a gi n g s c a n ( e. g., C T, M RI) of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d, i n a d diti o n t o i m a gi n g s c a n of ot h er b o d y ar e a s ( e. g., p el vi s), a s cli ni c all y i n di c at e d. 
I m a gi n g s c a n s m a y b e p erf or m e d ± 5 d a y s b ef or e t h e e n d of i n di c at e d c y cl e s; h o w e v er, t h e i m a gi n g s c a n m u st b e p erf or m e d b ef or e D a y 1 d o si n g of t h e 
s u b s e q u e nt c y cl e. F or e a c h p arti ci p a nt , t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e u s e d t o f oll o w t h e di s e a s e (if p o s si bl e).

j If a p arti ci p a nt di s c o nti n u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w -u p i m a gi n g s c a n will b e p erf or m e d 
wit hi n 2 1 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

k A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or -N o d e -M et a st a si s.

l F or all p arti ci p a nt s wit h pr o st at e c a n c er, or f or p arti ci p a nt s wit h ot h er s oli d t u m or s wit h k n o w n or s u s p e ct e d b o n e m et a st a s e s.

D o c u m e nt N o. 0 9 0 0 b a b e 8 1 2f 8f 4 9 v 1. 0
O bj e ct N o. 0 9 0 0 b a b e 8 1 3 8 c c 6 e
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m C A -1 2 5 will b e a s s e s s e d i n p arti ci p a nt s wit h o v ari a n c a n c er a n d P S A a s s e s s e d i n p arti ci p a nt s wit h pr o st at e c a n c er. If tr e at m e nt i s e xt e n d e d b e y o n d 6 c y cl e s, 
C A -1 2 5 or P S A will b e m e a s ur e d at t h e b e gi n ni n g of e v er y 3 c y cl e s or m or e fr e q u e ntl y a s cli ni c all y i n di c at e d . A d diti o n al s er ol o gi c t u m or m ar k er s m a y b e 
c oll e ct e d at t h e s e ti m e p oi nt s a s d e e m e d a p pr o pri at e d e p e n di n g o n t h e p arti ci p a nt ' s pri m ar y m ali g n a n c y ( e. g., C A 1 9 -9 f or p arti ci p a nt s wit h p a n cr e ati c c a n c er 
or C E A f or p arti ci p a nt s wit h c ol o n c a n c er).

n Vit al si g n s will b e m e a s ur e d o n D a y 1 at 0 h o ur s ( b ef or e c ar b o pl ati n d o si n g).

o Vit al si g n s will b e m e a s ur e d o n D a y 2 of C y cl e s 1 a n d 2 at 0 h o ur s ( b ef or e M 4 3 4 4 d o si n g), o n D a y 2 of C y cl e 1 o nl y at 4 ( ± 1) h o ur s aft er M 4 3 4 4 d o si n g, a n d 
o n D a y 9 of C y cl e 1 at 0 h o ur s ( b ef or e M 4 3 4 4 d o si n g).

p 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 2 of C y cl e s 1 a n d 2 o nl y. I n a d diti o n, o n D a y 2 of C y cl e 1 o nl y, 1 2 -l e a d 
E C G will b e m e a s ur e d 1, 2, a n d 3 h o ur s aft er M 4 3 4 4 d o si n g ( ± 1 0 mi n ut e s).

q T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s o n D a y 1 m a y b e o bt ai n e d u p t o 3 d a y s b ef or e st u d y dr u g d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y  
of d o si n g, t h e y s h o ul d b e r e c or d e d a s c orr e s p o n di n g t o d a y of p l a n n e d st u d y dr u g a d mi ni str ati o n. S e e S e cti o n 7. 5. 3 f or li st of a n al yt e s a n d f urt h er d et ail s 
r e g ar di n g l a b or at or y t e sti n g s c h e d ul e. S e e S e cti o n 6. 2. 2 f or crit eri a f or a d mi ni str atio n of c h e m ot h er a p y or M 4 3 4 4.

r F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

s R e q uir e d o nl y at M T D/ R P 2 D i n P art B 1 if a d diti o n al d o si n g d a y s f or M 4 3 4 4 ar e a d d e d.

t M 4 3 4 4 pl a s m a P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y 2 at 0 ( b ef or e d o si n g) a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, a n d 2 4 h o ur s ( D a y 3) aft er d o si n g. F or 
p arti ci p a nt s u n d er g oi n g t h e ti m e d -t u m or bi o p si e s, P K s a m pl e c oll e cti o n at 2 a n d 3 h o ur s aft er d o sin g will b e o pti o n al a n d will b e c oll e ct e d o nl y if f e a si bl e.

u M 4 3 4 4 pl a s m a P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y 9 at 0 h o ur s ( b ef or e d o si n g).

v M 4 3 4 4 uri n e P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y 2 at 0 h o ur ( b ef or e d o si n g) a n d at 0 t o 4, 4 t o 8, 8 t o 1 2, a n d 1 2 t o 2 4 h o ur s ( D a y 3) aft er 
d o si n g.

y F or p arti ci p a nt s wit h br e a st c a n c er or o v ari a n c a n c er d uri n g C y cl e 1 o nl y. T hi s i s n ot r e q uir e d if a s s e s s m e nt h a s b e e n p erf or m e d pr e vi o u sl y a n d r e s ult s ar e
a v ail a bl e f or u s e i n t hi s st u d y.

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI
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T a bl e 7 T r e at m e nt a n d F oll o w -u p P e ri o d (M 4 3 4 4 si n gl e a g e nt t h e r a p y i n P a rts C 1, C 2, a n d C 3 a n d t h e 1 4 d +/ 7 d-
s c h e d ul e d es c ri b e d i n P a rts C 4, C 5, a n d C 6 )

E v e nt/ A s s e s s

m e nt a

C y cl e 1 ( 2 1 D a y s) C y cl e 2 ( 2 1 D a y s) S u b s e q u e nt 

c y cl e s ( 2 1 
d a y s) 

F oll o w -u p b

D a y 1 D a y 8 D a y 1 5 D a y 1 D a y 8 D a y 1 5 D a y 1 All p arti ci p a nt s:
S af et y  F oll o w-u p 
3 0 d a y s ( ± 7 d a y s ) 

P arti ci p a nt s wit h o ut P D 

o nl y:
R a di ol o gi c F oll o w -u p c

e v e r y  6-9 w e e k s

Cli ni c al vi sit s X  X  X  X  X  X X X X

S af et y  As s e s s m e nt s

P h y si c al 

e x a mi n ati o n d X X

W e i g ht X X X

Vit al Si g n s e X  X  X  X  X  X X X

St a n d ar d 1 2 -
l e a d E C Gf

X f X

Tri pli c at e 
1 2 -l e a d E C G

( St a g e 1 a n d 2 
o nl y) g

X g

S er u m 
c h e mi str y

X h X h X h X h X h X h X h X

H e m at ol o g y X h X h X h X h X h X h X h X

Uri n e β -h C G i X j X X X

D o c u m e nt N o. 
O bj e ct N o. 

C CIC CI
C CI
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E v e nt/ A s s e s s

m e nt a

C y cl e 1 ( 2 1 D a y s) C y cl e 2 ( 2 1 D a y s) S u b s e q u e nt 

c y cl e s ( 2 1 
d a y s) 

F oll o w -u p b

D a y 1 D a y 8 D a y 1 5 D a y 1 D a y 8 D a y 1 5 D a y 1 All p arti ci p a nt s:
S af et y  F oll o w-u p 
3 0 d a y s ( ± 7 d a y s ) 

P arti ci p a nt s wit h o ut P D 

o nl y:
R a di ol o gi c F oll o w -u p c

e v e r y  6-9 w e e k s

C o n c o mit a nt 
m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

Cli ni c al 
di s e a s e 
a s s e s s m e nt k

X X X X

W H O 
p erf or m a n c e 
st at u s

X X X X

I m a gi n g A s s e s s m e nt s

C T s c a n 
di s e a s e 
a s s e s s m e nt n

E v er y 6 w e e k s, at t h e e n d of e v er y 2 c y cl e s f or t h e fir st 6 c y cl e s, t h e n e v er y 
3 c y cl e s u ntil di s e a s e pr o gr e s si o n o X

B o n e s c a n p E v er y 4 t o 6 c y cl e s u ntil di s e a s e pr o gr e s si o n X

St u d y  dr u g a d mi ni str ati o n

M 4 3 4 4 d o si n g q C o nti n u o u s d o si n g q

P h ar m a c o ki n eti c A s s e s s m e nt s

M 4 3 4 4 
( Pl a s m a P K 

c oll e cti o n)

X r X  X r X r X r

A E = A d v er s e e v e nt, β -h C G: b et a - h u m a n c h ori o ni c g o n a d otr o pi n, , C E A = C a n c er e m br y o ni c a nti g e n, C T = 
C o m p ut eri z e d t o m o gr a p h y, D N A = D e o x yri b o n u cl ei c a ci d, E C G = El e ctr o c ar di o gr a m, I C F = I nf or m e d c o n s e nt f or m, M RI = M a g n eti c r e s o n a n c e i m a gi n g,  

, P D = pr o gr e s sio n of di s e a s e, P K = P h ar m a c o ki n et i c s, R E CI S T = R e s p o n s e E v al u ati o n Crit eri a I n S oli d T u m or s , R P 2 D = 
R e c o m m e n d e d P h a s e II d o s e , W H O = W o rl d H e alt h Or g a ni z ati o n.

D o c u m e nt N o. 
O bj e ct N o. 

C CI
C CI

C CI
C CI
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a Pl e a s e s e e S e cti o n 6. 2. 4 Mi s s e d D o s e s a n d St u d y Vi sit s f or g ui d a n c e o n mi s s e d a s s e s s m e nt s.

b F oll o w -u p Vi sit will i n cl u d e a S af et y F oll o w -u p Vi sit 3 0 ( ± 7) d a y s f oll o wi n g t h e l a st d o s e of st u d y dr u g a n d R a di ol o gi c F oll o w -u p e v er y 6 t o 9 w e e k s f oll o wi n g 
t h e l a st c y cl e of c h e m ot h er a p y. R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s si v e di s e a s e o n pri or i m a gi n g s c a n. P arti ci p a nt s 
s h o ul d b e f oll o w e d u p f or s ur vi v al e v er y 3 m o nt h s u ntil t h e e n d of st u d y ( s e e S e cti o n 5. 2. 1 1 ).

c R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s si v e di s e a s e o n pri or i m a gi n g s c a n . P arti ci p a nt s s h o ul d att e n d R a di ol o gi c F oll o w-
u p Vi sit s u ntil di s e a s e pr o gr e s si o n i s o b s er v e d, n e w a nti c a n c er tr e at m e nt i s st art e d, d e at h, or t h e e n d of t h e st u d y, w hi c h e v er c o m e s fir st. F or t h e fir st 6 m o nt h s 
aft er t h e st art of st u d y tr e at m e nt, R a di ol o gi c F oll o w -u p Vi sit s s h o ul d o c c ur e v er y 6 w e e k s, s u b s e q u e ntl y t h e y s h o ul d o c c ur e v er y 9 w e e k s .

d S y m pt o m - dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n di c at e d i n t h e In v e sti g at or’ s j u d g m e nt. 

e Vit al si g n s will b e m e a s ur e d pr e d o s e.

f I n St a g e 3 of P art s C 1 , C 2 , a n d C 3 : 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 1.

g I n St a g e s 1 a n d 2 of P art s C 1 , C 2, a n d C 3 o nl y : tri pli c at e 1 2 -l e a d E C G wit h di git al u pl o a d f or c e ntr ali z e d a n al y si s will b e m e a s ur e d at t h e ti m e s of M 4 3 4 4 P K 
s a m pli n g o n D a y 1 of C y cl e 1 o nl y. D a y 1 pr e d o s e E C G m a y b e m e a s ur e d u p t o 6 0 mi n b ef or e d o si n g. E C G a s s e s s m e nt s h o ul d b e p erf or m e d wit hi n 1 0 
mi n ut e s pri or t o P K bl o o d s a m pl e c oll e cti o n, s u c h t h at t h e bl o o d s a m pl e i s c oll e ct e d at t h e n o mi n al ti m e.

h  T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s m a y b e o bt ai n e d u p t o 3 d a y s b ef or e d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y of d o si n g, t h e y s h o ul d 
b e r e c or d e d a s c orr e s p o n di n g t o d a y of pl a n n e d st u d y dr u g a d mi ni str ati o n. S e e  T a bl e 1 5 f or li st of a n al yt e s a n d f urt h er d et ail s r e g ar di n g l a b or at or y t e sti n g 
s c h e d ul e. S e e S e cti o n 6. 2. 2 f or crit eri a f or a d mi ni str ati o n of M 4 3 4 4 .

i F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

j If β-h C G i s m e a s ur e d o n D a y -7, a s s e s s m e nt will n ot b e r e p e at e d o n D a y 1.

k A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or-N o d e -M et a st a si s.

n I m a gi n g s c a n ( e. g., C T, M RI) of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d e v er y 6 w e e k s , i n a d diti o n t o i m a gi n g s c a n of ot h er b o d y ar e a s ( e. g., p el vi s), a s 
cli ni c all y i n di c at e d. I m a gi n g s c a n s m a y b e p erf or m e d ± 5 d a y s b ef or e t h e e n d of i n di c at e d c y cl e s; h o w e v e r, t h e i m a gi n g s c a n m u st b e p erf or m e d b ef or e D a y 1 
d o si n g of t h e s u b s e q u e nt c y cl e. F or e a c h p arti ci p a nt , t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e u s e d t o f oll o w t h e di s e a s e (if p o s si bl e). P er R E CI S T 1. 1, o bj e cti v e 
r e s p o n s e s n e e d t o b e c o nfir m e d. C o nfir m ati o n sh o ul d b e d et er mi n e d at a s c a n n o l e s s t h a n 4 w e e k s aft er t h e ori gi n al a s s e s s m e nt of o bj e cti v e r e s p o n s e i s 
m a d e; c o nfir m ati o n of r e s p o n s e at t h e n e xt s c h e d ul e d t u m or a s s e s s m e nt i s a c c e pt a bl e.

o If a p arti ci p a nt di s c o nti n u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w- u p i m a gi n g s c a n will b e p erf or m e d 
wit hi n 2 1 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

p F or p arti ci p a nt s wit h p o siti v e b o n e s c a n s at S cr e e ni n g.

q M 4 3 4 4 will b e a d mi ni st er e d at a d o s e a n d s c h e d ul e t h at h a s b e e n d et er mi n e d a s R P 2 D i n eit h er st u d y P art A or A 2 , or if u si n g t h e 1 4 d +/ 7 d - s c h e d ul e, 
d et er mi n e d i n st u d y P art A 3 .

r M 4 3 4 4 ( a n d m et a b olit e s a s a p pr o pri at e) pl a s m a P K s a m pl e s will b e c oll e ct e d d uri n g C y cl e 1 o n D a y 1 at 0 ( b ef or e d o si n g) , b et w e e n 0. 5 t o 2 h o ur s aft er 
d o si n g , a n d at t h e e n d of vi sit at l e a st 1 h o ur s aft er t h e pr e vi o u s s a m pl e , o n C y cl e 1 D a y 8 a n d D a y 1 5 ( at t h e st art a n d e n d of t h e vi sit, at l e a st 1 ho ur s a p art -2 
s a m pl e s) , c o nti n ui n g o n D a y 1 of e v er y s e c o n d c y cl e d uri n g C y cl e s 2 -8 a n d e v er y f o urt h c y cl e fr o m C y cl e 1 2 o n w ar d s . I n c a s e of t h e 1 4 d +/ 7 d - dr u g h oli d a y 
s c h e d ul e, P K s a m pli n g ti m e p oi nt s li st e d a b o v e t h at f all o n d a y s wit h o ut d o si n g will b e o mitt e d.

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI
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T a bl e 8 E x pl o r at o r y Ass ess m e nts ( M 4 3 4 4 si n gl e a g e nt t h e r a p y i n P a rts C 1, C 2 a n d C 3 a n d t h e 1 4 d +/ 7 d- s c h e d ul e 
d es c ri b e d i n P a rts C 4, C 5, a n d C 6)

E v e nt/ A s s e s s m e nt a

C y cl e 1 C y cl e 2
S u b s e q u e nt 

C y cl e s Di s e a s e Pr o gr e s si o n or 
S af et y  F oll o w-u p b

D a y 1 D a y 1 5 D a y 1 D a y 1 5 D a y 1

a Pl e a s e s e e S e cti o n 6. 2. 4 Mi s s e d D o s e s a n d St u d y Vi sit s f or g ui d a n c e o n mi s s e d a s s e s s m e nt s.

b F oll o w -u p Vi sit will i n cl u d e a S af et y F oll o w -u p Vi sit 3 0 ( ± 7) d a y s f oll o wi n g t h e l a st d o s e of st u d y dr u g .

f St a g e 1 o nl y. T h e s a m pl e s m u st b e t a k e n o n D a y 1 pr e d o s e, 3 a n d 5 h o ur s aft er M 4 3 4 4 a d mi ni str ati o n i n C y cl e 1, a n d o n D a y 1 pr e d o s e a n d 3 h o ur s aft er 
M 4 3 4 4 a d mi ni str ati o n i n C y cl e 2 .

D o c u m e nt N o. 
O bj e ct N o. 

C CI

C CI

C CI

C CI
C CI
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T a bl e 9 T r e at m e nt a n d F oll o w -u p P e ri o d ( M 4 3 4 4 si n gl e a g e nt t h e r a p y i n P a rts C 4, C 5 a n d C 6 , e x c e pt f o r t h e 
1 4 d +/ 7 d- s c h e d ul e )

E v e nt/ A s s e s s m e nt a C y cl e 1 ( 2 8 D a y s) C y cl e 2 ( 2 8 D a y s) S u b s e q u e nt 

c y cl e s ( 2 8 
d a y s) 

F oll o w -u p b

D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 All 

p arti ci p a nt s:
S af et y  

F oll o w -u p 
3 0 d a y s 

( ± 7 d a y s) 

P arti ci p a nt s 

wit h o ut P D 
o nl y:

R a di ol o gi c 
F oll o w -u p c

e v e r y  6-9 
w e e k s

Cli ni c al vi sit s X  X  X  X  X X X X X

S af et y  As s e s s m e nt

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

W e i g ht X X X

Vit al Si g n s e X  X  X  X  X  X  X  X X X

St a n d ar d 1 2 -l e a d E C Gf X f X

Tri pli c at e 1 2 -l e a d E C G

( St a g e 1 a n d 2 o nl y)g
X

S er u m c h e mi str y X i X h X h X  X h X h X h X h X

H e m at ol o g y X h X h X h X  X h X h X h X h X

Uri n e β -h C G i X j X X X

C o n c o mit a nt 
m e di c ati o n s C o nti n u o u s fr o m si g ni n g of I C F t hr o u g h S af et y F oll o w -u p Vi sit

A E s

Cli ni c al di s e a s e 
a s s e s s m e nt k X X X X

D o c u m e nt N o. 
O bj e ct N o. 

C CI
C CI
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E v e nt/ A s s e s s m e nt a C y cl e 1 ( 2 8 D a y s) C y cl e 2 ( 2 8 D a y s) S u b s e q u e nt 

c y cl e s ( 2 8 
d a y s) 

F oll o w -u p b

D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 D a y 8 D a y 1 5 D a y 2 2 D a y 1 All 

p arti ci p a nt s:
S af et y  

F oll o w -u p 
3 0 d a y s 

( ± 7 d a y s) 

P arti ci p a nt s 

wit h o ut P D 
o nl y:

R a di ol o gi c 
F oll o w -u p c

e v e r y  6-9 
w e e k s

W H O p erf or m a n c e 
st at u s

X X X X

I m a gi n g A s s e s s m e nt s

C T s c a n di s e a s e 
a s s e s s m e nt n E v er y 6- w e e k s u ntil di s e a s e pr o gr e s si o n o

X

B o n e s c a n p

E v er y 3 t o 4 c y cl e s u ntil di s e a s e pr o gr e s si o n
X

St u d y  Dr u g A d mi ni str ati o n

M 4 3 4 4 d o si n g q
3 d a y s o n/ 4 d a y s off ( D a y 1 -3, 8 -1 0, 1 5 -1 7, 2 2 -2 4)

7 d a y s o n/ 7 d a y s off ( D a y s 1 -7, 1 5 -2 1)

5 d a y s o n/ 2 d a y s off ( D a y 1- 5, 8 -1 2, 1 5 -1 9, 2 2 -2 6) q

P h ar m a c o ki n eti c A s s e s s m e nt s

M 4 3 4 4 ( Pl a s m a P K 
c oll e cti o n) r X r X r X r X r X r

A E = A d v er s e e v e nt, β -h C G: b et a - h u m a n c h ori o ni c g o n a d otr o pi n, , C E A = C a n c er e m br y o ni c a nti g e n, C T = 
C o m p ut eri z e d t o m o gr a p h y, , E C G = El e ctr o c ar di o gr a m, I C F = I nf or m e d c o n s e nt f or m, M RI = M a g n eti c r e s o n a n c e i m a gi n g,  

, P D = pr o gr e s si o n of di s e a s e, P K = P h ar m a c o ki n eti c s, R E CI S T = R e s p o n s e E v al u ati o n Crit eri a I n S oli d T u m or s , R P 2 D = 
R e c o m m e n d e d P h a s e II d o s e , W H O = W o rl d H e alt h Or g a ni z ati o n

a Pl e a s e s e e S e cti o n 6. 2. 4 Mi s s e d D o s e s a n d St u d y Vi sit s f or g ui d a n c e o n mi s s e d a s s e s s m e nt s.
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O bj e ct N o. 
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b F oll o w -u p Vi sit will i n cl u d e a S af et y F oll o w -u p Vi sit 3 0 ( ± 7) d a y s f oll o wi n g t h e l a st d o s e of st u d y dr u g a n d R a di ol o gi c F oll o w -u p e v er y 6 t o 9 w e e k s f oll o wi n g 
t h e l a st c y cl e of c h e m ot h era p y. R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s si v e di s e a s e o n pri or i m a gi n g s c a n. P arti ci p a nt s 
s h o ul d b e f oll o w e d u p f or s ur vi v al e v er y 3 m o nt h s u ntil t h e e n d of st u d y ( s e e S e cti o n 6. 2. 4 ).

c R a di ol o gi c F oll o w -u p Vi sit s ar e n ot r e q uir e d f or t h o s e p arti ci p a nt s wit h pr o gr e s si v e d i s e a s e o n pri or i m a gi n g s c a n. P arti ci p a nt s s h o ul d att e n d R a di ol o gi c F oll o w-
u p Vi sit s u ntil di s e a s e pr o gr e s si o n i s o b s er v e d, n e w a nti c a n c er tr e at m e nt i s st art e d, d e at h, or t h e e n d of t h e st u d y, w hi c h e v er c o m e s fir st. F or t h e fir st 6 m o nt h s 
aft er t h e st art of st u d y tr e at m e nt, R a di ol o gi c F oll o w -u p Vi sit s s h o ul d o c c ur e v er y 6 w e e k s, s u b s e q u e ntl y t h e y s h o ul d o c c ur e v er y 9 w e e k s.

d S y m pt o m - dir e ct e d p h y si c al e x a mi n ati o n s will b e p erf or m e d a s cli ni c all y i n di c at e d i n t h e I n v e sti g at or’ s j u d g m e nt. 

e Vit al si g n s will b e m e a s ur e d pr e d o s e.

f I n St a g e 3 of P art s C4 , C5 , a n d C6 : 1 2 -l e a d E C G will b e m e a s ur e d b ef or e M 4 3 4 4 d o si n g ( u p t o 6 0 mi n ut e s b ef or e) o n D a y 1.

g I n St a g e s 1 a n d 2 of P art s C 4 , C5 , a n d C6 o nl y : tri pli c at e 1 2 -l e a d E C G wit h di git al u pl o a d f or c e ntr ali z e d a n al y si s will b e m e a s ur e d at t h e ti m e s of M 4 3 4 4 P K 
s a m pli n g o n D a y 1 of C y cl e 1 o nl y. D a y 1 pr e d o s e E C G m a y b e m e a s ur e d u p t o 6 0 mi n b ef or e d o si n g. E C G a s s e s s m e nt s h o ul d b e p erf or m e d wit hi n 1 0 
mi n ut e s pri or t o P K bl o o d s a m pl e c oll e cti o n, s u c h t h at t h e bl o o d s a m pl e i s c oll e ct e d at t h e n o mi n al ti m e.

h  T o f a cilit at e ti m el y a d mi ni str ati o n of st u d y dr u g, s af et y l a b s m a y b e o bt ai n e d u p t o 3 d a y s b ef or e d o si n g. If l a b s ar e dr a w n b ef or e t h e d a y of d o si n g, t h e y s h o ul d 
b e r e c or d e d a s c orr e s p o n di n g t o d a y of pl a n n e d st u d y dr u g a d mi n i str ati o n. S e e  T a bl e 1 5 f or li st of a n al yt e s a n d f urt h er d et ail s r e g ar di n g l a b or at or y t e sti n g 
s c h e d ul e. S e e S e cti o n 6. 2. 2 f or crit eri a f or a d mi ni str ati o n of M 4 3 4 4 .

i F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al o nl y.

j If β-h C G i s m e a s ur e d o n D a y -7, a s s e s s m e nt will n ot b e r e p e at e d o n D a y 1.

k A s s e s s m e nt i n cl u d e s t u m or st a gi n g (I t o I V) a n d T u m or-N o d e -M et a st a si s.

n I m a gi n g s c a n ( e. g., C T, M RI) of c h e st a n d a b d o m e n s h o ul d b e p erf or m e d e v er y 6 w e e k s , i n a d diti o n t o i m a gi n g s c a n of ot h er b o d y ar e a s ( e. g., p el vi s), a s 
cli ni c all y i n di c at e d. I m a gi n g s c a n s m a y b e p erf or m e d ± 5 d a y s b ef or e t h e e n d of i n di c at e d c y cl e s; h o w e v er, t h e i m a gi n g s c a n m u st b e p erf or m e d b ef or e D a y 1 
d o si n g of t h e s u b s e q u e nt c y cl e. F or e a c h p arti ci p a nt , t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e u s e d t o f oll o w t h e di s e a s e (if p o s si bl e). P er R E CI S T 1. 1, o bj e cti v e 
r e s p o n s e s n e e d t o b e c o nfir m e d. C o nfir m ati o n s h o ul d b e d et er mi n e d at a s c a n n o l e s s t h a n 4 w e e k s aft er t h e ori gi n al a s s e s s m e n t of o bj e cti v e r e s p o n s e i s 
m a d e; c o nfir m ati o n of r e s p o n s e a t t h e n e xt s c h e d ul e d t u m or a s s e s s m e nt i s a c c e pt a bl e.

o If a p arti ci p a nt di s c o nti n u e s t h e st u d y pr e m at ur el y wit h o ut e vi d e n c e of pr o gr e s si v e di s e a s e o n t h e m o st r e c e nt s c a n, a f oll o w -u p i m a gi n g s c a n will b e p erf or m e d 
wit hi n 2 1 d a y s aft er t h e pl a n n e d l a st d a y of t h e c y cl e d uri n g w hi c h t h e p arti ci p a nt di s c o nti n u e d fr o m t h e st u d y.

p F or p arti ci p a nt s wit h p o siti v e b o n e s c a n s at S cr e e ni n g.

q M 4 3 4 4 will b e a d mi ni st er e d at a d o s e a n d s c h e d ul e t h at h a s b e e n d et er mi n e d a s R P 2 D i n eit h er st u d y P art A 3 .

r M 4 3 4 4 ( a n d m eta b olit e s a s a p pr o pri at e) pl a s m a P K s a m pl e s will b e c oll e ct e d a s d e s cri b e d i n S e cti o n  7. 6. 1. 4 , T a bl e 1 8 .

D o c u m e nt N o. 
O bj e ct N o. 
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T a bl e 1 0 E x pl o r at o r y Ass ess m e nts ( M 4 3 4 4 si n gl e a g e nt t h e r a p y i n P a rts C 4, C 5 a n d C 6 , e x c e pt f o r t h e 1 4 d +/ 7 d-
s c h e d ul e )

E v e nt/ A s s e s s m e nt a
C y cl e 1 C y cl e 2 S u b s e q u e nt C y cl e s Di s e a s e Pr o gr e s si o n or 

S af et y  F oll o w-u p b
D a y 1 D a y 1 5 D a y 1 D a y 1 5 D a y 1

D N A = D e o x yri b o n u cl ei c a ci d, P B M C = P eri p h er al bl o o d m o n o n u cl e ar c ell s.

a Pl e a s e s e e S e cti o n 6. 2. 4 Mi s s e d D o s e s a n d St u d y Vi sit s f or g ui d a n c e o n mi s s e d a s s e s s m e nt s.

b F oll o w -u p Vi sit will i n cl u d e a S af et y F oll o w -u p Vi sit 3 0 ( ± 7) d a y s f oll o wi n g t h e l a st d o s e of st u d y dr u g.

e 

D o c u m e nt N o. 
O bj e ct N o. 
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2 S p o ns o r, I n v esti g at o r s a n d St u d y A d mi nist r ati v e St r u ct u r e

T his cli ni c al st u d y is s p o ns or e d b y : M er c k K G a A , D ar mst a dt, G er m a n y a n d E M D S er o n o 
R es e ar c h & D e v el o p m e nt I nstit ut e, I n c., Bill eri c a, M A, U S A i n N ort h A m eri c a.

T h e st u d y will b e c o n d u ct e d at a p pr o xi m at el y  1 0 t o 1 5 sit es . C o u ntri es p arti ci p ati n g i n t his st u d y  
will i n cl u d e t h e U K, t h e U S A, th e N et h erl a n ds a n d S p ai n .

T h e C o or di n ati n g I n v esti g at or ( ), 
r e pr es e nts all I nv esti g at or s f or d e cisi o ns a n d dis c ussi o ns r e g ar di n g t his st u d y, c o nsist e nt wit h t h e 
I nt er n ati o n al C o u n cil f or H ar m o nis ati o n (I C H) T o pi c E 6 G o o d C li ni c al P r a cti c e ( G C P; h er e aft er 
r ef err e d t o a s I C H G C P ). T h e C o or di n ati n g I n v esti g at or will pr o vi d e e x p ert m e di c al i n p ut a n d 
a d vi c e r el ati n g t o st u d y d esi g n a n d e x e c uti o n a n d is r es p o nsi bl e f or t h e r e vi e w a n d si g n off of t h e 
cli ni c al st u d y r e p ort o n b e h alf of all I n v esti g at ors .

Si g n at ur e p a g es f or t h e Pr ot o c ol L e a d a n d t h e C o or di n ati n g I n v esti g at or as w ell as a list of S p o ns or 
r es p o nsi bl e p ers o ns ar e i n A p p e n di x I .

T h e st u d y will a p p e ar i n t h e f oll o wi n g cli ni c al tri al r e gistri es: Cli ni c al Tri als. g o v a n d E u dr a C T .

D et ails of str u ct ur es a n d ass o ci at e d pr o c e d ur es will b e d efi n e d i n a s e p ar at e M a n u al of O p er ati o ns , 
w hi c h will b e pr e p ar e d u n d er t h e s u p er visi o n of t h e Cli ni c al St u d y L e a d er.

3 B a c k g r o u n d I nf o r m ati o n

C a n c er is a gr o u p of dis e as es c h ar a ct eri z e d b y  d ysr e g ul ati o n of c ell diff er e nti ati o n, pr olif er ati o n, 
a n d s ur vi v al. I n a d v a n c e d st a g es, t u m or c ells c a n s pr e a d t o ot h e r ar e as of t h e b o d y i n cl u di n g vit al 
or g a ns a n d b o n e, w hi c h c a n b e f at al if n ot br o u g ht u n d er c o ntr ol (A m eri c a n C a n c er S o ci et y 2 0 1 1) . 
T hr o u g h a d v a n c e m e nts i n d et e cti o n, s ur g er y, a n d t h er a py, p ati e nts’ pr o g n os es ar e g e n er all y 
i m pr o vi n g, a n d 5- y e ar s ur vi v al r at es f or a n u m b er of c a n c ers ar e risi n g. H o w e v er, t h e n e e d f or 
b ett er tr e at m e nt o pti o ns r e m ai ns. T h e I nt er n ati o n al A g e n c y f or R es e ar c h o n C a n c er esti m at es t h at 
t ot al c a n c er -r el at e d d e at hs w orl d wi d e i n 2 0 0 8 w er e 7. 6 milli o n, w hi c h is e x p e ct e d t o ris e t o 
1 3. 2 milli o n c a n c er d e at hs b y  2 0 3 0 (A m eri c a n C a n c er S o ci et y 2 0 1 1 , F erl a y  2 0 1 0).

D e o x yri b o n u cl ei c a ci d (D N A )-d a m a gi n g a g e nts a n d i o ni zi n g r a di ati o n (I R) ar e wi d el y  us e d a s 
st a n d ar d of c ar e f or t h e tr e at m e nt of m a n y s oli d t u m ors. H o w e v er, f or m ost p ati e nts, t h e y  pr o vi d e 
o nl y  mo d est b e n efit d u e t o hi g hl y p r ofi ci e nt c ell ul ar pr o c ess es t h at ar e a bl e t o d et e ct a n d r e p air t h e 
d a m a g e d D N A (Ol a uss e n 2 0 0 6 , H e gi 2 0 0 5 , N or q uist 2 0 1 1 ).

3. 1 S ci e ntifi c R ati o n al e

T h e pr ot ei n ki n as e at a xi a t el a n gi e ct asi a m ut at e d ( A T M) a n d R a d 3 -r el at e d ( A T R) ar e t h e pri m ar y  
m e di at or of a n i m p ort a nt D N A d a m a g e s ur v eill a n c e a n d r e p air p at h w a y  th at r es p o n ds t o 
r e pli c ati o n str ess ( R S) (Ci m pri c h 2 0 0 8 ). R e pli c ati o n str ess aris es w h e n t h e c ell's D N A r e pli c ati o n 
m a c hi n er y  att e m pt s t o c o p y t hr o u g h a n u nr es ol v e d d a m a g e l esi o n. S u c h e v e nts ar e c o m m on aft er 
c ells ar e tr e at e d wit h D N A -d a m a gi n g a g e nts. L eft u nr es ol v e d, R S c a n l e a d t o d o u bl e -str a n d D N A 
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br e a ks ( D S B) a n d c ell d e at h. T h e R S p at h w a y  is cl os el y  ass o ci at e d wit h a D S B r e p air p at h w a y  
m e di at e d b y  th e A T R -r el at e d ki n as e, A T M (K ast a n 2 0 0 4) . I nhi biti o n of A T R i n n o n c a n c er c ells 
h as b e e n s h o w n t o l e a d t o a cti v ati o n of a c o m p e ns at or y  AT M m e di at e d r es p o ns e t h at pr ot e cts c ells 
fr o m t h e l et h al c o ns e q u e n c es of u nr e p air e d R S (R e a p er 2 0 1 1) . I n co ntr ast, m a n y c a n c er c ells 
d e p e n d o n A T R f or s ur vi v al fr o m D N A d a m a g e as a r es ult of d ef e cts i n t h e A T M si g n ali n g 
p at h w a y  an d/ or as a r e s ult of hi g h b a c k gr o u n d l e v els of R S t h at c a n aris e fr o m a n u m b er of 
m e c h a nis ms, i n cl u di n g e x pr essi o n of c ert ai n o n c o g e n es (C a n c er G e n o m e Atl as N 2 0 1 2 , 
Di n g 2 0 0 8, Gr e e n m a n 2 0 0 7 , Ji a n g 2 0 0 9 ). S u c h d ef e cts i n A T M si g n ali n g c a n c a us e a d e p e n d e n c e 
o n A T R f or s ur vi v al fr o m R S c a us e d b y  tr e at m e nt wit h D N A -d a m a gi n g a g e nts (R e a p er 2 0 1 1,  
T ol e d o 2 0 1 1,  M ur g a 2 0 0 9 , N g hi e m 2 0 0 2,  S a n gst er -G uit y 2 0 1 1,  N g hi e m 2 0 0 1) . A c c or di n gl y, 
w hil e n o n c a n c er c ells h a v e b e e n s h o w n t o t ol er at e c o m bi n ati o ns of A T R i nhi bit ors a n d 
D N A -d a m a gi n g dr u gs, it is e x p e ct e d t h at a n A T R i n hi bit or will s e nsiti z e m a n y  ca n c er c ells t o 
v ari o us D N A - d a m a gi n g a g e nts (R e a p er 2 0 1 1 ). Hi g h l e v els of R S ar e e vi d e nt i n s o m e c a n c er c ells 
e v e n i n t h e a b se n c e of D N A -d a m a gi n g a g e nts. T his c a n r es ult fr o m e x pr essi o n of o n c o g e n es t h at 
dri v e d y sr e g ul at e d r e pli c ati o n, a h y p o xi c e n vir o n m e nt, or fr o m d ef e cts i n ot h er D N A r e p air 
p at h w a y s. T his hi g h R S i n c a n c er c ells c a n dri v e a r eli a n c e o n A T R f or s ur vi v al a n d t hus, A T R 
i n hi bit ors m a y h a v e b e n efit as si n gl e a g e nts (Gil a d 2 0 1 0 , S c h o p p y  2 0 1 2, M ur g a 2 0 1 1 , Pir es 2 0 1 2 , 
H a m m o n d 2 0 0 4 ).

M 4 3 4 4 (i niti all y  d e v el o p e d b y V ert e x P h ar m a c e uti c als I n c or p or at e d u n d er t h e c o d e V X - 8 0 3) is a 
p ot e nt a n d s el e cti v e i n hi bit or of A T R (i n hi biti o n c o nst a nt < 1 5 0 p M) wit h a c o n c e ntr ati o n r es ulti n g 
i n 5 0 % m a xi m al i n hi biti o n of 8 n M f or t h e tr e at m e nt of a d v a n c e d m ali g n a n ci es. M 4 3 4 4 s e nsiti z es 
m a n y  hu m a n c a n c er c ell li n es t o t h e c y t ot o xi c eff e cts of v ari o us D N A -d a m a gi n g a g e nts. I n 
c o ntr ast, e xt e nsi v e st u di es wit h ot h er A T R i n hi bit ors h a v e s h o w n t h at n o n c a n c er c el ls t ol er at e 
A T R i n hi biti o n wit h o nl y  a re v ersi bl e i n cr e as e i n gr o wt h arr est attri b ut a bl e t o a cti v ati o n of 
c o m p e ns at or y , A T M-m e di at e d, D N A r e p air si g n ali n g (R e a p er 2 0 1 1 ). 

M ut ati o ns i n s p e cifi c D N A d a m a g e r es p o ns e r el at e d g e n es (i n cl u di n g A RI D 1 A, A T R X/ D A X X 
a n d A T M) h a v e b e e n s h o w n t o i n cr e as e r eli a n c e o n A T R si g n ali n g f or t u m or c ell s ur vi v al a n d 
gr o wt h (Fl y n n 2 0 1 5,  Willi a ms o n 2 0 1 6,  Mi n 2 0 1 7 ). P u blis h e d d at a s u g g est t h at l oss- of-f u n cti o n 
m ut ati o ns i n s p e cifi c t u m or g e n es i n v ol v e d i n t h e D N A d a m a g e r e p air pr o c ess as c a n di d at es t o
pr e di ct s e nsiti vit y to A T R i n hi bit ors as m o n ot h er a p y . Willi a ms o n a n d c o -a ut h ors s h o w e d i n a n 
ri b o n u cl ei c a ci d i nt erf er e n c e Scr e e ni n g i n c ell li n es t h at A RI D 1 A w as t h e t o p hit g e n e t h at w as 
s ynt h eti c all y l et h al wit h t h e A T R i n hi bit or V X - 8 2 1, a n d t h at t h er e w as a n oti c e a bl e st atisti c all y 
si g nifi c a nt diff er e n c e i n s e nsiti vit y to M 6 6 2 0 ( V X- 9 7 0) b et w e e n t h e A RI D 1 A w il d ty p e a n d 
m ut a t e d x e n o gr afts (Willi a ms o n 2 0 1 6) . Fl y n n a n d c o a ut h ors d e m o nstr at e d i n vitr o a n d i n vi v o t h at 
t u m or c ells pr es er vi n g c hr o m os o m e i nt e grit y thr o u g h o ut t h e alt er n ati v e l e n gt h e ni n g of t el o m ere
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pr o c ess, a m e c h a nis m ass o c i at e d wit h l oss- of-f u n cti o n m ut ati o ns i n eit h er t h e g e n es A T R X or 
D A X X w hi c h i n v ol v es D N A h o m ol o g o us r e c o m bi n ati o n, ar e s e nsiti v e t o A T R i n hi biti o n
(Fl y n n 2 0 1 5 ). Antit u m or a cti vit y  of M 4 3 4 4 as m o n ot h er a p y h as b e e n s h o w n i n pr e cli ni c al 
x e n o gr aft h ar b ori n g s u c h m ut ati o ns (V ert e x R e p ort E 0 4 5 3 -U 1 6 0 7 -G 2 9 2 & S K - N-F 1 _ V X - 8 0 3).
T h e c o -i n a cti v ati o n of A T M a n d A T R f u n cti o ns r es ults i n s ynt h eti c l et h alit y, w hi c h h as b e e n 
s h o w n i n a g astri c c a n c er x e n o gr af t m o d el c arr y i n g a m ut ati o n i n A T M wit h t h e A T R i n hi bit or 
A Z D 6 7 3 8 (Mi n 2 0 1 7) . T o g et h er, t h es e d at a s u p p ort t h e r ati o n ale t h at p ati e nts wit h s oli d t u m ors 
h ar b ori n g l oss- of-f u n cti o n m ut ati o ns i n A RI D 1 A, A T R X or D A X X, a n d A T M m a y  b e n efit fr o m
tr e at m e nt wit h M 4 3 4 4 m o n ot h er a py , i n d e p e n d e nt of a n at o mi c t u m or l o c ali z ati o n. 

T h e pr e v al e n c e of t h es e l oss of f u n cti o n m ut ati o ns is v ari a bl e a n d g e n er all y l o w a cr oss t u m or 
t yp es. A c c or di n g t o a st u d y Sp o n s or a n al ys is c o n d u ct e d i n S e pt e m b er 2 0 1 8 o n d at a of T h e C a n c er 
G e n o m e Atl as ( T C G A) i n t h e N ati o n al C a n c er I nstit ut e G e n o mi c D at a C o m m o ns ( N CI G D C), th e 
fr e q u e n c y of l oss of f u n cti o n m ut ati o ns i n A RI D 1 A, A T R X, D A X X, A T M is e x p e ct e d t o b e 6. 7 %, 
3. 3 %, 0. 2 % , 2. 1 %, r es p e cti v ely, i n t h e o n c ol o g i c p ati e nt p o p ul ati o n ( d efi niti o n of “l oss of 
f u n cti o n ” is r e p ort e d i n S e cti o n  7. 7. 5 ). T h e i n di c ati o ns wit h t h e hi g h est pr e v al e n c e of m ut ati o ns 
ar e i n e n d o m etri al c ar ci n o m a, st o m a c h a d e n o c ar ci n o m a, ur ot h eli al c ar ci n o m a, a n d 
c h ol a n gi o c ar ci n o m a f or A RI D 1 A ( 3 0 %, 2 0 %, 1 4 %, 1 1 % of c as es, r es p e cti v el y), i n l o w er gr a d e 
gli o m a a n d s ar c o m a f or A T R X ( 3 1 % a n d 1 1 %, r es p e cti v el y), a n d c ol o n a d e n o c ar ci n o m a f or A T M 
( 1 1 %).

3. 2 T o xi c ol o g y a n d C o m p o u n d S af et y

M 4 3 4 4 h as b e e n e v al u at e d i n n o n- G o o d L a b or at or y  Pra cti c e ( G LP) d os e -r a n g e fi n di n g a n d G L P 
t o xi c ol o g y st u di es. F oll o wi n g BI W a d mi nistr ati o n of M 4 3 4 4 at d os es of 1 0, 3 0, a n d 4 5 m g/ k g f or 
1 4 d a y s i n a n o n -G L P d o s e -r a ng e fi n di n g st u d y, a m a xi m u m t ol er at e d d os e ( M T D) of 4 5 m g / k g 
w as est a blis h e d f or r ats (I T R L a b or at ori es R e p ort f or 7 2 1 7 1 2 0 1 3). I n a G L P st u d y, w h e n M 4 3 4 4 
w as a d mi nist er e d BI W t o r ats at d os es of 3, 1 0, a nd 3 0 m g/ k g f or 2 8 d a y s (M PI  R es e ar c h f or 8 6 3-
1 6 5 2 0 1 4 ), t h e i d e ntifi e d t ar g et or g a n s of t o xi cit y wer e c o nsist e nt wit h b ot h t h e p h ar m a c ol o g y  of 
A T R i n hi biti o n (R u z a n ki n a 2 0 0 7) a n d t h e n o n -G L P fi n di n gs a n d i n cl u d e d: b o n e m arr o w 
(r e g e n er ati o n) wit h c orr es p o n di n g c h a n g es t o t h e h e m at o p oi eti c s yst e m (r e d u cti o ns i n w hit e bl o o d 
c ell [ W B C] a n d r e d bl o o d c ell [ R B C] m ass); t h y mus (l ym p h oi d d e pl eti o n); s pl e e n ( d e cr e as e d 
l ym p h o c y t es/ e xtr a m e d ull ar y he m at o p oi esis); li v er ( e xtr a m e d ull ar y he m at o p oi esis); a n d t est es 
(s p er m at o c yt e/s p er m ati d d e g e n er ati o n wit h c o n c o mit a nt oli g os p er mi a/ g er m c ell d e bris i n 
e pi di d y mi d es) (M PI  R e s e ar c h f or 8 63- 1 6 5 2 0 1 4 ). All fi n di n g s, wit h t h e e x c e pti o n of t h o s e i n t h e 
t est es, h a d r es ol v e d b y  th e e n d of t h e 1 4- d a y  re c o v er y  peri o d (M PI  Res e ar c h f or 8 6 3 - 1 6 5 2 0 1 4)
h o w e v er, a d ur ati o n of 1 4 d a y s is i ns uffi ci e nt f or s p er m pr o d u cti o n t o c o m pl et el y  re c o v er
(Cr e as y 2 0 0 2) . A s e v er el y t o xi c d os e t o 1 0 % of t h e p o p ul ati o n c o ul d n ot b e d et er mi n e d i n r ats.

I n a n o n-G L P 1 4 -d a y  d o s e-r a n g e fi n di n g st u d y c o n d u ct e d i n d o gs at d os es of 3, 1 0, a n d 3 0 m g/ k g 
BI W , a si n gl e d os e of 3 0 m g/ k g r es ult e d i n m ori b u n dit y  du e t o s e v er e g astr oi nt esti n al ( GI) t o xi cit y; 
b o d y  wei g ht l oss a n d c o nti n u e d d et eri or ati n g h e alt h l e d t o t h e e arl y t er mi n ati o n of th e hi g h -d o s e 
( 3 0 m g/ k g) gr o u p o n St u d y  Da y 3 (I T R L a b or at ori es R e p ort f or 6 1 3 8 8 2 0 1 3 ). M 4 3 4 4 w as als o 
p o orl y  tol er at e d at 1 0 m g / k g r es ulti n g i n e m esis, i n a p p et e n c e, li q ui d st o ol, br o w n/ gr e e n m at eri al 
i n t h e c a g e tr a y, a n d b o d y  wei g ht l oss ( u p t o 2 3 %); h o w e v er, eff e cts n ot e d at 3 m g/ k g w er e 
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mi ni m al. B as e d o n t h es e fi n di n gs, it w as c o n cl u d e d t h at t h e M T D w as e x c e e d e d at 1 0 m g/ k g (I T R 
L a b or at ori es R e p ort f or 6 1 3 8 8 2 0 1 3 ). 

I n a GL P 2 8- d a y  st u d y co n d u ct e d i n d o gs ass essi n g BI W a d mi nistr ati o n at d os es of 1, 2, a n d 
4 m g/ k g, M 4 3 4 4 w as p o orl y  tol er at e d (s oft/ w at er y/ m u c oi d f e c es, r e d m at eri al i n t h e f e c es a n d/ or 
i n t h e c a g e tr a y, a n d b o d y  wei g ht l oss) at t h e hi g h est d os e ( 4 m g / k g) (M PI  Res e ar c h R e p ort f or 
8 6 3- 1 6 6 2 0 1 4) . M ori b u n dit y , d u e t o GI  to xi cit y  an d e xtr e m e w ei g ht l o s s ( 1 4 %), o bs er v e d i n 
1 hi g h -d os e ( 4 m g / k g) m al e l e d t o t h e e arl y s a crifi c e of t h at a ni m al o n St u d y  Da y 2 4
(M PI R es e ar c h R e p ort f or 8 6 3- 1 6 6 2 0 1 4) . C o nsist e nt wit h t h e n o n- G L P fi n di n gs a n d t h e 
p h ar m a c ol o g y  of A T R i n hi biti o n (R u z a n ki n a 2 0 0 7) , t ar g et or g a ns of t o xi cit y id e ntifi e d i n t his G L P 
st u d y in d o gs at d os es of ≥ 2 m g/ k g w er e: b o n e m arr o w (r e g e n er ati o n) wit h c orr es p o n di n g c h a n g es 
i n t h e h e m at o p oi eti c s yst e m ( d e cr e as e i n R B C m ass); s pl e e n ( e xtr a m e d ull ar y he m at o p oi esis); li v er 
( e xtr a m e d ull ar y he m at o p oi esis); t h ym us (l ym p h oi d d e pl eti o n); GI  (i nfl a m m ati o n of l a mi n a 
pr o pri a a n d g ut ass o ci at e d l ym p h oi d tiss u e); a n d t est es (s p er m at o c yt e/s p er m ati d d e gr a d ati o n a n d 
s e c o n d ar y eff e ct o n e pi di d y mi d es; g er m c ell d e bris) (M PI  Res e ar c h R e p ort f or 8 6 3- 1 6 6 2 0 1 4) . 
F oll o wi n g a 1 4- d a y  re c o v er y  peri o d, all h e m at ol o g y  fi n di n gs h a d r es ol v e d, a n d a n o n g oi n g 
r e g e n er ati v e r es p o ns e w as e vi d e nt i n t h e b o n e m arr o w, t h ym us, s pl e e n, a n d li v er. A d diti o n all y , 
t h e fi n di n gs n ot e d i n t h e GI h a d r es ol v e d at t h e 2 m g/ k g d os e; h o w e v er, as e x p e ct e d, t h e t esti c ul ar 
fi n di n gs h a d n ot r es ol v e d at t h e e n d of t h e r e c o v er y peri o d (M PI  Res e ar c h R e p ort f or 8 6 3 -1 6 6 
2 0 1 4) si n c e d ur ati o n of 1 4 d a y s is n ot s uffi ci e nt f or s p er m pr o d u cti o n t o c o m pl et el y r e c o v er
(Cr e as y 2 0 0 2 ). B as e d o n t h es e d at a, t h e hi g h est n o ns e v er el y  to xi c d os e ( H N S T D) i n d o gs i s 
c o nsi d er e d t o b e 2 m g/ k g BI W. T h e a ni m al -t o-h u m a n e x p os ur e m ulti pl e c al c ul at e d o n a n ar e a 
u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e ( A U C) b asis at t h e H N S T D is e x p e ct e d t o b e 2 -f ol d t h e 
pr oj e ct e d h u m a n e x p os ur e at t h e effi c a ci o us d os e.

I n a d diti o n t o t o xi c ol o g y d at a f or M 4 3 4 4 , V ert e x P h ar m a c e uti c als I n c or p or at e d a n d M er c k K G a A 
als o h a v e o bt ai n e d i niti al cli ni c al s af et y d at a o n V X - 9 7 0/M 6 6 2 0, t h e first-i n-cl ass i ntr a v e n o usly
a d mi nist er e d A T R i n hi bit or c urr e ntl y  in t w o P h as e I cli ni c al st u di es, M S 2 0 1 9 2 3 - 0 0 0 1 a n d 
V X 1 3 - 9 7 0- 0 0 2, i n t h e U S A a n d U K . M 6 6 2 0 h as b e e n a d mi nist er e d i n M er c k -/V ert e x -s p o ns or e d 
st u di es t o o v er 3 0 0 p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors, eit h er a s a si n gl e a g e nt or i n 
c o m bi n ati o n wit h eit h er g e m cit a bi n e or cis pl ati n. 

F urt h er m or e, i niti al cli ni c al s af et y d at a ar e a v ail a bl e fr o m 4 0 p arti ci p a nt s r e c ei vi n g M 4 3 4 4 at d os es 
r a n gi n g fr o m 1 0 m g t o 1 2 0 0 m g) o bt ai n e d i n t h e o n g oi n g P art A of t hi s st u d y a n d 1 3 p arti ci p a nts 
i n St u d y  00 0 1 P art B 1 w h o r e c ei v e d M 4 3 4 4 at d os es of 3 5 0 t o 5 0 0 m g i n c o m bi n ati o n wit h 
c ar b o pl ati n at t h e d os e A U C 5 . R ef er t o t h e c urr e nt v ersi o n of t h e I n v esti g at or’s Br o c h ur e ( M 4 3 4 4 
I B) f or f urt h er d et ails.

B as e d o n t h e e v al u ati o n of s af et y d at a fr o m St u d y  0 0 0 1, el e v ati o ns i n h e p ati c tr a ns a mi n as es ( A L T 
a n d A S T) h a v e b e e n est a blis h e d as a n e w i m p ort a nt p ot e nti al ris k ass o ci at e d wit h t h e 
a d mi nistr ati o n of M 4 3 4 4. 

M 4 3 4 4 c a us es h y p er bilir u bi n e mi a ( pr e d o mi n a ntl y in dir e ct or u n c o nj u g at e d bilir u bi n) vi a 
i n hi biti o n of bilir u bi n gl u c ur o ni d ati o n b y  UG T 1 A 1. I niti all y, s eri o us a d v ers e e v e nts ( S A Es) of 
i n cr e as e d bl o o d bilir u bi n a n d h y p er bilir u bi n e mi a w er e r e p ort e d as d os e-li miti n g t o xi citi es ( D LTs) 
i n 3 p arti ci p a n ts a n d r es ult e d i n st u d y dr u g wit h dr a w al. Aft er t h e m e c h a nis m of h y p er bilir u bi n e mi a 
w as d et er mi n e d b as e d o n a r e vi e w of cli ni c al a n d n o n cli ni c al d at a a n d o utsi d e e x p ert ass ess m e nt, 
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t h e d efi niti o n of a D L T w as r e vis e d i n a 2 0 1 6 pr ot o c ol a m e n d m e nt t o e x cl u d e i n cr e as es i n bilir u bi n 
t h at ar e ass ess e d as arisi n g fr o m i n hi biti o n of bilir u bi n gl u c ur o ni d ati o n, a s l o n g as t h e bilir u bi n 
l e v el r e m ai ns b el o w 1 5 m g/ d L ( 2 5 7 μ m ol/ L) (s e e S e cti o n 5. 2. 6 ).

I n Part A, bilir u bi n el e v ati o ns w er e d os e -d e p e n d e nt, o bs er v e d at d os es ≥ 3 0 0 m g. T h e o ns et of 
i n cr e as e d bl o o d bilir u bi n w as wit hi n 1 d a y  of a d mi nistr ati o n of t h e dr u g a n d w as s e v er e 
(i. e. Gr a d e ≥ 3 ) a n d w as n ot t y pi c all y ass o ci at e d wit h ot h er a d v ers e c o ns e q u e n c es. T h e i n ci d e n c e 
of i n cr e as e d bl o o d bilir u bi n as a n S A E w as als o d os e - d e p e n d e nt, a n d w as r e p ort e d at d o s e s 
≥ 7 0 0 m g. At 1, 2 0 0 m g, t h e hi g h est M 4 3 4 4 d os e a d mi nist er e d i n St u d y  00 0 1 P art A, 4 p arti ci p a nts 
of 7 p arti ci p a nts ( 5 7. 1 %) h a d S A Es of bl o o d bilir u bi n i n cr e as e d. I n P art B 1, 3 p arti ci p a nts ( 2 3. 1 %) 
r e p ort e d A Es of bl o o d bilir u bi n i n cr e as e d ( 1 p arti ci p a nt at e a c h of t h e 3 M 4 3 4 4 d os es of 3 5 0, 4 0 0, 
a n d 5 0 0 m g); 1 p arti ci p a nt ( 7. 7 %) r e p ort e d a n S A E of h y p er bilir u bi n e mi a w hil e r e c ei vi n g 4 0 0 m g 
M 4 3 4 4.

I n Part A, D L Ts c o nfir m e d i n d o s e es c al ati o n m e eti n gs ( D E Ms) o c c urr e d i n 3 of 4 0 p arti ci p a nts 
i n t h e s af et y set. O n e p arti ci p a nt i n t h e 1, 0 5 0 m g gr o u p h a d D L Ts of A L T a n d A S T i n cr e as e d, 
bl o o d bilir u bi n i n cr e as e d, a n d n e utr o p e ni a. T w o p arti ci p a nts i n t h e 1, 2 0 0 m g gr o u p h a d a D L T of 
bl o o d bilir u bi n i n cr e as e d. N o D L Ts o c c urr e d at M 4 3 4 4 d os es fr o m 1 0 t o 7 0 0 m g t wi c e w e e kl y.

I n P art B 1, D L Ts c o nfir m e d i n D E Ms o c c urr e d i n 4 of 1 3 p arti ci p a nts i n t h e s af et y s et. All D L Ts 
w er e r e p ort e d i n p arti ci p a nts r e c ei vi n g M 4 3 4 4 5 0 0 m g + A U C 5 c ar b o pl ati n. T hr e e p arti ci p a nts 
h a d a D L T of n e utr o p e ni a; D L Ts of f e bril e n e utr o p e ni a, g astr oi nt esti n al i nfl a m m ati o n, 
t hr o m b o c yt o p e ni a, a n d v o miti n g w er e r e p ort e d i n 1 p arti ci p a nt e a c h.

N a us e a a n d v o miti n g ar e c o nsi d er e d a d v ers e dr u g r e a cti o n s ( A D R s) f or M 4 3 4 4 d u e t o a p ossi bl e 
c a us al ass o ci ati o n b et w e e n M 4 3 4 4 tr e at m e nt a n d t h es e e v e nts . I n St u d y 0 0 0 1 P art A, n a us e a 
o c c urr e d i n 6 7. 5 % of p arti ci p a nts a n d v o miti n g i n 4 7. 5 %. T h es e e v e nts w er e us u all y  no ns eri o us, 
of Gr a d e 1 or Gr a d e 2 i nt e nsit y, a n d m a n y o c c urr e d o n t h e s a m e d a y  as M 4 3 4 4 a d mi nistr ati o n; t h e 
m aj orit y  di d n ot r es ult i n i nt err u pti o n or p er m a n e nt dis c o nti n u ati o n of M 4 3 4 4 tr e at m e nt. 
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4 St u d y O bj e cti v es

4. 1 P ri m a r y O bj e cti v es

4. 1. 1 P a rt A

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 a d mi nist er e d BI W i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors

 T o d et er mi n e t h e M T D a n d/ or r e c o m m e n d e d P h as e II d os e (R P 2 D ) of si n gl e a g e nt 
M 4 3 4 4 a d mi nist er e d BI W ( M T DS i n gl e BI W) i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 1. 2 P a rt A 2

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 w h e n a d mi nist er e d i n a t wi c e d ail y or o n c e d ail y d os e s c h e d ul e i n p arti ci p a nt s 
wit h a d v a n c e d s oli d t u m ors

 T o d et er mi n e t h e M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d i n a t wi c e 
d ail y  or o n c e d aily d os e s c h e d ul e i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 1. 3 P a rt A 3

 T o e v al u at e t h e s af et y a n d t ol er a bilit y of m ulti pl e as c e n di n g d os es of si n gl e a g e nt 
M 4 3 4 4 w h e n a d mi nist er e d i n a dr u g h oli d a y  dos e s c h e d ul e i n p arti ci p a nt s wit h 
a d v a n c e d s oli d t u m ors

 T o d et er mi n e t h e M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d i n a dr u g 
h oli d a y  d os e s c h e d ul e i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 1. 4 P a rt B 1

 T o e v al u at e t h e s af et y a n d tol er a bilit y  of M 4 3 4 4 w h e n a d mi nist er e d i n c o m bi n ati o n 
wit h c ar b o pl ati n i n p arti ci p a nts wit h a d v a n c e d s oli d t u m ors 

 T o d et er mi n e t h e M T D a n d/ or R P 2 D of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h 
c ar b o pl ati n i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 1. 5 All P a rts C

 T o e v al u at e t h e s af et y,  tol er a bilit y , a n d effi c a c y  i n t er ms of c o nfir m e d o bj e cti v e 
r es p o ns e of M 4 3 4 4 w h e n a d mi nist er e d i n p arti ci p a nts wit h s oli d t u m or h ar b ori n g 
l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A RI D 1 A ( P arts C 1 , C 4), A T R X a n d/ or D A X X 
( P arts C 2 , C 5), or A T M ( P arts C 3 , C 6).
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O bj e ct N o. 
C CI

C CI
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4. 2 S e c o n d a r y O bj e cti v es

4. 2. 1 P a rt A

 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 si n gl e a g e nt M 4 3 4 4 w h e n a d mi nist er e d BI W
i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors

 T o ass ess p ot e nti al a ntit u m or a cti vit y of si n gl e a g e nt M 4 3 4 4 w h e n a d mi nist er e d BI W
i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 2. 2 P a rt A 2

 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 si n gl e a g e nt M 4 3 4 4 ( a n d m et a b olit es as 
a p pr o pri at e) w h e n a d mi nist er e d i n a t wi c e d ail y or o n c e d ail y d os e s c h e d ul e i n
p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors

 T o ass ess a ntit u m or a cti vit y  of si n gl e a g e nt M 4 3 4 4 w h e n a d mi nist er e d i n a t wi c e d ail y 
or o n c e d ail y d os e s c h e d ul e i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 2. 3 P a rt A 3

 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 si n gl e a g e nt M 4 3 4 4 ( a n d m et a b olit es as 
a p pr o pri at e) w h e n a d mi nist er e d i n a dr u g h oli d a y  dos e s c h e d ul e i n p arti ci p a nt s wit h 
a d v a n c e d s oli d t u m ors

 T o ass ess pr eli mi n ar y  a ntit u m or a cti vit y  of si n gl e a g e nt M 4 3 4 4 w h e n a d mi nist er e d i n a 
dr u g h oli d a y  d os e s c h e d ul e i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 2. 4 P a rt B 1

 T o e v al u at e t h e P K pr ofil e of M 4 3 4 4 w h e n a d mi nist er e d i n c o m bi n ati o n wit h 
c ar b o pl ati n i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors 

 T o e v al u at e p ot e nti al a ntit u m or a cti vit y  aft er a d mi nist eri n g M 4 3 4 4 i n c o m bi n ati o n wit h 
c ar b o pl ati n i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors.

4. 2. 5 All P a rts C

 T o f urt h er e v al u at e effi c a c y  in t er ms of c o nfir m e d b est o v er all r es p o ns e, d ur ati o n of 
r es p o ns e, pr o gr essi o n fr e e s ur vi v al a n d o v er all s ur vi v al ti m e of M 4 3 4 4 w h e n 
a d mi nist er e d i n p arti ci p a nts wit h l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A RI D 1 A 
( P arts C 1 , C 4), A T R X a n d/ or D A X X ( P arts C 2 , C 5), or A T M ( P arts C 3 , C 6)

 T o e v al u at e t h e P K of M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e) i n i n di vi d u al p arti ci p a nts
wit h l oss - of-f u n cti o n m ut ati o ns.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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5 I n v esti g ati o n al Pl a n

5. 1 O v e r all St u d y D esi g n a n d Pl a n

T his is a n o p e n -l a b el P h as e I, first-i n-h u m a n cli ni c al st u d y co n d u ct e d i n m ulti pl e P arts (P arts A , 
A 2 , A 3, B 1, C 1, C 2, C 3, C 4, C 5, a n d C 6 ). P art A will est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 as a 
si n gl e a g e nt a d mi nist er e d BI W . P art A 2 will est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 as a si n gl e a g e nt 
a d mi nist er e d BI D (t wi c e d ail y ) or o n c e d ail y. P art A 3 is o pti o n al a n d will est a blis h t h e M T D/ R P 2 D 
of M 4 3 4 4 as a si n gl e a g e nt a d mi nist er e d i n a dr u g h oli d a y  s c h e d ul e a p pl y i n g a 3-d a y s-o n/ 4 -d a y s-
off , 5-d a y s -o n/ 2 -d a y s-off, 7- d a y s- o n/ 7-d a y s -off a n d/ or 1 4- d a y s- o n/ 7-d a y s-off s c h e d ul e. P art B 1
will e st a bli s h t h e M T D/ R P 2 D of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h c ar b o pl ati n. P arts C 1, 
C 2, a n d C 3 will b e e x p a nsi o n c o h ort s t o e v al u at e t h e t ol er a bilit y an d a ntit u m or a cti vit y  of si n gl e 
a g e nt c o nti n u o us M 4 3 4 4 a d mi nist r ati o n i n p arti ci p a nt s wit h s oli d t u m ors wit h l oss- of-f u n cti o n 
m ut ati o ns a n d will u s e a d o s e a n d s c h e d ul e e st a bli s h e d i n P art A or A 2 . P arts C 4, C 5, a n d C 6 ar e 
o pti o n al e x p a nsi o n c o h ort s t o e v al u at e t h e t ol er a bilit y an d a ntit u m or a cti vit y  of si n gl e a g e nt 
M 4 3 4 4 a d mi nist er e d i n a dr u g h oli d a y  sc h e d ul e i n p arti ci p a nt s wi t h s oli d t u m ors wit h 
l oss- of-f u n cti o n m ut ati o ns a n d will us e a dr u g h oli d a y d os e a n d s c h e d ul e est a blis h e d i n P art A 3.

R es ults of P art A will i nf or m t h e st arti n g d os e of M 4 3 4 4 i n P art B 1. R es ults of P art s A a n d A 2 
will i nf or m t h e d os e a n d s c h e d ul e i n P arts C 1, C 2, a n d C 3 . R es ults of P art A 3 will i nf or m t h e d os e 
a n d s c h e d ul e i n P arts C 4, C 5, a n d C 6. If saf et y a n d t ol er a bilit y pr e cl u d e es c al ati o n of M 4 3 4 4 d os e 
i n P art A or A 2 t o a d os e t h at c orr es p o n ds t o effi c a c y i n pr e cli ni c al m o d els , t h e n t h e S p o ns or m a y 
d e ci d e n ot t o i niti at e t h e e x p a nsi o n c o h ort s i n P arts C.

T h e st u d y w as d esi g n e d i n a c c or d a n c e wit h t h e E ur o p e a n M e di ci n e A g e n c y’s g ui d a n c e d o c u m e nt, 
“ G ui d eli n e o n Str at e gi es t o I de ntif y  an d Miti g at e Ris ks f or First I n H u m a n Cli ni c al St u di es Wit h 
I n v esti g ati o n al M e di ci n al Pr o d u cts. ”

A s c h e m ati c of t h e st u d y  d esi g n is i n cl u d e d i n Fi g ur e 1 .

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI
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Fi g u r e 1 S c h e m ati c of St u d y D esi g n

A T M = At a xi a t el a n gi e ct a si a m ut at e d, BI D = T wi c e d ail y, BI W = T wi c e w e e kl y, Q D = O n c e d ail y

5. 1. 1 P a rt A

P art A will b e a d os e es c al ati o n st u d y, 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 K, as w ell a s 
est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 w h e n a d mi nist er e d as a si n gl e a g e nt i n p arti ci p a nt s wit h 
a d v a n c e d s oli d t u m ors. A p pr o xi m at el y  25 p arti ci p a nt s will b e i n cl u d e d i n P art A. T h es e 
p arti ci p a nt s will b e a d mi nist er e d M 4 3 4 4 as a si n gl e a g e nt, o n D a y s 1, 4, 8, 1 1, 1 5, a n d 1 8 of a 
2 1- d a y  c ycl e u n d er f asti n g c o n diti o ns as d es cri b e d i n S e cti o n 6. 2. 1 .

T h e m a xi m u m r e c o m m e n d e d st arti n g d os e ( M R S D) of si n gl e a g e nt M 4 3 4 4 f or BI W  
a d mi nistr ati o n will b e 1 0 m g b as e d o n t h e H N S T D i d e ntifi e d i n d o gs f oll o wi n g BI W 
a d mi nistr ati o n f or 2 8 d a ys. T h e i niti al d os e es c al ati o n of M 4 3 4 4 will utili z e a si n gl e p arti ci p a nt
p er c o h ort P h as e I st u d y d esi g n. O n e p arti ci p a nt will b e e nr oll e d a t t h e M R S D. If t h e st arti n g d os e 
of M 4 3 4 4 is t ol er at e d i n t his p arti ci p a nt t hr o u g h 1 c y cl e ( 2 1 d a y s) wit h o ut a n y  Co 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 A E) Gr a d e 2 or gr e at er t o xi cit y th at is p ossi bl y , 
pr o b a bl y , or d efi nit el y r el at e d t o st u d y dr u g, t h e d os e of M 4 3 4 4 m a y  b e i n cr e a s e d b y u p t o 1 0 0 % 
i n a s u bs e q u e nt p arti ci p a nt , d e p e n di n g o n t o xi citi es a n d t ol er a biliti es o bs er v e d. I n t his w a y , t h e 
d os e of M 4 3 4 4 m a y  be es c al at e d i n s u bs e q u e nt c o h orts of si n gl e p arti ci p a nt s u ntil a C T C A E 
t o xi cit y of G r a d e 2 or gr e at er t h at is p ossi bl y , pr o b a bl y , or d efi nit el y dr u g -r el at e d is o bs er v e d. I n 
a d diti o n, at t h e dis cr eti o n of t h e S p o ns or a n d I nv esti g at or s u p t o 2 a d diti o n al p arti ci p a nt s ( 3 p er 
c o h ort) m a y  be e nr oll e d i n t h e si n gl e p arti ci p a nt c o h ort at a n y d os e l e v el, irr es p e cti v e of t h e 
t o xi cit y, t o f urt h er e x pl or e s af ety a n d/ or P K.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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If a n y of t h e f oll o wi n g C T C A E Gr a d e 2 t o xi citi es t h at ar e p ossi bl y, pr o b a bl y , or d efi nit el y 
dr u g -r el at e d ar e o bs er v e d i n a si n gl e p arti ci p a nt c o h ort, t h e d os e of M 4 3 4 4 will b e i n cr e as e d b y  
u p t o 5 0 % i n a s u bs e q u e nt c o h ort of 3 p arti ci p a nt s:

 N a us e a

 V o miti n g

 Di arr h e a

 F ati g u e

If n o D L Ts ar e o bs er v e d t hr o u g h 1 c y cl e i n t his e x p a n d e d c o h ort of 3 p arti ci p a nt s, t h e d os e will 
b e i n cr e as e d b y  up t o 5 0 % a n d e v al u at e d i n a n e w c o h ort of 3 p arti ci p a nt s, f oll o wi n g a st a n d ar d 
3 + 3 d esi g n. I n t his m a n n er, t h e d os e will b e i n cr e as e d b y  up t o 5 0 % i n s u bs e q u e nt c o h orts of 
3 p arti ci p a nt s, u ntil a D L T is o bs er v e d (Fi g ur e 2 ).

F or a n y ot h er C T C A E Gr a d e 2 or gr e at er t o xi cit y th at is p ossi bl y , pr o b a bl y , or d efi nit el y 
dr u g -r el at e d, w hi c h d o e s n ot q u alif y  as a D L T o bs er v e d i n a si n gl e p arti ci p a nt c o h ort, t h e 
t ol er a bilit y of t h at d os e of M 4 3 4 4 will b e e v al u at e d i n a n e x p a n d e d c o h ort of at l e ast 3 p arti ci p a nt s 
( 2 a d diti o n al p arti ci p a nt s) b ef or e f urt h er d os e es c al ati o n. If t hi s d o s e of M 4 3 4 4 is t ol er at e d i n t h e 
a d diti o n al 2 p arti ci p a nt s wit h o ut a D L T, t h e d os e of M 4 3 4 4 will b e i n cr e as e d b y  up t o 5 0 % a n d 
e v al u at e d i n a n e w c o h ort of 3 p arti ci p a nt s. If n o D L Ts ar e o bs er v e d t hr o u g h 1 c y cl e i n t his c o h ort 
of 3 p arti ci p a nt s, t h e d os e will b e i n cr e as e d b y  up t o 5 0 % a n d e v al u at e d i n a n e w c o h ort of 
3 p arti ci p a nt s, f oll o wi n g a st a n d ar d 3 + 3 d esi g n. I n t his m a n n er, t h e d os e will b e i n cr e as e d b y u p 
t o 5 0 % i n s u bs e q u e nt c o h orts of 3 p arti ci p a nt s, u ntil a D LT is o bs er v e d (Fi g ur e 2 ).

If a si n gl e D L T o c c urs d uri n g t h e si n gl e p arti ci p a nt c o h ort d os e es c al ati o n, t h e n 2 a d diti o n al 
p arti ci p a nt s will b e e nr oll e d a n d e v al u at e d at t h at s a m e d os e l e v el of M 4 3 4 4 t o e x p a n d t h e c o h ort 
si z e t o 3 p arti ci p a nt s. If n o D L Ts ar e o bs er v e d i n t h e 2 a d diti o n al p arti ci p a nt s, t h e n 3 a d diti o n al 
p arti ci p a nt s will b e e v al u at e d at t h e s a m e d os e l e v el of M 4 3 4 4 , f or a t ot al c o h ort si z e of 
6 p arti ci p a nt s. If a si n gl e D L T o c c urs d uri n g t h e 3 + 3 d os e es c al ati o n i n a 3- p arti ci p a nt c o h ort, 
t h e n 3 a d diti o n al p arti ci p a nt s will b e e nr oll e d a n d e v al u at e d at t h at s a m e d os e l e v el of M 4 3 4 4 i n 
or d er t o e x p a n d t h e c o h ort si z e t o 6 p arti ci p a nt s. If t h er e ar e n o f urt h er D L Ts i n t h e a d diti o n al 
p arti ci p a nt s, t h e n u p t o a 5 0 % d os e es c al ati o n m a y  pr o c e e d i n a s u bs e q u e nt c o h ort of 3 p arti ci p a nt s.

If t h er e ar e ≥ 2 D L Ts i n t h e i niti al c o h ort of 3 p arti ci p a nt s, d os e es c al ati o n will c e as e, a n d t h e d os e 
l e v el b el o w will b e e x p a n d e d t o 6 p arti ci p a nt s, or a n i nt er m e di at e d os e l e v el will b e e nr oll e d wit h 
3 n e w p arti ci p a nt s t o f urt h er e x pl or e t h e s af et y an d t ol er a bi lit y of t hi s d o s e. Si mil arl y, if a c o h ort 
of 3 p arti ci p a nt s n e e ds t o b e e x p a n d e d t o 6 p arti ci p a nt s d u e t o ≥ 1 D L Ts a n d a n a d diti o n al D L T 
o c c urs i n t h e 3 s u bs e q u e nt p arti ci p a nt s, d os e es c al ati o n will c e as e, a n d t h e d os e l e v el b el o w will 
b e e x p a n d e d t o 6 p ar ti ci p a nts, or a n i nt er m e di at e d os e l e v el will b e e nr oll e d wit h 3 n e w 
p arti ci p a nt s t o f urt h er e x pl or e t h e s af et y  a n d t ol er a bilit y of t his i nt er m e di at e d os e (Fi g ur e 2 ). 

T h e M T D Si n gl e BI W will b e t h e hi g h est d os e l e v el at w hi c h t h er e is n o m or e t h a n 1 D L T i n 
6 p arti ci p a nt s (Fi g ur e 2 ). If, at t h e dis cr e ti o n of t h e S p o ns or a n d I nv esti g at or s, t h e t o xi cit y an d 
t ol er a bilit y pr ofil e of M 4 3 4 4 r e m ai ns a m bi g u o us aft er d osi n g of 6 p arti ci p a nt s at a n y  dos e l e v el, 
i n cl u di n g t h e M T D or if a d diti o n al P K d at a i s f elt n e c e s s ar y at a n y d o s e l e v el b ef or e M T D, u p t o 
6 a d d iti o n al p arti ci p a nt s m a y b e st u di e d at t h at d os e l e v el t o b ett er d efi n e t h e t o xi cit y , t ol er a bilit y, 

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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a n d P K of M 4 3 4 4 . A d diti o n all y , if e vi d e n c e of a ntit u m or a cti vit y  is o bs er v e d i n t h e d os e es c al ati o n 
of M 4 3 4 4 as a si n gl e a g e nt, u p t o 6 a d diti o n al p arti ci p a nt s m a y  be st u di e d at t h e M T D Si n gl e BI W at 
t h e dis cr eti o n of t h e S p o ns or a n d I nv esti g at or s. If at a gi v e n d os e l e v el b ef or e M T D, o bs er v e d 
e x p os ur e e x c e e ds t ar g et e x p os ur e of A U C = 7 0 0 n g hr/ m L , t hi s d os e l e v el m a y  be c o nsi d er e d as 
t h e R P 2 D a n d P art B 1 m a y  b e i niti at e d.

D uri n g si n gl e a g e nt M 4 3 4 4 tr e at m e nt, c o m p ut eri z e d t o m o gr a p hy ( C T) s c a ns will b e p erf or m e d 
e v er y  2 c y cl es d uri n g t h e i niti al 6 c y cl es of t h e pl a n n e d tr e at m e nt p eri o d a n d e v er y  3 c y cl es 
t h er e aft er f or t h os e p arti ci p a nt s c o nti n ui n g b e yo n d 6 c y cl es or as cli ni c all y  i n di c at e d. P arti ci p a nt s 
will c o nti n u e o n tr e at m e nt u ntil t h er e is e vi d e n c e of dis e as e pr o gr essi o n ( as d et er mi n e d u si n g 
R es p o ns e E v al u ati o n Crit eri a i n Soli d T u m ors [R E CI S T 1. 1] [S c h er 2 0 0 8 ]) or tr e at m e nt is n o 
l o n g er t ol er at e d. If a p arti ci p a nt dis c o nti n u es t h e st u d y pr e m at ur ely wit h o ut e vi d e n c e of 
pr o gr essi v e dis e as e o n t h e m ost r e c e nt s c a n, a f oll o w- u p C T s c a n will b e p erf or m e d wit hi n 2 1 d a y s 
aft er c o m pl eti o n of t h e fi n al 2 1- d a y  c ycl e of t h er a py. F or all p arti ci p a nt s wit h pr ost at e c a n c er, or 
f or p arti ci p a nt s wit h ot h er s oli d t u m ors wit h k n o w n or s us p e ct e d b o n e m et ast as es, b o n e s c a ns will 
b e p erf or m e d as d es cri b e d i n T a bl e 3 at t h e e n d of e v er y  4 c y cl es u ntil dis e as e pr o gr essi o n. I n 
a d diti o n, at t h e b e gi n ni n g of C y cl es 1, 3, a n d 5, p arti ci p a nt s wit h o v ari a n c a n c er will h a v e s er u m 
c a n c er a nti g e n 1 2 5 ( C A - 1 2 5) (R usti n 2 0 0 4 ) ass ess e d a n d p arti ci p a nt s wit h pr ost at e c a n c er will 
h a v e s er u m P S A ass ess e d. If tr e at m e nt is e xt e n d e d b e y o n d 6 c y cl es, C A - 1 2 5 or P S A will b e 
m e as ur e d at t h e b e gi n ni n g of e v er y 3 c y cl es or m or e fr e q u e ntl y  as clini c all y i n di c at e d. A d diti o n al 
s er ol o gi c t u m or m ar k ers m a y  be c oll e ct e d as d e e m e d a p pr o pri at e d e p e n di n g o n t h e p arti ci p a nt 's 
pri m ar y  mali g n a n c y  ( e. g., c a n c er a nti g e n 1 9- 9 ( C A 1 9 -9) f or p arti ci p a nt s wit h p a n cr e ati c c a n c er or 
c a n c er e m br y o ni c a nti g e n ( C E A) f or p arti ci p a nt s wit h c ol o n c a n c er). Dis e as e r es p o ns e i n pr ost at e 
c a n c er p arti ci p a nt s m a y  be d et er mi n e d usi n g t h e R e c o m m e n d ati o ns of t h e Pr ost at e C a n c er Cli ni c al 
Tri als W or ki n g Gr o u p ( P C W G 2) a n d R E CI S T 1. 1 (S c h er 2 0 0 8 ).

I ntr ap arti ci p a nt d os e es c al ati o n :

I ntr ap arti ci p a nt d os e es c al ati o n is n ot p er mitt e d, e x c e pt i n t h e c as e w h er e t h e M 4 3 4 4 st u d y dr u g 
at t h at d os e l e v el is n o l o n g er a v ail a bl e f or t h e p arti ci p a nt w h o is c o nti n ui n g d osi n g, r es p o n di n g t o 
tr e at m e nt a n d h as n o si g nifi c a nt t o xi cit y. In t his c as e, t h e p arti ci p a nt m a y  b e es c al at e d t o t h e n e xt 
a v ail a bl e M 4 3 4 4 d os e aft er pri or c o ns ult ati o n wit h t h e S p o ns or. N o f urt h er d os e es c al ati o n will b e 
p er mitt e d.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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Fi g u r e 2 P a rt A: D os e Es c al ati o n S c h e m ati c f o r M 4 3 4 4 as a Si n gl e A g e nt

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 er s e E v e nt s, D L T = d o s e li miti n g t o xi cit y, M T D Si n gl e BI W = T h e 
m a xi m u m t ol er at e d d o s e of si n gl e a g e n t M 4 3 4 4 a d mi ni st er e d t wi c e w e e kl y , P K = P h ar m a c o ki n eti c

Pr o vi si o n al d o s e e s c al ati o n s c h e m e i s f or ill u str ati v e p ur p o s e s. N u m b er of d o s e e s c al ati o n  gr o u p s, n u m b er of 
p arti ci p a nt s p er gr o u p, a n d a m o u nt of d o s e e s c al ati o n s m a y diff er, a s d e s cri b e d i n S e cti o n 5. 1. 1 .

a At t h e di s cr eti o n of t h e S p o n s or a n d I n v e sti g at or s u p t o 2 a d diti o n al p arti ci p a nt s ( 3 p er c o h ort) m a y b e e nr oll e d 
i n t h e si n gl e p arti ci p a nt c o h ort at a n y d o s e l e v el, irr e s p e cti v e of t h e t o xi cit y, t o f urt h er e x pl or e s af et y a n d/ or P K.

b I n cl u d e s C T C A E Gr a d e 2 t o xi citi e s or gr e at er t h at ar e p o s si bl y, pr o b a bl y, or d efi nit el y dr u g- r el at e d.

c Li mit e d t o i n cl u d e o nl y Gr a d e 2 t o xi citi e s of n a u s e a, v o miti n g, di arr h e a, a n d/ or f ati g u e t h at ar e p o s si bl y, 
pr o b a bl y, or d efi nit el y d r u g-r el at e d.

5. 1. 2 P a rt A 2

P art A 2 will b e a d os e es c al ati o n st u d y, 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 K, as w ell a s 
est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 w h e n a d mi nist er e d as a si n gl e a g e nt i n p arti ci p a nt s wit h 
a d v a n c e d s oli d t u m or s i n a d e n s er s c h e d ul e t h a n e v al u at e d i n P art A. C a n di d at e p arti ci p a nts wit h 
a d v a n c e d s oli d t u m ors c arr yi n g alt er ati o ns t h at ar e s us p e ct e d t o s e nsiti z e f or tr e at m e nt wit h a n 
A T R i n hi bit or ( es p e ci all y  t h os e d efi n e d f or t h e P arts C) m a y b e pr ef er e nti all y e nr oll e d.

A p pr o xi m at el y  3 1 p arti ci p a nt s will b e i n cl u d e d i n P art A 2. P arti ci p a nt s i n P art A 2 will i niti all y b e 
a d mi nist er e d M 4 3 4 4 as a si n gl e a g e nt BI D o n a d ail y  re gi m e n a n d u n d er f asti n g c o n diti o ns as 
d es cri b e d i n S e cti o n 6. 2. 1 . 

T h e M 4 3 4 4 st arti n g d os e i n P art A 2 will b e 1 0 0 m g (si n gl e d os e) a d mi nist er e d BI D (2 0 0 m g  dail y) . 

T h e d os e es c al ati o n of M 4 3 4 4 will f oll o w a 3 + 3 d esi g n . D os e es c al ati o ns will o c c ur i n st e ps of 
5 0 m g or 1 0 0 m g  p er d os e (Fi g ur e 3 ). S u bs e q u e nt d os e l e v els will b e d et er mi n e d i n a gr e e m e nt 
b et w e e n I n v esti g at ors a n d S p o ns or . 

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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Wit h n o Gr a d e 3 or gr e at er t o xi cit y th at is p ossi bl y , pr o b a bl y, or d efi nit el y r el at e d t o st u d y dr u g, 
t h e si n gl e d os e of M 4 3 4 4 m a y b e i n cr e as e d b y u p t o 1 0 0 m g i n s u bs e q u e nt d os e l e v els, d e p e n di n g 
o n t o xi citi es a n d t ol er a biliti es o bs er v e d , a n d i n a gr e e m e nt b et w e e n t h e I n v esti g at or a n d S p o ns or . 
If n o DL Ts ar e o bs er v e d t hr o u g h o ut t h e first c y cl e i n a d os e c o h ort of 3 p arti ci p a nt s, t h e d os e will 
b e es c al at e d t o t h e n e xt d os e l e v el. If a si n gl e D L T o c c urs d uri n g t h e 3 + 3 d os e es c al ati o n i n a 
3- p arti ci p a nt c o h ort, t h e n 3 a d diti o n al p arti ci p a nt s will b e e nr oll e d a n d e v al u at e d at t h at s a m e d os e 
l e v el of M 4 3 4 4 i n or d er t o e x p a n d t h e c o h ort si z e t o 6 p arti ci p a nt s. If t h er e ar e n o f urt h er D L Ts i n 
t h e a d diti o n al p arti ci p a nt s, t h e n t h e d os e es c al ati o n m a y  pr o c e e d i n a s u bs e q u e nt c o h ort of 
3 p arti ci p a nt s.

If t h er e ar e ≥ 2 D L Ts i n a c o h ort, t h e d os e es c al ati o n will c e as e, a n d t h e d o s e l e v el b el o w will b e 
e x p a n d e d t o 6 p arti ci p a nt s, or a n i nt er m e di at e d o s e l e v el will b e e nr oll e d wit h 3 n e w p arti ci p a nt s 
t o f urt h er e x pl or e t h e s af et y an d t ol er a bilit y of t hi s d os e. Si mil arl y , if a c o h ort of 3 p arti ci p a nt s 
n e e ds t o b e e x p a n d e d t o 6 p arti ci p a nt s d u e t o 1 D L Ts a n d a n a d diti o n al D L T o c c urs i n t h e 
3 s u bs e q u e nt p arti ci p a nt s, d os e es c al ati o n will c e as e, a n d t h e d os e l e v el b el o w will b e e x p a n d e d 
t o 6 p arti ci p a nt s, or a n i nt er m e di at e d os e l e v el will b e e nr oll e d wit h 3 n e w p arti ci p a nt s t o f urt h er 
e x pl or e t h e s af et y a n d t ol er a bilit y of t his i nt er m e di at e d os e (Fi g ur e 3) . 

T h e M T D will b e t h e hi g h est d os e l e v el at w hi c h t h er e is n o m or e t h a n 1 D L T i n 6 p arti ci p a nt s
(Fi g ur e 3) . If, at t h e dis cr eti o n of t h e S p o ns or a n d I n v esti g at ors, t h e t o xi cit y an d t ol er a bility p r ofil e 
of M 4 3 4 4 r e m ai ns a m bi g u o us aft er d osi n g of 6 p arti ci p a nt s at a n y d os e l e v el, i n cl u di n g t h e M T D 
or if a d diti o n al P K d at a is f elt n e c ess ar y  at a n y d os e l e v el b el o w t h e M T D, u p t o 6 a d diti o n al 
p arti ci p a nt s m a y  b e st u di e d at t h at d os e l e v el t o b ett er d efi n e t h e t o xi cit y, t ol er a bilit y, a n d P K of 
M 4 3 4 4. 

A d diti o n all y , if e vi d e n c e of a ntit u m or a cti vit y  is o bs er v e d i n t h e d os e es c al ati o n of M 4 3 4 4 as a 
si n gl e a g e nt, u p t o 1 2 a d diti o n al p arti ci p a nt s m a y b e st u di e d at t h e R P 2 D at t h e dis cr eti o n of t h e 
S p o ns or a n d I n v esti g at ors.

O n c e a n M T D is r e a c h e d wit h t h e BI D d ail y r e gi m e n or if t h e s af et y pr ofil e of t h e BI D d ail y 
r e gi m e n is c o nsi d er e d u nf a v or a bl e, a n e w s c h e d ul e wi t h o n c e d ail y d osi n g m a y b e e x pl or e d at t h e 
dis cr eti o n of t h e S p o ns or a n d I n v esti g at ors. T h e si n gl e d ail y  st arti n g d os e m a y  n ot e x c e e d t h e t ot al 
d ail y  dos e of t h e M T D of t h e BI D s c h e d ul e. T h e st arti n g d os e of a n y n e w s c h e d ul e will b e 
d et er mi n e d b as e d o n a v ail a bl e s af et y a n d/ or P K d at a i n a gr e e m e nt b et w e e n t h e S p o ns or a n d 
In v esti g at or s. D os e es c al ati o n w o ul d f oll o w t h e s a m e pri n ci p l es as d es cri b e d a b o v e.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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Fi g u r e 3 P a rt A 2: D os e Es c al ati o n S c h e m ati c f o r M 4 3 4 4 wit h D e ns e M o n ot h e r a p y 
S c h e d ul e

N ot e: T hi s s c h e m ati c a p pli e s f or a n y d o si n g s c h e d ul e i n P art A 2

A b br e vi ati o n s: D L = d o s e l e v el; D L T = d o s e -li miti n g t o xi cit y.

5. 1. 3 P a rt A 3

P art A 3 will b e a n o pti o n al d os e es c al ati o n st u d y, 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 K, a s 
w ell as est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 w h e n a d mi nist er e d as a si n gl e a g e nt i n p arti ci p a nts 
wit h a d v a n c e d s oli d t u m ors i n a dr u g h oli d a y  sc h e d ul e . T h e p ur p os e of P art A 3 is t o i n v estig at e 
dr u g h oli d a y d o si n g s c h e d ul e s wit h t h e g o al of i m pr o v e d l o n g-t er m t ol er a bilit y rel ati v e t o 
c o nti n u o us r e gi m e ns i n P art A 2. P art A 3 will b e c o n d u ct e d at s el e ct e d sit es.

M 4 3 4 4 will b e a d mi nist er e d t o p arti ci p a nts i n P art A 3 as a si n gl e a g e nt o n a dr u g h oli d a y  sc h e d ul e . 
D iff er e nt s c h e d ul es wit h eit h er 3 d a y s Q D or BI D d osi n g f oll o w e d b y  4 da y s of p a usi n g ( 3 d +/ 4 d-),
5 d a y s of Q D or BI D d osi n g f oll o w e d b y  2 da y s of p a usi n g ( 5 d +/ 2 d -), 7 d a y s of Q D or BI D d osi n g 
f oll o w e d b y  7 d a y s of p a usi n g ( 7 d+/ 7 d -) or 1 4 d a y s of Q D or BI D d osi n g f oll o w e d b y  7 da y s of 
p a usi n g ( 1 4 d+/ 7 d- ) m a y  be e x pl or e d u n d er f asti n g c o n diti o ns as d es cri b e d i n S e cti o n  6. 2. 1. O n e 
c y cl e will c o nsist of 4 w e e ks f or a t ot al of 2 8 d a ys e x c e pt f or t h e 1 4 d +/ 7 d- s c h e d ul e, f or w hi c h a 
c y cl e will b e 2 1 d a y s. T h e first s c h e d ul es t o b e e x pl or e d i n P art A 3 m a y  b e 3 d a y s of BI D d o si n g 
f oll o w e d b y  4 d a y s of p a u si n g ( 3 d +/ 4 d -) a n d 7 d a y s of Q D d o si n g f oll o w e d b y 7 d a y s of p a u si n g 
(7 d +/ 7 d -). Ot h er d osi n g h oli d a y  sc h e d ul es m a y b e e x pl or e d if a gr e e d b y  t h e S p o ns or a n d 
In v esti g at ors . Diff er e nt s c h e d ul es m a y  b e o p e n c o n c urr e ntl y, a n d c o n c urr e nt s c h e d ul es m a y  e nr oll
i n a st a g g er e d m a n n er, e. g. e nr oll m e nt i n 3 d +/ 4 d - d os e l e v el (D L ) 1 wo ul d b e c o m pl et e d b ef or e 
st arti n g e nr oll m e nt i n 7 d +/ 7 d- D L 1 a n d t his w o ul d a p pl y  t o all s u bs e q u e nt c o h orts. 

T h e st arti n g d os e f or all dr u g h oli d a y s c h e d ul es will b e d et er mi n e d i n a gr e e m e nt b et w e e n S p o ns or 
a n d In v esti g at ors. F or Q D s c h e d ul es, t h e d aily d o s e w ill b e n o m or e t h a n 1 0 0 m g hi g h er t h a n t h e 

D o c u m e nt N o. 

O bj e ct N o. 
C CIC CIC CI

C CI
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R P 2 D or M T D d et er mi n e d i n P art A 2. F or BI D s c h e d ul es, t h e c u m ul ati v e w e e kl y  st arti n g d o s e 
will n ot e x c e e d t h e w e e kl y c u m ul ati v e d os e of t h e M T D ass ess e d i n a n y pr e vi o usl y  e x pl or e d BI D 
s c h e d ul e.

A R P 2 D ( d os e a n d s ch e d ul e) will b e d et er mi n e d fr o m P art A 3 b y  agr 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 a n d m a y b e diff er e nt fr o m t h e M T D. D et er mi n ati o n of R P 2 D will b e b as e d o n 
cli ni c al s af et y dat a, t ot al w e e kl y d os e, d os e p er a d mi nistr ati o n, a v ail a bl e P K d at a a n d a n y a v ail a bl e 
effi c a c y  d at a i n 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.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI
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P art A 3 a n d P arts C m a y e nr oll i n p ar all el b ut e nr oll m e nt i n P art s C will b e pri oriti z e d v ers us 
P art A 3 : 

 C a n di d at e p arti ci p a nts wit h a d v a n c e d s oli d t u m ors c arr yi n g t h e q u alif y i n g m ut ati o ns 
f or P art s C (se e S e cti o n 7. 7. 5 f or f ull d et ails ) s h o ul d b e c o nsi d er e d f or e nr oll m e nt i n 
P arts C 1, C 2 or C 3 b ef or e b ei n g c o nsi d er e d f or p arti ci p ati o n i n P art A 3. 

 If a p arti ci p a nt is n ot eli gi bl e for P art s C, t h e p arti ci p a nt m a y  be c o nsi d er e d f or 
p arti ci p ati o n i n P art A 3 (s e e  Fi g ur e 5 , S c h e m ati c of Eli gi bilit y  Ass ess m e nts i n P arts C)
pr o vi d e d t h at t h e i n cl usi o n / e x cl usi o n crit eri a f or P art A 3 ar e m et .

 C a n di d at e p arti ci p a nts m a y  sol el y b e c o nsi d er e d f or p arti ci p ati o n i n P art A 3 at t h e 
dis cr eti o n of t h e I n v esti g at or.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI
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5. 1. 4 P a rt B 1

P ar t B 1 will b e a st a n d ar d P h as e I st u d y desi g n 3 + 3 d os e es c al ati o n 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 K, as w ell as t o est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 w h e n a d mi nist er e d i n 
c o m bi n ati o n wit h c ar b o pl ati n i n p arti ci p a nt s wit h a d v a n c e d s oli d t u m ors. 

F o r e a c h M 4 3 4 4 d os e l e v el t est e d, p arti ci p a nt s will r e c ei v e c ar b o pl ati n o n D a y 1 a n d M 4 3 4 4 o n 
D a y s 2 a n d 9 of a 2 1 -d a y  c y cl e. M 4 3 4 4 will b e a d mi nist er e d u n d er f asti n g c o n diti o ns as d es cri b e d 
i n S e cti o n 6. 2. 1 .

T h e st arti n g d os e of M 4 3 4 4 will n ot e x c e e d 5 0 % of t h e M 4 3 4 4 M T D S i n gl e BI W or R P 2 D o bt ai n e d i n 
P art A. T h e st arti n g d os e of c ar b o pl ati n f or P art B 1 will b e A U C 5 m g ∙ mi n/ m L. T h e st arti n g d os es 
of M 4 3 4 4 a n d c ar b o pl ati n will b e e v al u at e d i n a c o h ort of 3 p arti c i p a nts.

S af et y  dat a, i n cl u di n g a d v ers e e v e nts (A Es ), l a b or at or y val u es, a n d el e ctr o c ar di o gr a m (E C G )
r es ults, o bt ai n e d t hr o u g h t h e e n d of C y cl e 1, as w ell as a v ail a bl e P K d at a ( as n e e d e d), will b e 
ass ess e d t o d et er mi n e t h e n e xt d os e l e v el of M 4 3 4 4 . E a c h d os e l e v el will b e e v al u at e d i n a n e w 
c o h ort of p arti ci p a nt s.

If t h e i niti al d os e of M 4 3 4 4 i n c o m bi n ati o n wit h c ar b o pl ati n at A U C = 5 m g ∙ mi n/ m L is t ol er at e d 
i n a c o h ort of 3 p arti ci p a nt s wit h o ut a si n gl e D L T t hr o u g h t h e e n d of C ycl e 1, t h e n i n s u b s e q u e nt 
c o h o rts of 3 p arti ci p a nt s e a c h, t h e M 4 3 4 4 d os e m a y  be es c al at e d b y  up t o 5 0 %, u ntil a M 4 3 4 4
c o m bi n ati o n M T D or R P 2 D wit h c ar b o pl ati n A U C = 5 m g ∙ mi n/ m L is r e a c h e d (Fi g ur e 4 ). T h e 
M T D is d efi n e d as t h e hi g h est t ol er at e d d os e at w hi c h t h er e is n o m or e t h a n 1 D L T i n 6 p arti ci p a nt s 
tr e at e d wit h b ot h M 4 3 4 4 a n d c ar b o pl ati n. I n s u bs e q u e nt c o h orts, t h e c ar b o pl ati n d os e m a y  be 
i n cr e as e d t o yi el d a t ar g et A U C of 6 m g ∙ mi n/ m L, w hil e eit h er k e e pi n g t h e d os e of M 4 3 4 4 at t h e 
M T D/ R P 2 D est a blis h e d wit h c ar b o pl ati n A U C = 5 m g ∙ mi n/ m L co nst a nt, or d e- es c al ati n g t o l o w er 
M 4 3 4 4 d os e l e v els, i n or d er t o est a blis h t h e M T D/ R P 2 D of M 4 3 4 4 wit h c ar b o pl ati n 
A U C = 6 m g ∙ mi n/ m L (Fi g ur e 4 ).

If t h e i niti al d os e of M 4 3 4 4 wit h c ar b o pl ati n A U C = 5 m g ∙ mi n/ m L is n ot t ol er at e d, t h e n eit h er t h e 
c ar b o pl ati n d os e m a y  be r e d u c e d t o yi el d a n A U C of 4 m g ∙ mi n/ m L or t h e M 4 3 4 4 d os e m a y  be 
r e d u c e d b y  ≥ 2 5 %. T h es e d os es will b e e x pl or e d i n s u bs e q u e nt c o h orts, at t h e dis cr eti o n of t h e 
S p o ns or a n d I nv esti g at or s, u ntil t h e M T D or R P 2 D of M 4 3 4 4 wit h c ar b o pl ati n 
A U C = 4 or 5 m g ∙ mi n/ m L (Fi g ur e 4 ) is o bt ai n e d.

O n c e t h e M T D of t h e c o m bi n ati o n or t h e R P 2 D d os e is o bt ai n e d, a n a d diti o n al c o h ort of
p arti ci p a nt s m a y  b e e nr oll e d t o e v al u at e t h e s af ety of 1 a d diti o n al d os e of M 4 3 4 4 o n D a y 5 d uri n g 
t h e 2 1- d a y  c ycl e. T h es e p arti ci p a nt s will r e c ei v e c ar b o pl ati n o n D a y 1, a n d M 4 3 4 4 o n D a y s 2, 5, 
a n d 9 of a 2 1- d a y  cy c l e. If t h e est a blis h e d M T D of t h e c o m bi n ati o n is n ot t ol er at e d wit h t h e 
a d diti o n al d a y  of d osi n g, t h e d osi n g s c h e d ul e will r e v ert b a c k t o d osi n g c ar b o pl ati n o n D a y 1 a n d 
M 4 3 4 4 o n D a y s 2 a n d 9 of a 2 1 -d a y  c ycl e.

If, at t h e dis cr eti o n of t h e S p o ns or a n d I n v esti g at ors , t h e t o xi cit y a n d t ol er a bilit y pr ofil e of M 4 3 4 4
a n d c ar b o pl ati n r e m ai ns a m bi g u o us aft er d o si n g of 6 p arti ci p a nt s at a n y d o s e l e v el, i n cl u di n g t h e 
M T D, or if a d diti o n al P K d at a is f elt n e c e s s ar y  at a n y  dos e l e v el b ef or e M T D, u p t o 6 a d diti o n al 
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p arti ci p a nt s m a y  b e st u di e d at t h at d os e l e v el t o b ett er d efi n e t h e t o xi cit y, t ol er a bilit y, a n d P K of 
M 4 3 4 4 a n d c ar b o pl ati n.

At all d os e l e v els of M 4 3 4 4 , p arti ci p a nts will c o nti n u e tr e at m e nt u ntil t h er e is e vi d e n c e of dis e as e 
pr o gr essi o n ( as d et er mi n e d usi n g R E CI S T 1. 1) or tr e at m e nt is n o l o n g er t ol er at e d. I ma gi n g s c a ns 
( e. g., C T a n d m a g n eti c r es o n a n c e i m a gi n g [M RI ]) will b e p er f or m e d e v er y  2 c y cl es f or t h e first 
6 c y cl es of tr e at m e nt a n d e v er y  3 c y cl es t h er e aft er f or t h os e p arti ci p a nt s c o nti n ui n g b e y o n d 
6 c y cl es, or as cli ni c all y i n di c at e d. F or e a c h p arti ci p a nt , t h e s a m e i m a gi n g t e c h ni q u e s h o ul d b e 
us e d t o f oll o w t h e dis e as e (if p ossi bl e). B o n e s c a n will b e p erf or m e d as d es cri b e d i n T a bl e 6 at t h e 
e n d of C y cl e 4 a n d e v er y 4 t o 6 c y cl es t h er e aft er f or p arti ci p a nt s c o nti n ui n g b e yo n d 6 c y cl es or as 
cli ni c all y  in di c at e d. If t h er e is e vi d e n c e of pr o gr essi v e dis e as e as d et er mi n e d usi n g R E CI S T 1. 1, 
t h e p arti ci p a nt ’ s tr e at m e nt will b e dis c o nti n u e d. I n a d diti o n, at t h e b e gi n ni n g of C y cl es 1, 3, a n d 
5, p arti ci p a nt s wit h o v ari a n c a n c er will h a v e s er u m C A -1 2 5 ass ess e d, a n d p arti ci p a nt s wit h 
pr ost at e c a n c er will h a v e s er u m P S A a s s e s s e d. If tr e at m e nt i s e xt e n d e d b e y o n d 6 c y cl e s, C A -1 2 5 
or P S A will b e m e as ur e d at t h e b e gi n ni n g of e v er y  3 c y cl es or m or e fr e q u e ntly a s cli ni c all y 
in di c at e d. A d diti o n al s er ol o gi c t u m or m ar k ers m a y b e c oll e ct e d as d e e m e d a p pr o pri at e d e p e n di n g 
o n t h e p arti ci p a nt 's pri m ar y  mali g n a n c y  (e . g., C A 1 9 - 9 f or p arti ci p a nt s wit h p a n cr e ati c c a n c er or 
C E A f or p arti ci p a nt s wit h c ol o n c a n c er). Di s e a s e r es p o ns e i n pr o st at e c a n c er p arti ci p a nt s m a y b e 
d et er mi n e d usi n g t h e R e c o m m e n d ati o ns of t h e P C W G 2 a n d R E CI S T 1. 1 (S c h er 2 0 0 8 ).
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Fi g u r e 4 D os e Es c al ati o n S c h e m ati c f o r M 4 3 4 4 i n C o m bi n ati o n Wit h C a r b o pl ati n 
( P a rt B 1)

BI W  = T wi c e We e kl y, M T D = M a xi m u m t ol er at e d d o s e, M T D Si n gl e BI W = M a xi m u m t ol er at e d d o s e of M 4 3 4 4
a d mi ni st er e d BI W  fr o m P art A, M T D c ar b o = M a xi m u m t ol er at e d d o s e of M 4 3 4 4 i n c o m bi n ati o n wit h t h e hi g h e st 
t ol er at e d d o s e of c ar b o pl ati n

Pr o vi si o n al d o s e e s c al ati o n s c h e m e i s f or ill u str ati v e p ur p o s e s. N u m b er of d o s e e s c al ati o n gr o u p s, n u m b er of 
p arti ci p a nt s p er gr o u p, a n d a m o u nt of dr u g e s c al ati o n m a y diff er, a s d e s cri b e d i n S e cti o n 5. 1. 3 .

5. 1. 5 All P a rts C

S t u d y P arts C will b e e x p a nsi o n c o h orts t o e x pl or e p ot e nti al a ntit u m or effi c a c y  a n d t o c o nfir m t h e 
s af et y a n d t ol er a bilit y of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d at a d os e a n d s c h e d ul e t h at h as b e e n 
d et er mi n e d as R P 2 D i n st u d y Part A , A 2 or A 3. 

P arts C 1, C 2, a n d C 3 m a y b e i niti at e d i n p ar all el or i n a st a g g er e d m a n n er usi n g a d os e a n d s c h e d ul e 
d et er mi n e d t o b e a R P 2 D i n eit h er P art A or P art A 2 at t h e dis cr eti o n of t h e S p o ns or a n d 
I n v esti g at ors. A d diti o n al P arts C 4, C 5, a n d/ or C 6 usi n g a R P 2 D d et er mi n e d i n P art A 3 m a y  be 
i niti at e d at a n y  ti m e. T h e d e cisi o n o n t h e R P 2 D fr o m P art A 3 t o b e us e d i n P arts C 4, C 5 a n d C 6 
will b e m a d e b as e d o n cli ni c al s af et y d at a, t ot al w e e kl y d os e, d os e p er a d mi nistr ati o n, a v ail a bl e 
P K d at a a n d a n y a v ail a bl e ef fi c a c y d at a i n 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. T h e 
d e cisi o n o n w h et h er t o pr o c e e d t o P arts C 4, C 5 a n d C 6 will als o c o nsi d er w h et h er a R P 2 D fr o m 
P art A 3 is c o nsi d er e d m or e f a v or a bl e t h a n t h at of P art A or A 2.

T h e t ar g et p o p ul ati o n will c o ns ist of p arti ci p a nts w h os e t u m ors h a v e c ert ai n  t h at h a v e 
b e e n i d e ntifi e d t o s e nsiti z e t o A T R i n hi biti o n i n pr e cli ni c al m o d els a n d f or w h o m n o st a n d ar d 
tr e at m e nt o pti o ns ar e a v ail a bl e. 
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P art s C 1 a n d C 4 will e nr oll p arti ci p a nt s w h os e t u m or c arr y a l oss- of-f u n cti o n m ut ati o n i n t h e g e n e 
f or A RI D 1 A .

P art s C 2 a n d C 5 will e nr oll p arti ci p a nt s w h os e t u m or c arr y  a l oss-of -f u n cti o n m ut ati o n i n t h e g e n es 
f or A T R X a n d/ or D A X X (l e a di n g t o a n alt er n ati v e l e n gt h e ni n g of t el o m er es- p ositi v e p h e n ot y p e ).

P art s C 3 a n d C 6 will e nr oll p arti ci p a nt s w h os e t u m or c arr y a l oss- of-f u n cti o n m ut ati o n i n t h e g e n e 
f or A T M .

Fi g ur e 5 pr o vi d es a s c h e m ati c of eli gi bilit y  ass ess m e nts i n P arts C.

Fi g u r e 5 S c h e m ati c of Eli gi bilit y Ass ess m e nts i n P a rts C

a L o s s -of -f u n cti o n m ut ati o n( s) i n A RI D 1 A, A T R X, D A X X, or A T M. S e e S e cti o n 7. 7. 5 f or f ull d et ail s.

b If i nf or m ati o n o n bi o m ar k er st at u s i s n ot a v ail a bl e at ti m e of I nf or m e d C o n s e nt, c a n di d at e p arti ci p a nt s m u st 
c o nfir m t h e   eli gi bilit y ( pr e s e n c e of m ut ati o n s) pri or t o p erf or mi n g a n y of t h e a d diti o n al S cr e e ni n g 
a s s e s s m e nt s (l o w er p art of t h e fi g ur e). If i nf or m ati o n o n bi o m ar k er m ut ati o n s i s a v ail a bl e at ti m e of I nf or m e d C o n s e nt, 
t h e p ati e nt i s all o w e d t o p erf or m t h e bi o p s y a n al y si s a n d t h e r e m ai n d er of S cr e e ni n g pr o c e d ur e s i n p ar all el ( u p p er 
p art of t h e fi g ur e).

c  A bi o p s y o bt ai n e d aft er t h e e n d of t h e pr e vi o u s tr e at m e nt r e gi m e n i s al s o a c c e pt a bl e. If c oll e cti o n of a fr e s h 
t u m or bi o p s y i s n ot p o s si bl e f or m e di c al r e a s o n( s) a n d a bi o p s y o bt ai n e d aft er t h e e n d of t h e pr e vi o u s tr e at m e nt 
r e gi m e n i s n ot a v ail a bl e, a v ail a bl e ar c hi v al t u m or m at eri al m a y b e u s e d ( hi st ori c al d at a s h o ul d n o t b e u s e d t o c o nfir m 
bi o m ar k er st at u s).

d  O nl y aft er c o nfir m ati o n fr o m t h e c e ntr al l a b of t h e pr e s e n c e of t u m or m ut ati o n s ( a n d all ot h er 
i n cl u si o n/ e x cl u si o n crit eri a ar e m et) c a n p arti ci p a nt s st art t h e tr e at m e nt p eri o d.

e If a n al y si s of bi o p s y d o e s n ot r e v e al a q u alif yi n g m ut ati o n , b ut all ot h er I n cl u si o n / E x cl u si o n crit eri a ar e m et, 
t h e n t h e c a n di d at e p arti ci p a nt m a y b e c o n si d er e d f or p arti ci p ati o n i n P art A 3.

P arti ci p a nts m a y b e s el e ct e d f or S cr e e ni n g b a s e d o n l o c all y av ail a bl e d at a s h o wi n g pr es e n c e of 
≥ 1 s el e cti o n bi o m ar k ers ( e. g. fr o m ar c hi v al t u m or m at eri al ). Parti ci p a nts wit h k n o w n p ositi v e
bi o m ar k er st at us at t h e ti m e of c o ns e nt , a c c or di n g t o l o c all y av ail a bl e d at a, c a n u n d er g o t h e 
S cr e e ni n g Bi o ps y a n al y si s a n d t h e r est of S cr e e ni n g ass ess m e nts c o n c urr e ntl y (T a bl e 2) .
P arti ci p a nts wit h u n k n o w n bi o m ar k er st at us at t h e ti m e of c o ns e nt c a n o nl y u n d er g o t h e S cr e e ni n g 
a ss ess m e nts o n c e t h e pr es e n c e of ≥ 1 s el e cti o n bi o m ar k ers (d efi n e d i n S e cti o n 7. 7. 5 ) is c o nfir m e d. 

T h e b i o p s y a n al y sis will c o nsist of a n ass ess m e nt of t h e pr es e n c e of s u c h m ut ati o ns b y  a c e ntr al 
tri al ass a y or by a n ass a y wit h a p pr o pri at e r e g u l at or y st at us. T his ass ess m e nt s h o ul d b e c o n d u ct e d 
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o n a fr es h t u m or bi o ps y ( or a bi o ps y t h at w as o bt ai n e d aft er t h e e n d of t h e pr e vi o us tr e at m e nt 
r e gi m e n). If t his is n ot p ossi bl e f or m e di c al r e as o n(s), a v ail a bl e ar c hi v al t u m or m at eri al m a y  be 
us e d f or t his ass ess m e nt ( hist ori c al d at a s h o ul d n ot b e us e d t o c o nfir m bi o m ar k er st at us). 
P arti ci p a nts will c o ns e nt t o S cr e e ni n g pr o c e d ur es pri or t o a n y S cr e e ni n g a cti viti es .

Tr e at m e nt will c o nti n u e u ntil dis e as e pr o gr essi o n, u n a c c e pt a bl e t o xi cit y , p arti ci p a nt’s wit h dr a w al 
or a n y  ot h er r e as o n t o e n d st u d y tr e at m e nt. Aft er dis e as e pr o gr essi o n, p arti ci p a nt s will b e 
f oll o w e d-u p f or s ur vi v al u ntil t h e E n d of S t u d y. T u m or ass ess m e nt a c c or di n g t o R E CI S T 1. 1 will 
b e p erf or m e d at b as eli n e a n d at t h e e n d of e v er y 6 w e e ks f or th e first 6 c y cl es, t h e n e v er y 9 w e e ks
t h er e aft er u ntil dis e as e pr o gr essi o n or st art of n e w a nti- c a n c er tr e at m e nt li n e.

E a c h of t h e s el e ct e d  p o p ul ati o ns (a n y P art C) will f oll o w a si n gl e ar m 3- st a g e d esi g n. 
T h e i niti al st a g e will c o nsist of 9 p arti ci p a nts i n e a c h p art. If 1 or m or e r es p o ns es (p arti al r es p o ns e 
[P R ] or c o m pl et e r es p o ns e [ C R ], as p er R E CIS T 1. 1) ar e o bs er v e d i n a p art, t his p art will pr o c e e d 
t o t h e S t a g e 2, a d di n g 1 1 p arti ci p a nts t o a t ot al of n = 2 0. If at l e ast 4 r es p o n d ers o ut of 2 0 e v al u a bl e 
p arti ci p a nts ar e o bs er v e d a t hir d st a g e m a y  b e st art e d , w hi c h will c o nsist of 5 3 p arti ci p a nts.

Effi c a c y  r e a d o ut will b e b as e d o n t h e r es p o ns e r at e, d et er mi n e d a c c or di n g t o R E CIS T 1. 1.
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5. 2 Dis c ussi o n of St u d y D esi g n

5. 2. 1 R ati o n al e f o r t h e St u d y D esi g n

M 4 3 4 4 is a p ot e nt, s el e cti v e i n hi bit or of A T R, a n e n z y m e t h at is criti c al f or D N A d a m a g e 
s ur v eill a n c e a n d r e p air. M a n y  anti c a n c er tr e at m e nts a ct b y  da m a gi n g D N A; h o w e v er, r esist a n c e 
t o t h es e a g e nts is c o m m o n. T his r esist a n c e c a n b e attri b ut e d t o eff e cti v e D N A d a m a g e r e p air 
pr o c ess es t h at i n cl u d e t h e p at h w a y m e di at e d b y A T R. I n n o n cli ni c al e x p eri m e nts, A T R i n hi biti o n 
b y  M4 3 4 4 h as b e e n s h o w n t o m ar k e dl y e n h a n c e t h e a nti c a n c er eff e cts of D N A -d a m a gi n g a g e nts 
s u c h as c ar b o pl ati n i n a r a n g e of h u m a n c a n c er c ell li n es a n d p a rti ci p a nt-d eri v e d e x pl a nts. I n 
a d diti o n, M 4 3 4 4 e x hi bits m o n ot h er a p y effi c a c y  in a  mo us e x e n o gr aft m o d el of c ol or e ct al c a n c er 
c h ar a ct eri z e d b y  def e cti v e A T M si g n ali n g (V ert e x R e p ort K 2 3 5 2 0 1 4 ) a n d m o d els c h ar a ct eri z e d 
as utili zi n g a n alt er n ati v e l e n gt h e ni n g of t el o m er es m e c h a nis m (Fl y n n 2 0 1 5 ).

P arts A, A 2, a n d B 1 of t h e st u d y us e c o n v e nti o n al P h as e I d os e es c al ati o n st u d y 3 + 3 d esi g ns t o 
est a blis h R P 2 Ds of eit h e r si n gl e a g e nt M 4 3 4 4 tr e at m e nt or of t h e c o m bi n ati o n of M 4 3 4 4 wit h 
c ar b o pl ati n . P art A 3 us e s a B OI N d esi g n f or d o s e es c al ati o n. I n vi e w of t h e n o n cli ni c al t o xi citi es 
o bs er v e d, s af et y ass ess m e nts will b e c arri e d o ut at e a c h i n v esti g ati o n al c e nt er. T h e d e cis i o n t o 
d e cr e as e t h e m a g nit u d e of d os e es c al ati o n of M 4 3 4 4 b et w e e n c o h orts t o l ess t h a n 1 0 0 % will b e 
b as e d o n r e vi e w of dr u g -r el at e d or p ossi bl y  dr u g-r el at e d D L Ts a n d n o n- D L T A Es of Gr a d e 2 or 
hi g h er, ot h er s af et y tr e n ds, a n d/ or r es ults fr o m P K d at a as s p e cifi e d i n S e cti o n 5. 1. P arts C ai m at 
est a blis hi n g s af et y a n d d e m o nstr ati n g a ntit u m or a cti vit y of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d at 
t h e R P 2 D i n p arti ci p a nts w h os e t u m ors c arr y c ert ai n m ol e c ul ar d ef e cts t h at ar e e x p e ct e d t o c o nf er 
s e nsiti vit y t o w ar ds A T R i n hi biti o n.

5. 2. 2 R ati o n al e f o r St u d y D r u g D os e a n d D u r ati o n

T h e st arti n g d os e of M 4 3 4 4 is b as e d o n t h e H N S T D d et er mi n e d i n t h e G L P 2 8 -d a y  re p e at d os e 
t o xi cit y st u d y i n d o gs (M PI  R es e ar c h R e p ort f or 8 6 3-1 6 6 2 0 1 4 ). T h e M R S D of 1 0 m g is 1/ 6 t h t h e 
h u m a n e q ui v al e nt d os e ( H E D) of t h e H N S T D d et er mi n e d i n d o gs, w hi c h w as t h e m ost s e nsiti v e 
s p e ci es.

Aft er a n i niti al p arti ci p a nt r e c ei v es M 4 3 4 4 at t h e M R S D, d os e es c al ati o n wil l c o nti n u e i n 
s u c c essi v e c o h orts wit h a 1 0 0 % i n cr e as e (i. e. d o u bli n g of d os e), u nl ess a tr e n d i n n o n- D L T Gr a d e 2 
or hi g h er C T C A E gr a d e t o xi cit y  is o bs er v e d. At t h at p oi nt, d e p e n di n g o n r e vi e w of all s af ety a n d 
a v ail a bl e P K d at a, d os e es c al ati o n will b e c o n d u ct e d as d es cri b e d i n S e cti o n 5. 2. 1 0 u ntil t h e M 4 3 4 4
M T D is i d e ntifi e d. D os es m a y  in cr e as e b y  le s s t h a n 1 0 0 % or l ess t h a n 5 0 % at a n y p oi nt, if 
i n di c at e d b as e d o n r e vi e w of s af et y a n d P K d at a. I n ad diti o n, f oll o win g r e p orts of a D L T, a n 
i nt er m e di at e l o w er d os e m a y b e e v al u at e d i n a n e w c o h ort of p arti ci p a nt s.

T h e M R S D of 1 0 m g  is a p pr o xi m at el y  1/ 9t h t h e pr e di ct e d o pti m all y effi c a ci o us d os e b as e d o n 
m o us e x e n o gr aft m o d els of 9 0 m g (V ert e x R e p ort K 0 8 4 2 0 1 4). Wit h si n gl e-p arti ci p a nt c o h orts 
a n d 1 0 0 % d os e es c al ati o n b et w e e n c o h orts, a p pr o xi m at el y  4 p arti ci p a nt s will r e c ei v e d os es of 
M 4 3 4 4 t h at f all b el o w t h e pr e di ct e d o pti m all y  effi c a ci o us d os e. T h e si n gl e-p arti ci p a nt c o h ort 
es c al ati o n t h u s mi ni mi z e s t h e n u m b er of p a rti ci p a nts e x p o s e d t o p ot e nti all y su bt h er a p e uti c d os es 
of M 4 3 4 4 .

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

7 5 / 1 5 9

I n P art A of cli ni c al st u d y M S 2 0 1 9 2 2 - 0 0 0 1 (f or m erl y VX 1 4 - 8 0 3-0 0 1), t h e m a xi m u m a d mi nist er e d 
d os e w as 1 2 0 0 m g, t wi c e w e e kl y. At t his d os e, t h e o bs er v e d pl as m a e x p os ur e, a v er a g e 
c o n c e ntr ati o n (C a v g ), w as b el o w t h e t ar g et effi c a ci o us e x p os ur e d et er mi n e d i n pr e cli ni c al m o d els 
t esti n g M 4 3 4 4 as m o n ot h er a p y. T h o u g h t h e crit eri a f or m a xi m u m t ol er at e d d os e w er e n ot y et  
f ulfill e d, o n e D L T of Gr a d e 3, f e v er, w as o bs er v e d. T h er e w as als o a n u n a c c e pt a bl e p ill b ur d e n 
wit h t h e c urr e nt 5 0 m g  str e n gt h t a bl et. T o g et h er t his i n di c at es t h at t h e 1 2 0 0 m g t wi c e w e e kl y 
r e gi m e n m a y n ot b e a p pr o pri at e t o s u p p ort its us e as m o n ot h er a p y. 

P art A 2 of st u d y  M S 2 0 1 9 2 2-0 0 0 1 is d esi g n e d t o e v al u at e w h et h er s uffi ci e nt C a v g c a n b e a c hi e v e d 
a n d is t ol er at e d t o s u p p ort M 4 3 4 4 us e as m o n ot h er a p y. T h e BI D d ail y r e gi m e n t h at will b e 
e v al u at e d i n P art A 2 is b as e d o n (i) pr e cli ni c al x e n o gr aft st u di es, a n d (ii) cli ni c al P K d at a o bt ai n e d 
fr o m P art A, d es cri b e d b el o w. If t h e BI D r e gi m e n is co nsi d er e d u nf a v or a bl e, a n e w s c h e d ul e wit h 
o n c e d ail y d osi n g m a y  b e e x pl or e d at t h e dis cr eti o n of t h e S p o ns or a n d I n v esti g at ors.

F urt h er m or e, i n P art A 3, dr u g h oli d a y s c h e d ul e (s) m a y  b e e x pl or e d (s e e Se cti o n 5. 1. 3 f or d et ails). 

G e n er all y , A T R si g n ali n g is r e q uir e d t o e n a bl e c a n c er c ells t o pr o gr ess t hr o u g h t o S/ G 2 -p h as e, a n d 
i n hi biti o n of A T R l et h all y co m pr o mis es t his pr o c ess. R e p e at e d or pr ol o n g e d A T R i n hi biti o n is 
e x p e ct e d t o r es ult i n i n cr e as e d a ntit u m or effi c a c y  (M 6 6 2 0 I n v esti g at or Br o c h ur e ). F or M 4 3 4 4 
m o n ot h er a p y, p r e cli ni c al m uri n e x e n o gr aft st u di es of M 4 3 4 4 i n A L T + m o d els d e m o nstr at e t h at 
i n cr e as e d fr e q u e n c y of d osi n g is ass o ci at e d wit h, a n d p ossi bl y  re q uir e d f or o pti m al a ntit u m or 
a cti vit y  in t h e m o n ot h er a p y s etti n g (V ert e x R e p ort E 0 4 5 3 -U 1 6 0 7 2 0 1 6 ) w hil e m ai nt ai ni n g 
t ol er a bilit y bas e d o n b o d y  wei g ht a n d m ort alit y. T h es e d at a s u g g est t h at pr ol o n g e d or r e p e at e d
in hi biti o n of A T R n ot o nl y  p ot e nti at es t h e c y t ot o xi c eff e cts of D N A d a m a g e, b ut it m a y  als o b e 
effi c a ci o us as m o n ot h er a p y  i n c a n c ers w hi c h ar e r eli a nt o n A T R si g n ali n g (Fl y n n 2 0 1 5 ). Of n ot e , 
si mil ar a ntit u m or a cti vit y w as o bs er v e d f or t h e s a m e t ot al w e e kl y d os e w h e n a d mi nist er e d o n c e 
d ail y  or t wi c e d ail y i n t he pr e c li ni c al st u d y (V ert e x R e p ort E 0 4 5 3 -U 1 6 0 7 2 0 1 6). D ail y  dosi n g of 
M 4 3 4 4 m o n ot h er a p y of 2 0 m g/ k g p er d a y ( 1 0 m g/ k g BI D a n d 2 0 m g/ k g o n c e d ail y ) d e m o nstr at e d 
i n cr e as e d a ntit u m or a cti vit y  co m p ar e d t o e v er y  ot h er or e v er y  3r d d a y  dosi n g i n t h e S K N F 1 
( n e ur o bl ast om a utili zi n g t h e alt er n ati v e l e n gt h e ni n g of t el o m er es p at h w a y ) x e n o gr aft m o d el. 
Si mil ar r es ults w er e als o o bt ai n e d i n t h e G 2 9 2 ( A L T p ositi v e) ost e os ar c o m a m o d el. T h es e 
pr e cli ni c al d at a s u g g est t h at s ust ai n e d A T R i n hi biti o n i n t h e m o n ot h er a p y s etti n g a n d hi g h 
a ntit u m or a cti vit y  ma y  b e ac hi e v e d wit h m or e fr e q u e nt BI D d osi n g c o m p ar e d wit h t wi c e w e e kl y 
d osi n g. 

T u m or gr o wt h i n hi biti o n m o d eli n g of t h e S K N F 1 a n d G 2 9 2 x e n o gr aft d at a w as p erf or m e d a n d 
i d e ntifi e d t h e pl as m a c o n c e ntr ati o n ( Ca v g ) t h at m u st b e m ai nt ai n e d t o a c hi e v e t u m or st asis. T his 
v al u e w as us e d as a t ar g et t o a c hi e v e i n h u m a n.

I n li g ht of t h e r el ati v ely s h ort h alf -lif e of M 4 3 4 4 ( 1- 4 h, esti m at e d i n P art A V X - 8 0 3 ( M 4 3 4 4) 
I n v esti g at or’s Br o c h ur e), m or e fr e q u e nt di vi d e d d osi n g is e x p e ct e d t o s ust ai n A T R i n hi biti o n 
t hr o u g h o ut t h e d os e i nt er v al wit h r e d u c e d fl u ct u ati o n, a n d a l o w er m a xi m u m c o n c e ntr ati o n ( Cm a x ) 
r e q uir e d t o a c hi e v e a n i n cr e as e d pl as m a C a v g . F urt h er m or e, t h e ass o ci at e d r e d u cti o n i n C m a x m a y  
i m pr o v e s af et y a n d t ol er a bilit y. Fi n all y , mor e fr e q u e nt, s m all er d os es w o ul d als o pr o vi d e m or e 
m a n a g e a bl e d os es p er a d mi nistr ati o n (i. e. r e d u c e pill b ur d e n) t o t h e p arti ci p a nt .

T h er ef or e, BI D d ail y  d osi n g w as s el e ct e d as t h e i niti al s c h e d ul e f or P art A 2.
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A 1 0 0 -m g si n gl e d os e a d mi nist er e d BI D ( 2 0 0 m g d ail y ) w as s el e ct e d as st arti n g d os e f or P art A 2.

T his st arti n g d os e is b a s e d o n t h e a v ail a bl e cli ni c al e x p eri e n c e i n 3 6 p arti ci p a nt s tr e at e d wit h u p 
t o t h e 1 2 0 0 m g t wi c e w e e kl y d osi n g s c h e d ul e i n P art A. As of D e c e m b er 2 0 1 7, i n t ot al 
7 p arti ci p a nts h a v e c o m pl et e d t h e D L T p eri o d at t h e 1 2 0 0 m g  dos e l e v el. On e D L T of Gr a d e 3
f e v er w as o bs er v e d a n d t h e crit eri a f or M T D w er e n ot y et f ulfille d . T h e 1 2 0 0 m g t wi c e w e e kl y 
s c h e d ul e r es ults i n a t ot al w e e kl y d os e of 2 4 0 0 m g . A 1 0 0- m g d os e a d mi nist er e d t wi c e d a il y res ults 
i n a t ot al w e e kl y d os e of 1 4 0 0 m g a n d is t h er ef or e e x p e ct e d t o b e a t ol er a bl e st arti n g d os e . 

W h e n M 4 3 4 4 is a d mi nist er e d t wi c e d ail y, t h e s e c o n d d ail y  dos e is h y p ot h esi z e d t o b e o pti m all y  
a d mi nist er e d at 1 2- h o ur i nt er v als t o pr o vi d e s ust ai n e d A T R i n hi biti o n. H o w e v er , a 4- h o ur wi n d o w 
( 8 t o 1 6 h o urs) is p er mitt e d f or p arti ci p a nt c o n v e ni e n c e. Si n c e t h e t er mi n al h alf -lif e of M 4 3 4 4 is 
a p pr o xi m at el y  2 h o urs, mi ni m al dr u g a c c u m ul ati o n is e x p e ct e d wit h t h e t wi c e d ail y or o n c e d ail y 
s c h e d ul es.

Pr e cli ni c al m o d eli n g of t h e P K -effi c a c y  rel ati o ns hi p f or M 4 3 4 4 m o n ot h er a p y  in t h e M V 4. 1 1 
x e n o gr aft m o d el h as b e e n us e d t o pr e di ct h u m a n effi c a ci o us d os e a n d s c h e d ul es. T h e h u m a n P K 
pr ofil e w a s i n c or p or at e d i nt o a t u m or gr o wt h i n hi biti o n m o d el a n d us e d t o i d e ntif y dos es a n d 
s c h e d ul es t o a c hi e v e at l e ast a 6 0 % t u m or gr o wt h i n hi biti o n. Wit h c o nti n u o us d osi n g a h u m a n 
effi c a ci o us d os e of a p pr o xi m at el y  2 7 5 m g o n c e d ail y is pr e di ct e d. 

F urt h er pr e cli ni c al d at a s u g g e st t h at effi c a c y  c a n b e a c hi e v e d wit h diff er e nt d o s e s a n d s c h e d ul e s, 
i n cl u di n g v ari o us dr u g h oli d a y  sc h e d ul es. I n g e n er al, tr e at m e nt i nt err u pti o ns i m pr o v e d t ol er a bilit y 
b ut wit h p ot e nti al r e d u cti o n i n effi c a c y . T his i m pli es t h at dr u g h oli d a y  sc h e d ul e (s) m a y o nl y b e 
pr ef err e d if t h e y e n a bl e es c al ati o n t o hi g h er d os e s p er a d mi nistr ati o n a n d, i d e all y, ar e a bl e t o m e et 
or e x c e e d t h e t ot al w e e kl y d o s e . T h er ef or e, P art A 3 of t his st u d y is d esi g n e d t o e x pl or e o n e or 
m or e dr u g h oli d a y  s c h e d ul es.

T h e d osi n g s c h e d ul e f or M 4 3 4 4 i n c o m bi n ati o n wit h c ar b o pl ati n i n P art B 1 is b as e d o n t h e o pti m al 
ti mi n g of A T R i n hi biti o n aft er dr u g e x p os ur e t o D N A d a m a gi n g a g e nts. I n vitr o c ell c ult ur e 
e x p eri m e nts a n d a ni m al m o d els s u g g est t h at d el a yi n g d osi n g of M 4 3 4 4 f or a p pr o xi m at el y  24 h o ur s 
af t er t h e d osi n g of D N A -d a m a gi n g a g e nts will pr o m ot e c ell d e at h i n t u m or c ells (M 6 6 2 0 I B). 
F urt h er m or e, c ell st u di es, a ni m al st u di es, a n d P K d at a s u p p ort i nfr e q u e nt d osi n g of M 4 3 4 4 t o 
pr o vi d e o pti m al effi c a c y , t ol er a bilit y, a n d e x p os ur e i n c o m bi n ati o n wit h c h e m ot h er a p y . T h e 
st a n d ar d d os e of c ar b o pl ati n us e d f or tr e at m e nt of o v ari a n c a n c er p er N ati o n al C o m pr e h e nsi v e 
C a n c er N et w or k (N C C N ) g ui d eli n es (N C C N G ui d eli n es 2 0 1 3 ) is a p pr o xi m at el y 
A U C = 5 m g ∙ mi n/ m L. C ar b o pl ati n d osi n g at A U C = 4 m g ∙ mi n/ m L, or at A U C = 6 m g ∙ mi n/ m L, is 
us e d i n c ert ai n cli ni c al sit u ati o ns or f or c ert ai n i n di c ati o ns. T h e 2 1- d a y  dosi n g c y cl e a n d t h e d osi n g 
fr e q u e n c y of c ar b o pl ati n us e d i n t his st u d y ar e b as e d o n st a n d ar d of c ar e r e gi m e ns.

T h e d os e a n d s c h e d ul e of si n gl e a g e nt M 4 3 4 4 t o b e us e d i n all P arts C will b e a R P 2 D , d et er mi n e d 
i n P art s A , A 2, or A 3 of t his st u d y .

5. 2. 3 R ati o n al e f o r P a rti ci p a nt S el e cti o n

Eli gi bl e p arti ci p a nt s i n P arts A, A 2, a n d A 3 will h a v e a d v a n c e d s oli d t u m ors f or w hi c h n o st a n d ar d 
t h er a py is a v ail a bl e w hi c h m a y  co n v e y  cli ni c al b e n efit. Eli gi bl e p arti ci p a nt s i n P art B 1 will h a v e 
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a d v a n c e d s oli d t u m ors f or w hi c h n o st a n d ar d t h er a p y is a v ail a bl e w hi c h m a y  co n v e y  cli ni c al 
b e n efit, a n d/ or p arti ci p a nt s m ust h a v e dis e as e pr o gr essi o n aft er at l e a st 1 pri or c h e m ot h er a p y 
r e gi m e n i n t h e m et ast ati c s etti n g, a n d f or w hi c h c ar b o pl ati n ( P art B 1), w o ul d b e c o nsi d er e d 
st a n d ar d of c ar e. I n g e n er al, r es p o ns e r at es of m a n y a d v a n c e d s oli d t u m ors t o s ec o n d - a n d t hir d-li n e
t h er a pi es ar e li mit e d. T h us, t h er e is a p ot e nti al f or t his p o p ul ati o n t o b e n efit fr o m t h e a d diti o n of a 
c h e m ot h er a p y s e nsiti zi n g a g e nt.
P arti ci p a nt s e nr oll e d i n P art s C will h a v e a d v a n c e d s oli d t u m ors f or w hi c h n o r e c o m m e n d e d 
st a n d ar d t h er a py is a v ail a bl e , i. e. p arti ci p a nts w h o h a v e e x h a ust e d all st a n d ar d of c ar e o pti o ns 
a c c or di n g t o N C C N G ui d a n c e a n d f or w h o m M 4 3 4 4 m a y  co n v e y  cli ni c al b e n efit. F urt h er m or e, 
t h e y will b e s el e ct e d b as e d o n t h e f oll o wi n g bi o m ar k ers:

 P art s C 1 or C 4 : will e nr oll p arti ci p a nt s w h os e t u m or s c arr y a l oss- of-f u n cti o n m ut ati o n i n 
t h e g e n e A RI D 1 A

 P art s C 2 or C 5 : will e nr oll p arti ci p a nt s w h os e t u m or c arr y a l oss- of-f u n cti o n m ut ati o n i n 
A T R X a n d/ or D A X X

 P art s C 3 or C 6 : will e nr oll p arti ci p a nt s w h os e t u m or c ar r y a loss- of- f u n cti o n m ut ati o n i n 
t h e g e n e A T M .

T h e s e bi o m ar k ers f or p a rti ci p a nts s el e cti o n will b e ass ess e d b y  a c e ntr al tri al ass a y or b y a n ass a y 
wit h a p pr o pri at e r e g ul at or y  st at us (s e e S e cti o n 5. 1. 4 ).

5. 2. 4 R ati o n al e f o r St u d y Ass ess m e nts

P arti ci p a nt s will b e m o nit or e d fr e q u e ntl y  for A E s t h at ar e pr e di ct e d t o b e p ot e nti al c o ns e q u e n c es 
of t h er a py wit h M 4 3 4 4 , b as e d o n n o n cli ni c al t o xi c ol o g y , a n d of c o n c urr e nt c h e m ot h er a p y , b a s e d 
o n pri or e x p eri e n c e i n p arti ci p a nt s.

B as e d o n n o n -G L P d os e -r a n g e fi n di n g st u di es a n d G L P 2 8-d a y  t o xi cit y st u di es i n r at a n d d o g, t h e 
f oll o wi n g t ar g et or g a ns f or M 4 3 4 4 t o xi cit y h a v e b e e n i d e ntifi e d: h e m at o p oi eti c s yst e m ( d e cr e a s e 
i n R B C a n d or W B C); s pl e e n ( e xtr a m e d ull ar y he m at o p oi esis); li v er ( e xtr a m e d ull ar y 
h e m at o p oi esis); t h ym us (l ym p h oi d d e pl eti o n); a n d t est es (s p er m at o c yt e/s p er m ati d d e gr a d ati o n a n d 
s e c o n d ar y eff e ct o n e pi di d y mi d es; g er m c ell d e bris) (I T R L a b or at ori es R e p ort f or 7 2 1 7 1 2 0 1 3 , 
M PI  R es e ar c h R e p ort f or 8 6 3-1 6 5 2 0 1 4 , I TR L a b or at ori es R e p ort f or 6 1 3 8 8 2 0 1 3 , M PI  R e s e ar c h 
R e p ort f or 8 6 3- 1 6 6 2 0 1 4) . A d diti o n all y , i n d o gs, GI  was als o n ot e d as a t ar g et (i nfl a m m ati o n of 
l a mi n a pr o pri a a n d g ut ass o ci at e d l y m p h oi d tiss u e) (M PI  R es e ar c h R e p ort f or 8 6 3-1 6 6 2 0 1 4 ). 

B as e d o n t h es e fi n di n gs, p arti ci p a nt s will b e m o nit or e d w e e kl y d uri n g C y cl e 1, a n d at l e a st t wi c e 
p er c y cl e t h er e aft er f or a d v ers e eff e cts t o t h e b o n e m arr o w or li v er. M al e p arti ci p a nt s i n P arts A 
a n d B 1 will h a v e t est ost er o n e m e as ur e m e nts at b as eli n e a n d at S af et y F oll o w - u p t o ass ess f or 
c hr o ni c eff e cts o n g o n a d al f u n cti o n. P arti ci p a nt s will b e m a n a g e d s y m pt o m ati c all y  f or GI a d v ers e 
eff e cts.

I m a gi n g s c a ns will b e us e d p eri o di c all y t o m o nit or f or t u m or r es p o ns e t o tr e at m e nt, a n d r es p o ns e 
will b e j u d g e d usi n g R E CI S T 1. 1. P ar ti ci p a nts w h o h a v e dis e as e pr o gr essi o n, or f or w h o m t h e 
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tr e ati n g p h y si ci a n c o nsi d ers t h at it is n ot i n t h eir b est i nt er est t o c o nti n u e, will dis c o nti n u e 
tr e at m e nt.

5. 2. 5 I n cl usi o n of S p e ci al P o p ul ati o ns

F or d efi niti o n of p arti ci p a nts f or P arts C , pl e as e s ee S e cti o n  5. 2. 3.

5. 2. 6 D efi niti o n of D os e Li miti n g T o xi cit y

P arti ci p a nt s will b e m o nit or e d f or D L Ts t hr o u g h o ut d osi n g c y cl es. D L Ts will b e d efi n e d usi n g t h e 
N ati o n al C a n c er I nstit ut e ( N CI) C T C A E ( P art A a n d B 1: V ersi o n 4. 0 ; P arts A 2 , A 3: V ersi o n 5. 0).

A D L T is d efi n e d as r el at e d or p ossi bl y  dr u g-r el at e d:

 N e utr o p e ni a Gr a d e 4 f or > 7 d a y s d ur ati o n or r e q uiri n g h e m o p oi eti c gr o wt h f a ct ors

o In t h e e v e nt of Gr a d e 4 n e utr o p e ni a, a f ull bl o o d c o u nt m ust b e p erf or m e d n o m or e 
t h a n 7 d a y s aft er t h e o ns et of t h e e v e nt t o d et er mi n e if a D L T h as o c c urr e d. T h e 
p arti ci p a nt will b e cl os el y  m o nit or e d u ntil r es ol uti o n t o Gr a d e 3 or l ess .

 F e bril e n e utr o p e ni a ( f e v er of u n k n o w n ori gi n wit h o ut cli ni c all y  or mi cr o bi ol o gi c all y 
d o c u m e nt e d i nf e cti o n i n t h e s etti n g of Gr a d es 3 or 4 n e utr o p e ni a)

 I nf e cti o n ( d o c u m e nt e d cli ni c all y  or mi cr o bi ol o gi c all y ) wit h Gr a d es 3 or 4 n e utr o p e ni a 
( a bs ol ut e n e utr o p hil c o u nt < 1. 0 x 1 09 / L)

 T hr o m b o c y t o p e ni a Gr a d e 3:

o ass o ci at e d wit h cli ni c all y si g nifi c a nt bl e e di n g

o r e quiri n g pl at el et tr a nsf usi o n or h e m o p oi eti c gr o wt h f a ct ors

 T hr o m b o c y t o p e ni a Gr a d e 4 f or > 7 d a y s d ur ati o n or r e q uiri n g h e m o p oi eti c gr o wt h 
f a ct ors

o I n t h e e v e nt of Gr a d e 4 t hr o m b o c yto p e ni a, a f ull bl o o d c o u nt m ust b e p erf or m e d n o 
m or e t h a n 7 d a y s aft er t h e o n s et of t h e e v e nt t o d et er mi n e if a D L T h as o c c urr e d. 
T h e p arti ci p a nt will b e cl os el y  m o nit or e d u ntil r es ol uti o n t o Gr a d e 3 or l ess.

 Gr a d es 3 or 4 t o xi cit y to or g a ns ot h er t h a n t h e b o n e m arr o w i n cl u di n g Gr a d es 3 a n d 4 
bi o c h e mi c al A Es a n d D L Ts, e x cl u di n g t h e f oll o wi n g:

o Gr a d e 3 n a us e a or v o miti n g i n p arti ci p a nt s w h o h a v e n ot r e c ei v e d o pti m al tr e at m e nt 
wit h a nti- e m eti cs

o Gr a d e 3 di arr h e a i n p arti ci p a nt s w h o h a v e n ot r e c ei v e d o pti m al tr e at m e nt wit h 
a nti -di arr h e al

o Gr a d e 3 f ati g u e

o A n y  Gr a d e 3 el e v ati o n of as p art at e a mi n otr a nsf er as e ( A S T ) “a n d ” “ or ” al a ni n e 
a mi n otr a nsf er as e (A L T ) l asti n g ≤ 7 d a y s (in t h e e v e nt of a Gr a d e 3 or hi g h er 
el e v ati o n i n A L T or A S T, f oll o w- u p l a b or at or y ass ess m e nts s h o ul d b e p erf or m e d 
e v er y  4 8 t o 7 2 h o urs u ntil r e d u c e d t o Gr a d e 2 or l ess ).
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 A n y  Gr a d e 3 or 4 i n cr e as e i n bilir u bi n u nl ess t h e i n cr e as e is ass ess e d as arisi n g fr o m 
i n hi biti o n of bilir u bi n gl u c ur o ni d ati o n. If t h e i n cr e as e i n bilir u bi n is ass ess e d as arisi n g 
fr o m i n hi biti o n of bilir u bi n gl u c ur o ni d ati o n, t h e n o nl y bilir u bi n l e v els a b ov e 1 5 m g/ d L 
( 2 5 7 µ m ol/ L) will b e c o nsi d er e d D L Ts

 D e at h d u e t o dr u g -r el at e d c o m pli c ati o ns

 C ar di a c:

o Q T c pr ol o n g ati o n ( a n y QT c i nt er v al ≥ 5 0 0 m s e c or a n y c h a n g e i n Q T c i nt er v al 
≥ 6 0 ms e c fr o m b as eli n e) o n E C G, u nl ess r el at e d t o a n el e ctr ol yt e a b n or m alit y  a n d 
pr ol o n g ati o n r es ol v es wit h c orr e cti o n of el e ctr ol yt e a b n or m alit y

o A n y  of t h e f oll o wi n g ( C T C A E crit eri a): Gr a d e 2 or gr e at er v e ntri c ul ar arr h yt h mi a 
(s e c o n d or t hir d d e gr e e atri o v e ntri c ul ar bl o c k), s e v er e s ust ai n e d/s y m pt o m ati c si n u s 
br a d y c ar di a l ess t h a n 4 5 b p m or si n us t a c hy c ar di a > 1 2 0 b p m n ot d u e t o ot h er 
c a us es ( e. g., f e v er), p ersist e nt s u pr a v e ntri c ul ar arr h y t h mi a (e. g. , u n c o ntr oll e d/ n e w 
atri al fi brill ati o n, fl utt er, atri o v e ntri c ul ar n o d al t a c h y c ar di a, et c.) l asti n g m or e t h a n 
2 4 h o urs, v e ntri c ul ar t a c h yc ar di a d efi n e d as > 9 b e ats i n a r o w or a n y  le n gt h of 
t ors a d es d e p oi nt es ( p ol ym or p hi c v e ntri c ul ar t a c h yc ar di a wit h l o n g Q T c), or 
u n e x pl ai n e d r e c urr e nt s y n c o p e

o S y m pt o ms s u g g esti v e of c o n g esti v e h e art f ail ur e wit h c o nfir m e d ej e cti o n fr a cti o n 
< 4 0 % ( b y  2 D-e c h o c ar di o gr a m or M ulti pl e G at e d A c q uisiti o n [ M U G A] s c a n) or a 
r el ati v e d e cr e as e > 2 0 % fr o m hist ori c al ass ess m e nt of ej e cti o n fr a cti o n p erf or m e d 
wit hi n 1 2 m o nt hs

o Tr o p o ni n -T: l e v el w hi c h is c o nsist e nt wit h m y o c ar di al i nf ar cti o n

 A n y  dr u g-r el at e d t o xi cit y th at c a u s es i nt err u pti o n of tr e at m e nt f or > 2 w e e ks 
( 1 4 s u c c essi v e d a y s). If a p arti ci p a nt is d e e m e d fit t o r est art tr e at m e nt o n D a y 1 5 t h e n 
t his is n ot a D LT.

If a n y c h a n g e is m a d e t o t h e gr a d e or c a us alit y of a n A E d uri n g t h e st u d y th at m a y  alt er its D L T 
st at us, t h e Sp o ns or m ust b e i nf or m e d i m m e di at el y as t his m a y aff e ct d os e es c al ati o n d e cisi o ns.

5. 2. 7 P a rti ci p a nt E v al u a bilit y

5. 2. 7. 1 P a rt s A, A 2, A 3, a n d B 1

All p arti ci p a nt s w h o m e et t h e eli gi bilit y  crit eri a a n d r e c ei v e at l e ast 1 d os e of M 4 3 4 4 will b e 
e v al u a bl e f or s af et y.

P arti ci p a nts m ust m e et 1 of t h e 2 crit eri a b el o w t o b e c o nsi d er e d e v al u a bl e f or d os e es c al ati o n 
d e cisi o ns:

1. P arti ci p a nt m ust h a v e r e c ei v e d t h e f oll o wi n g mi ni m u m r e q uir e d d os es of st u d y dr u g(s) i n 
C y cl e 1 (i. e. t h e D L T p eri o d). S e e S e cti o n 6. 2. 4 f or g ui d a n c e o n a c c e pt a bl e ti m e wi n d o ws f or 
dr u g a d mi nistr ati o n:

 P art A: at l e ast 8 0 % ( 5 o ut of 6) of s c h e d ul e d M 4 3 4 4 d os es. 
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 P art A 2: at l e ast 8 0 % of s c h e d ul e d M 4 3 4 4 d o s e s. O n e c y cl e is d efi n e d as 2 1 c al e n d ar 
d a y s of d ail y d osi n g.

 P art A 3: at l e ast 8 0 % of s c h e d ul e d M 4 3 4 4 d os es. R ef er t o s e cti o n 5. 1. 3 f or d efi niti o n 
of c y cl e l e n gt h.

 P art B 1: c ar b o pl ati n d os e o n D a y 1 a n d M 4 3 4 4 d o s e o n D a y  2. If t h e a d diti o n al d osi n g 
d a y  ( D a y 5) is e x pl or e d, M 4 3 4 4 d os e o n D a y 5 will b e r e q uir e d i n a d diti o n t o t h e ot h er 
d os es .

 P art s A/ A 2/ A 3 / B 1: C o m pli a n c e wit h pr o hi bit e d m e di ci n e a n d di et ar y r estri cti o ns 
d uri n g C y cl e 1.

O r

2. T h e p arti ci p a nt m ust h a v e h a d a D L T b ef or e t h e e n d of C y cl e 1.

P arti ci p a nt s w h o d o n ot m e et 1 of t h e 2 crit eri a a b o v e will n ot b e e v al u a bl e f or d os e es c al ati o n 
d e cisi o ns a n d will b e r e pl a c e d. Als o, if a n a d diti o n al p arti ci p a nt is e nr oll e d d uri n g d os e-es c al ati o n 
i n P art s A 2 / A 3, a n d B 1 i n or d er t o o bt ai n a ti m e d-t u m or bi o p s y , t h e s af et y or P K d at a fr o m t his 
a d diti o n al p arti ci p a nt m a y  not b e r e q uir e d f or m a ki n g d o s e -es c al ati o n d e cisi o ns. If t h e d os e 
es c al ati o n d e cisi o n h a d b e e n m a d e; t his a d diti o n al p arti ci p a nt will b e c o nsi d er e d n o n- e v al u a bl e f or 
d os e es c al ati o n d e cisi o n -m a ki n g. 

5 . 2. 7. 2 All P a rt s C

Eli gi bl e p arti ci p a nts ar e r e q uir e d t o h a v e m e as ur a bl e dis e as e a c c or di n g t o R E CI S T 1. 1. All 
p arti ci p a nt s w h o m e et t h e eli gi bilit y crit eri a a n d ar e a d mi nist er e d at l e ast 1 d os e of M 4 3 4 4 will b e 
e v al u a bl e f or s af et y. All p arti ci p a nt s w h o r e c ei v e at l e ast 1 c y cl e of tr e at m e nt, h a v e a b as eli n e 
ass ess m e nt d uri n g S cr e e ni n g, will b e e v al u a bl e f or r es p o ns e a n d f or dis e as e pr o gr essi o n or 
s ur vi v al .

5. 2. 8 S c r e e ni n g

S cr e e ni n g Visit ass ess m e nts ar e list e d i n T a bl e 1 f or P arts A, A 2, A 3 , a n d B 1. S cr e e ni n g Visit 
ass ess m e nts ar e list e d i n  T a bl e 2 f or P arts C.

P arti ci p a nts will c o ns e nt t o S cr e e ni n g pr o c e d ur es pri or t o a n y S cr e e ni n g a cti viti es. 

I n P arts C, p arti ci p a nts will u n d er g o a S cr e e ni n g Bi o ps y  (T a bl e 2) t o c o nfir m/ ass ess t h e s el e cti o n 
bi o m ar k ers (l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A RI D 1 A f or P art s C 1 a n d C 4 , i n A T R X 
a n d/ or D A X X i n P art s C 2 a n d C 5 , a n d A T M i n P art s C 3 a n d C 6 ): 

 P arti ci p a nts wit h k n o w n p ositi v e bi o m ar k er st at us at t h e ti m e of c o ns e nt , a c c or di n g t o 
l o c all y av ail a bl e d at a, c a n u n d er g o t h e S cr e e ni n g B i o psy a n al y sis a n d t h e r est of 
S cr e e ni n g ass ess m e nts c o n c urr e ntl y (T a bl e 2) . 

 P arti ci p a nts wit h u n k n o w n bi o m ar k er st at us at t h e ti m e of c o ns e nt c a n o nl y u n d er g o t h e 
S cr e e ni n g a ss ess m e nts o n c e t h e pr es e n c e of ≥ 1 s el e cti o n bi o m ar k ers is c o nfir m e d
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c e ntr al tri al a s s a y  or b y  an a s s a y  wit h a p pr o pri at e r e g ul at or y st at us ( bi o p s y res ults 
e x p e ct e d wit hi n 2 1 d a y s) . 

S cr e e ni n g ass ess m e nts t o c o nfir m t h at p arti ci p a nt s m e et t h e s el e cti o n crit eri a will b e c o m pl et e
wit hi n 2 1 d a y s fr o m ti m e of c o ns e nt i n P arts A, A 2, A 3 , a n d B 1 a n d wit hi n 4 2 d a y s i n P a rts C
( all o wi n g f or Bi o ps y  r es ults t o b e c o m e a v ail a bl e b ef or e t h e r est of t h e S cr e e ni n g a ss ess m e nts c a n 
b e c o n d u ct e d) b ef or e t h e first d os e of st u d y  dr u g f or all p arti ci p a nt s.

If a p arti ci p a nt is a S cr e e n F ail ur e f or P art C, t h e p a rti ci p a nt m a y  be c o nsi d er e d f or p arti ci p ati o n 
i n P art A 3. S cr e e ni n g r es ults fr o m P art C m a y b e us e d t o d et er mi n e eli gi bilit y f or P art A 3 wit h n o 
n e c essit y t o r e p e at t h e ass ess m e nts ( at t h e S p o ns or’s dis cr eti o n) . H o w e v er, if st art of tr e at m e nt i n 
P art A 3 is pl a n n e d o utsi d e of t h e 2 1- d a y wi n d o w (s e e pr e vi o us p ar a gr a p h ), t h e f oll o wi n g 
ass ess m e nts m ust b e r e p e at e d:

 Pri or a n d c o n c o mit a nt m e di c ati o ns:

 W ei g ht a n d vit al si g ns

 P h y si c al e x a mi n ati o n

 Cli ni c al dis e as e ass ess m e nt

 H e m at ol o g y

 C o a g ul ati o n

 S er u m c h e mistr y

 Uri n al y sis

 A Es

T h e I n v esti g at or ( or a n a p pr o pri at e a ut h ori z e d d esi g n e e at t h e I n v esti g at or sit e) will o bt ai n 
i nf or m e d c o ns e nt fr o m e a c h p arti ci p a nt . If t h e ti m e b et w e e n S cr e e ni n g a n d d osi n g e x c e e ds t h e 
s p e cifi e d S cr e e ni n g W i n d o w as a r e s ult of o p er ati o n al d el a y s ( e. g., d el a y e d dr u g s hi p m e nt, d el a y 
i n c e ntr al tri al a s s a y  res ults, cli ni c cl os ur es or s h ort -t er m, r e v ersi bl e m e di c al c o n diti o ns 
[e. g., i nt er v e ni n g u p p er r es pir at or y ill n ess, c orr e cti bl e a n e mi a]), t h e n p arti ci p a nt s d o n ot r e q uir e 
r es cr e e ni n g if l a b or at or y r es ults wit hi n 7 d a y s of t h e first d os e of st u d y dr u g m e et t h e eli gi bilit y 
crit eri a. P arti ci p a nt s w h o ar e u n a bl e t o d o s e wit hi n t h e S cr e e ni n g Wi n d o w b e c a u s e of s u b st a nti al 
c o m pli c ati o ns of dis e as e pr o gr essi o n will b e r e pl a c e d.

T o pr e p ar e f or st u d y parti ci p ati o n , p arti ci p a nt s will b e i nstr u ct e d o n t h e Li f estyl e G ui d eli n es 
( S e cti o n 6. 6. 3 ) a n d us e of c o n c o mit a nt m e di c ati o ns ( S e cti o n 6. 6 ). A p arti ci p a nt w h o q u alifi e d, b ut 
d i d n ot e nr oll f or a n e arli er c o h ort, m a y  be us e d i n a s u bs e q u e nt c o h ort wit h n o r e q uir e d r es cr e e ni n g 
if t h e D a y 1 l a b or at or y res ults a n d W orl d H e alt h Or g a ni z ati o n ( W H O) P erf or m a n c e St at us m e et 
t h e eli gi bilit y  crit eri a. A c h est a n d a b d o mi n al i m a gi n g s c a n a n d, if cli ni c all y  in di c at e d, a p el vi c 
i m a gi n g s c a n m ust b e r e p e at e d if m or e t h a n 2 8 d a y s h a v e tr a ns pir e d si n c e m ost r e c e nt i m a gi n g 
s c a n.
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P arti ci p a nt s w h o f ail S cr e e ni n g o n c e m a y  be r es cr e e n e d if, i n t h e I nv esti g at or ’s o pi ni o n, t h e r e as o n 
f or i niti al s cr e e n f ail ur e is d u e t o a cl e arl y t e m p or ar y co n diti o n ( e. g., i n c o m pl et e r e c o v er y fr o m 
r e c e nt s ur g er y; i n a d e q u at e ti m e fr a m e fr o m pri or c h e m ot h er a p y).

5. 2. 9 T r e at m e nt P e ri o d

Tr e at m e nt P eri o d ass ess m e nts ar e pr es e nt e d i n T a bl e 3, T a bl e 4, T a bl e 5 , T a bl e 6 , T a bl e 7,  a n d 
T a bl e 9 . F or d et ails o n d osi n g, s e e S e cti o n 6.

5. 2 . 1 0 D os e Es c al ati o n D e cisi o n M a ki n g

A M e di c al M o nit ori n g Pl a n will b e pr o vi d e d w hi c h d et ails a pl a n f or r o uti n e a n d ur g e nt 
c o m m u ni c ati o n b et w e e n t h e S p o ns or, t h e I nv esti g at or s, a n d t h e c o ntr a ct r es e ar c h or g a ni z ati o n 
( C R O) i n v olv e d i n assisti n g sit es a n d t he S p o ns or wit h m o nit ori n g p arti ci p a nt s af et y. T h e M e di c al 
M o nit ori n g Pl a n will d es cri b e t h e a nti ci p at e d fr e q u e n c y an d m e a ns of c o m m u ni c ati o n b et w e e n 
S p o ns or, sit es, a n d C R Os t o r e vi e w p arti ci p a nt d at a t o i nf or m d e cisi o ns o n d os e es c al ati o n b et w e e n 
c o h orts.

D e cisi o ns r e g ar di n g d os e es c al ati o n b et w e e n c o h orts i n P arts A , A 2, A 3, a n d B 1 will b e m a d e b y 
t h e D E M c o nsisti n g of S p o ns or, r e pr es e nt ati v es fr o m t h e st u d y sit e s, a n d m e di c al r e pr es e nt ati v es 
fr o m t h e C R Os (if a p pr o pri at e) aft er a r e vi e w of s af et y inf or m a ti o n. A E s o c c urri n g u p t o a n d 
i n cl u di n g t h e e n d of C y cl e 1 will b e r e vi e w e d a s s o o n as t h e y ar e a v ail a bl e f or a gi v e n c o h ort. 
D L T s t h at m a y  ha v e o c c urr e d t hr o u g h t h e e n d of C y cl e 1 of t h e c urr e nt c o h ort, as w ell as D L Ts 
t h at h a v e o c c urr e d i n pri or c o h orts i n l at er c ycl es, will b e i d e ntifi e d.

T h e M 4 3 4 4 M T D will pri m aril y b e d et er mi n e d b y D L Ts t h at o c c ur u p t o a n d i n cl u di n g t h e e n d of 
t h e D L T p eri o d . T h e M 4 3 4 4 M T D is d efi n e d usi n g t h e N CI -C T C A E ( P arts A a n d B 1: V ersi o n 4. 0 ; 
P art s A 2 a n d A 3 : V ersi o n 5. 0 ). If ≥ 2 o ut of u p t o 6 p arti ci p a nt s at t h e s a m e d os e l e v el h a v e a D L T, 
as d efi n e d i n S e cti o n 5. 2. 6,  t h e M 4 3 4 4 M T D will b e d et er mi n e d as t h e d os e l e v el b el o w or a n 
i nt er m e di at e d os e. T h e e x a ct d os e will b e d et er mi n e d f oll owi n g dis c ussi o n b et w e e n t h e S p o ns or 
a n d t h e I n v esti g at ors of all t h e r el e v a nt t o xi cit y, i n cl u di n g D L Ts t h at o c c ur i n pri or c o h orts b e y o n d 
t h e e n d of t h e D L T p eri o d.

A R P 2 D s h o ul d b e d et er mi n e d f or e a c h a p pli c a bl e p art of t h e st u d y in a gr e e m e nt b et w e e n S p o ns or 
a n d I n v esti g at ors. It m a y  n ot b e hi g h er t h a n t h e M T D.

5. 2. 1 1 F oll o w -u p

P arti ci p a nt s i n P arts A, A 2, A 3 , a n d B 1 , r e g ar dl ess of r e as o n f or dis c o nti n u ati o n, will h a v e a S af et y 
F oll o w - u p Visit 1 4 d a y s ( ± 7 d a y s) f oll o wi n g t h e l ast d os e of st u d y dr u g, d uri n g w hi c h t h e 
pr o c e d ur es list e d i n T a bl e 3, T a bl e 4 , T a bl e 5 , a n d T a bl e 6 will b e c o m pl et e d. P arti ci p a nts i n 
P arts C will h a v e a S af et y F oll o w - u p Visit 3 0 d a y s ( ± 7 d a y s) f oll o wi n g t h e l ast d os e of st u d y dr u g, 
pr o c e d ur es list e d i n  T a bl e 7, T a bl e 8 , T a bl e 9 , a n d T a bl e 1 0 will b e c o m pl et e d .

P arti ci p a nt s i n P arts B 1 a n d C wit h o ut pr o gr essi v e dis e as e o n a pri or i m a gi n g s c a n s h o ul d att e n d 
R a di ol o gi c F oll o w - u p Vi sit s u ntil dis e as e pr o gr essi o n is o bs er v e d, n e w a nti c a n c er tr e at m e nt i s 
st art e d, d e at h, or t h e e n d of t h e st u d y, w hi c h e v er c o m es first. F or t h e first 6 m o nt hs aft er t h e st art 
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of st u d y tr e at m e nt, R a di ol o gi c F oll o w - u p Visits s h o ul d o c c ur e v er y  6 we e ks, s u bs e q u e ntl y th e y 
s h o ul d o c c ur e v er y  9 we e ks . Duri n g t h es e visits, t h e pr o c e d ur es list e d i n T a bl e 5 , T a bl e 6, T a bl e 7 , 
a n d  T a bl e 9 will b e c o m pl et e d.

P arti ci p a nt s i n P arts A , A 2, A 3, a n d B 1 w h o d o n ot h a v e d o c u m e nt e d dis e as e pr o gr essi o n u p o n 
c o m pl eti n g t h e S af et y F oll o w -u p Vi sit s h o ul d b e f oll o w e d f or o v er all s ur vi v al, if p o s si bl e, f or u p 
t o 1 y e ar aft er t h e F oll o w -u p Visit , or u ntil st u d y cl os ur e, w hi c h e v er c o m es first.

P arti ci p a nts i n P arts C s h o ul d b e f oll o w e d f or o v er all s ur vi v al, if p ossi bl e, u ntil st u d y  cl os ur e.

D at a m a y  be o bt ai n e d eit h er p er r o uti n e sit e p arti ci p a nt f oll o w- u p (if t h e sit e c o nti n u es t o f oll o w 
t h e p arti ci p a nt ) or vi a t el e p h o n e, el e ctr o ni c, or m ail c o m m u ni c ati o n. T h e f oll o wi n g i nf or m ati o n 
s h o ul d b e o bt ai n e d, if p ossi bl e, o n a 3 -m o nt hl y  b asis: 

 If t h e p arti ci p a nt is d e c e as e d, a n d if s o, d at e of d e at h a n d w h et h er d e at h is r el at e d t o 
pri m ar y  m ali g n a n c y

 If t h e p arti ci p a nt is ali v e, if t h e dis e as e pr o gr ess e d, a n d if s o, w h at is t h e d at e of 
pr o gr essi o n

 If t h e p arti ci p a nt st art e d o n a s u bs e q u e nt li n e of t h er a p y for t h e pri m ar y  mali g n a n c y , 
a n d if s o, d at e of st arti n g n e w t h er a p y

 If t h e p arti ci p a nt is d e c e as e d, h as pr o gr essi v e dis e as e, or h as st art e d o n n e w t h er a p y 
t h e n f urt h er f oll o w-u p i nf or m ati o n d o es n ot n e e d t o b e c oll e ct e d.

L ost -t o-F oll o w -U p 

A p arti ci p a nt will b e c o nsi d er e d l ost t o f oll o w- u p if h e or s h e r e p e at e dl y fails 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 r et ur n t o t h e cli ni c f or a r e q uir e d st u dy 
visit:

 T h e sit e m ust 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 a i n if t h e p arti ci p a nt w a nts t o 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: 1) w h er e p ossi bl e, m a k e 3 
t el e p h o n e c alls; 2) if n e c ess ar y , s e n d a c ertifi e d l ett er ( or a n e q ui v al e nt l o c al m et h o d) 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, a n d 3) if a p arti ci p a nt h as gi v e n t h e 
a p pr o pri at e c o ns e nt, c o nt a ct t h e p arti ci p a nt’s g e n er al pr a ctiti o n er f or i nf or m ati o n. T h es e 
c o nt a ct at t 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, h e/s h e 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.
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5. 3 S el e cti o n of St u d y P o p ul ati o n

O nl y p ers o ns m e eti n g all i n cl usi o n crit eri a a n d n o n e of t h e e x cl usi o n crit eri a m a y  b e e nr oll e d i nt o 
t h e st u d y a s p arti ci p a nt s. Pri or t o p erf or mi n g a n y st u d y ass ess m e nts n ot p art of t h e p arti ci p a nt ’ s 
r o uti n e m e di c al c ar e, t h e I n v esti g at or will e ns ur e t h at t h e p arti ci p a nt or t h e p arti ci p a nt ’s l e g al 
r e pres e nt ati v e h as pr o vi d e d writt e n i nf or m e d c o ns e nt f oll o wi n g t h e pr o c e d ur e d es cri b e d i n 
S e cti o n 9. 2 .

5. 3. 1 I n cl usi o n C rit e ri a

1. M e n a n d w o m e n ≥ 1 8 y e ars of a g e

2. Dis e as e st at us:

 P art s A, A 2 , a n d A 3 : P arti ci p a nt s wit h 1 hist ol o gi c all y  or c y t ol o gi c all y co nfir m e d m ali g n a nt 
a d v a n c e d s oli d t u m ors f or w hi c h n o st a n d ar d t h er a p y is a v ail a bl e w hi c h m a y  c o n v e y cli ni c al 
b e n efit

 P art B 1 : P arti ci p a nt s wit h 1 hist ol o gi c all y  or c y t ol o gi c ally c o nfir m e d m ali g n a nt a d v a n c e d 
s oli d t um ors f or w hi c h n o st a n d ar d t h er a py is a v ail a bl e w hi c h m a y  co n v e y cli ni c al b e n efit, 
a n d/ or p arti ci p a nt s m u st h a v e pr o gr e s s e d aft er at l e a st 1 pri or c h e m ot h er a p y  re gi m e n i n t h e 
m et ast ati c s etti n g, a n d f or w hi c h c ar b o pl ati n w o ul d b e c o nsi d er e d st a n d ar d of c ar e

 P arts C : P arti ci p a nt s wit h 1 hist ol o gi c all y  or c y t ol o gi c ally c o nfir m e d m ali g n a nt a d v a n c e d 
s oli d t u m ors f or w hi c h n o r e c o m m e n d e d st a n d ar d t h er a p y is a v ail a bl e (i. e. p arti ci p a nts w h o 
h a v e e x h a ust e d all st a n d ar d of c ar e o pti o ns a c c or di n g t o N C C N G ui d a n c e) w hi c h m a y 
c o n v e y  cli ni c al b e n efit, a n d w h os e t u m or h as at l e ast 1 of t h e f oll o wi n g bi o m ar k ers a s 
d et er mi n e d b y  a c e ntr al tri al a s s a y  or b y  an ass a y  wit h a p pr o pri at e r e g ul at or y st at u s (s e e 
S e cti o n  7. 7. 5 f or f urt h er d et ails):

o C 1 or C 4: l oss- of-f u n cti o n m ut ati o ns i n t h e g e n e A RID 1 A

o C 2 or C 5: l oss- of-f u n cti o n m ut ati o ns i n t h e g e n es A T R X a n d/ or D A X X

o C 3 or C 6: l oss- of-f u n cti o n m ut ati o n i n t h e g e n e A T M

T his m a n d at or y  bi o m ar k er ass ess m e nt m ust b e c o n d u ct e d d uri n g S cr e e ni n g o n a fr es h t u m or 
bi o p s y  (or a bi o p s y  obt ai n e d aft er t h e e n d of t h e pr e vi o us tr e at m e nt r e gi m e n). If t his is n ot 
p ossi bl e f or m e di c al r e as o n(s), a v ail a bl e ar c hi v al t u m or m at eri al c a n b e us e d ( hist ori c al d at a 
s h o ul d n ot b e us e d t o c o nfir m bi o m ar k er st at us) .

3. M e as ur a bl e dis e as e eit h er a c c or di n g t o R E CI S T crit eri a (V ersi o n 1. 1 ) 

4. W H O p erf or m a n c e st at us of 0 or 1

5. Lif e e x p e ct a n c y  of ≥ 1 2 w e e ks

6. H e m at ol o gi c al a n d bi o c h e mi c al i n di c es wit hi n t h e r a n g es s h o w n b el o w at S cr e e ni n g. T h es e 
v al u es m ust b e c o nf ir m e d at t h e first d a y of d osi n g, b ef or e st u d y dr u g a d mi nistr ati o n:
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 H e m o gl o bi n: ≥ 9. 0 g/ d L f or P arts A a n d B; ≥ 8. 0 g/ d L a n d n o bl o o d tr a nsf usi o ns i n t h e 
pr e c e di n g 2 8 d a y s f or P art s C

 A bs ol ut e n e utr o p hil c o u nt: ≥ 2. 0 x 1 0 9 / L

 Pl at el et c o u nt: ≥ 1 2 5 x 1 0 9 / L

 S er u m bilir u bi n: ≤ 1. 5 x u p p er li mit of n or m al ( U L N), e x c e pt i n t h e c as e of k n o w n or 
s us p e ct e d Gil b ert’s s y n dr o m e

 A L T, A S T, a n d al k ali n e p h os p h at as e (li v er ori gi n): ≤ 2. 5 x U L N or ≤ 5 x U L N i n pr es e n c e 
of li v er m et ast as es

 S er u m al b u mi n: ≥ 2. 5 g/ d L

 Esti m at e d gl o m er ul ar filtr ati o n r at e: ≥ 5 0 m L / mi n f or P arts A a n d B; ≥ 4 0 m L / mi n f or 
P art s C

 Pr ot hr o m bi n ti m e: < 1. 2 5 x U L N

 I n ad diti o n, t h er e s h o ul d n ot b e ot h er cli ni c all y  si gnifi c a nt m et a b oli c or h e m at ol o gi c 
a b n or m aliti es t h at ar e u n c orr e ct a bl e or t h at r e q uir e o n g oi n g, r e c urr e nt p h ar m a c ol o gi c 
m a n a g e m e nt.

7. Si g n a n d d at e a n i nf or m e d c o ns e nt d o c u m e nt

8. Willi n g a n d a bl e t o c o m pl y  wit h s c h e d ul e d visits, tr e at m e nt pl a n, lif est yl e, l a b or at or y tests, 
c o ntr a c e pti v e g ui d eli n es, a n d ot h er st u d y pr o c e d ur es .

5. 3. 2 E x cl usi o n C ri t e ri a

1. R a di ot h er a p y, u nl ess bri ef c o urs e f or p alli ati v e t h er a p y, e n d o cri n e t h er a p y, t ar g et-s p e cifi c 
t h er a py, i m m u n ot h er a p y, or c h e m ot h er a p y d uri n g t h e 4 w e e ks ( 6 w e e ks f or nitr os o ur e as a n d 
Mit o m y ci n -C, a n d 4 w e e ks f or i n v esti g ati o n al m e di ci n al pr o d u cts) or 4 dr u g h alf -li v es b ef or e 
first d os e of st u d y dr u g, w hi c h e v er is gr e at er

2. P art B 1 : M or e t h a n 6 c y cl es of pri or t h er a py wit h c ar b o pl ati n, u nl ess dis c uss e d wit h a n d 
a p pr o v e d b y t h e M e di c al M o nit or.

3. O n g oi n g t o xi c m a nif est ati o ns of pr e vi o us tr e at m e nts. E x c e pti o n s t o t his ar e al o p e ci a or c ert ai n 
Gr a d e 1 t o xi citi es, w hi c h i n t h e o pi ni o n of t h e I nv esti g at or s h o ul d n ot e x cl u d e t h e p arti ci p a nt

 P art B 1: A n y k n o w n hist or y  of Gr a d e 4 t hr o m b o c yt o p e ni a wit h a n y pri or c h e m ot h er a p y 
r e gi m e n ( n ot a p pli c a bl e f or P arts C)

4. B r ai n m et ast as es u nl ess a s y m pt o m ati c, tr e at e d, st a bl e, a n d n ot r e q uiri n g st er oi ds f or at l e ast 
4 w e e ks b ef or e first d os e of st u d y  dr u g

5. F e m al e p arti ci p a nt s w h o ar e alr e a d y pr e g n a nt or l a ct ati n g, or pl a n t o b e c o m e pr e g n a nt wit hi n 
6 m o nt hs of t h e l ast d os e of st u d y dr u g ar e e x cl u d e d. F e m al e p arti ci p a nt s of c hil d b e ari n g 
p ot e nti al m ust a d h er e t o c o ntr a c e pti o n g ui d eli n es as o utli n e d i n S e cti o n 7. 5. 2 . F e m al e 
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p arti ci p a nt s will b e c o nsi d er e d t o b e of n o n c hil d b e ari n g p ot e nti al if t h e y h a v e u n d er g o n e 
s ur gi c al h y st er e ct o m y or bil at er al o o p h or e ct o m y or h a v e b e e n a m e n orr h ei c f or o v er 2 y e ars 
wit h a S cr e e ni n g s er u m f olli cl e-sti m ul ati n g h or m o n e ( F S H) l e v el wit hi n t h e l a b or at or y’ s 
r ef er e n c e r a n g e f or p ost m e n o p a us al f e m al es

6. M al e p arti ci p a nt s wit h p art n ers of c hil d b e ari n g p ot e nti al m ust a gr e e t o a d h er e t o c o ntr a c e pti o n 
g ui d eli n es i n S e cti o n 7. 5. 2. 2 . M e n wit h pr e g n a nt or l a ct ati n g p art n ers or p art n ers w h o pl a n t o 
b e c o m e pr e g n a nt d uri n g t h e st u d y or wit hi n 6 m o nt hs of t h e l ast d o s e of st u d y dr u g ar e 
e x cl u d e d

7. M aj or s ur g er y ≤ 4 w e e k s b ef or e fir st d o s e of st u d y  dru g or i n c o m pl et e r e c o v er y  fr o m a pri or 
m aj or s ur gi c al pr o c e d ur e

8. C ar di a c c o n diti o ns as f oll o ws:

 Cli ni c all y  si g nifi c a nt c ar di o v as c ul ar e v e nt wit hi n 6 m o nt hs b ef or e st u d y e ntr y:

o c o n g esti v e h e art f ail ur e r e q uiri n g t h er a p y

o u nst a bl e a n gi n a p e ct oris

o m y o c ar di al i nf ar cti o n

o Cl ass II/III/I V c ar di a c dis e as e ( N e w Y or k H e art Ass o ci ati o n)

o pr es e n c e of s e v er e v al v ul ar h e art dis e as e

o pr es e n c e of a v e ntri c ul ar arr h y t h mi a r e q uiri n g tr e at m e nt

 Hist or y  of arr h y t h mi a t h at is s ym pt o m ati c or r e q uir es tr e at m e nt ( C T C A E Gr a d e 2), 
s ym pt o m ati c or u n c o ntr oll e d atri al fi brill ati o n d es pit e tr e at m e nt, or as y m pt o m ati c s ust ai n e d 
v e ntri c ul ar t a c h yc ar di a. P arti ci p a nt s wit h atri al fi brill ati o n c o ntr oll e d b y m e di c ati o n ar e 
p er mitt e d

 U n c o ntr oll e d h y p ert e nsi o n ( bl o o d pr ess ur e ≥ 1 6 0/ 1 0 0 d es pit e o pti m al t h er a p y )

 S e c o n d or t hir d d e gr e e h e art bl o c k wit h or wit h o ut s y m pt o m s

 Q T c > 4 7 0 ms e c ( by eit h er Fri d eri ci a’s or B a z ett’s c orr e cti o n) n ot d u e t o el e ctr ol y t e 
a b n or m alit y  a n d t h at d o es n ot r es ol v e wit h c orr e cti o n of el e ctr olyt es

 Hist or y  of c o n g e nit al l o n g Q T sy n dr o m e

 Hist or y of t ors a d es d e p oi nt es ( or a n y  c o n c urr e nt m e di c ati o n wit h a k n o w n ris k of i n d u ci n g 
t ors a d es d e p oi nt es)

 Cli ni c all y -si g nifi c a nt a b n or m alit y , i n cl u di n g ej e cti o n fr a cti o n b el o w n or m al i nstit uti o n al 
li mits, pr es e nt o n tr a nst h or a ci c e c h o c ar di o gr a m p erf or m e d at S cr e e ni n g, f or P arts A a n d B

9. Pri or b o n e m arr o w tr a ns pl a nt or e xt e nsi v e r a di ot h er a p y t o gr e at er t h a n 1 5 % of b o n e m arr o w

1 0. P arti ci p ati o n, or pl a n of p arti ci p ati o n, i n a n ot h er i nt er v e nti o n al cli ni c al st u d y whil e t a ki n g p art 
i n t his P h as e I st u d y of M 4 3 4 4 . P arti ci p ati o n i n a n o bs er v ati o n al st u d y w o ul d b e a c c e pt a bl e
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1 1. A n y  ot h er c o n diti o n w hi c h i n t h e I nv esti g at or ’s o pi ni o n w o ul d n ot m a k e t h e p arti ci p a nt a g o o d 
c a n di d at e f or t h e cli ni c al st u d y , i n cl u di n g:

 Hist or y  of HI V-1, HI V - 2, or u nr es ol v e d H e p atitis B or u nr es ol v e d He p atitis C i nf e cti o n

 Hi g h m e di c al ris k b e c a us e of n o n m ali g n a nt s yst e mi c dis e as e i n cl u di n g a cti v e u n c o ntr oll e d 
i nf e cti o n

 P a rti ci p a nts w h o h a v e b e e n di a g n os e d wit h Li -Fr a u m e ni S y n dr o m e or wit h at a xi a 
t el a n gi e ct asi a

1 2. C urr e nt m ali g n a n ci es of ot h er t yp es, wit h t h e e x c e pti o n of a d e q u at el y tr e at e d c o n e -bi o psi e d 
i n sit u c ar ci n o m a of t h e c er vi x ut eri a n d b as al or s q u a m o us c ell c ar ci n o m a of t h e s ki n; pri or 
c a n c er t h at h as b e e n i n r e missi o n f or at l e ast 3 y e ars w o ul d n ot b e e x cl u d e d

1 3. C urr e nt t h er a p y:

 P arti ci p a nt s r e c ei vi n g tr e at m e nt wit h m e di c ati o ns t h at ar e k n o w n t o b e str o n g i n hi bit ors or 
i n d u c ers of c yt o c hr o m e P 4 5 0 ( C Y P) 3 A 4 t h at c a n n ot b e dis c o nti n u e d at l e ast 1 w e e k b ef or e 
first d os e of st u d y dr u g a n d f or t h e d ur ati o n of t h e st u d y. E x a m pl es of str o n g C Y P 3 A 4 
i n hi bit ors or i n d u c ers ar e pr o vi d e d i n T a bl e 1 3

 P arti ci p a nt s r e c ei vi n g tr e at m e nt wit h pr ot o n -p u m p i n hi bit ors t h at c a n n ot b e dis c o nti n u e d at 
l e ast 1 w e e k b ef or e first d os e of st u d y dr u g a n d f or t h e d ur ati o n of t h e st u d y. E x a m pl es of 
pr ot o n -p u m p i n hi bit ors ar e pr o vi d e d i n  T a bl e 1 3

 F or P art B 1: p arti ci p a nt s r e c ei vi n g tr e at m e nt wit h ot ot o xi c or n e p hr ot o xi c m e di c ati o ns t h at 
c a n n ot b e dis c o nt i n u e d at l e ast 7 d a y s b ef or e first d os e of st u d y dr u g a n d f or t h e d ur ati o n of 
t h e st u d y. S h ort -t er m us e o n st u d y will n ot c a us e a p arti ci p a nt t o b e i n eli gi bl e. If a s h ort 
c o urs e of t h er a p y wit h n e p hr ot o xi c or ot ot o xi c m e di c ati o n is a nti ci p at e d a n d r e q uir e d, 
c ar b o pl ati n or cis pl ati n s h o ul d b e dis c o nti n u e d u ntil 7 d a y s aft er t his c o urs e is c o m pl et e d

 P arti ci p a nts r e c ei vi n g pri or tr e at m e nt wit h a n y A T R in hi bit or

1 4. P arti ci p a nt s w h o c a n n ot c o m pl y  wit h r estri cti o ns f or m e di c ati o ns or f o o d as s p e cifi e d i n 
T a bl e 1 3.

5. 4 C rit e ri a f o r I niti ati o n of St u d y T r e at m e nt

Eli gi bilit y  f or p arti ci p ati o n i n t his st u d y will b e c h e c k e d at S cr e e ni n g f or P arts A, A 2, A 3 , a n d B 1 
(s e e T a bl e 1) a n d P arts C (s e e T a bl e 2) .

5. 5 C rit e ri a f o r P a rti ci p a nt Wit h d r a w al

5. 5. 1 Wit h d r a w al f r o m St u d y T h e r a p y 

A p arti ci p a nt m ust b e wit h dr a w n fr o m M 4 3 4 4 if a n y of t h e f oll o wi n g o c c ur:

 P arti ci p a nt wit h dr e w c o ns e nt

 P arti ci p a nt l ost t o f oll o w u p

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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 P arti ci p ati o n i n a n ot h er cli ni c al st u d y or st art of n e w a nti -c a n c er tr e at m e nt

 N o n c o m pli a n c e of st u d y dr u g d osi n g or st u d y pr o c e d ur e

 A n y  e v e nts t h at u n a c c e pt a bl y e n d a n g er t h e s af ety of t h e p arti ci p a nt .

If p arti ci p a nts dr o p o ut f or a n y r e as o n ot h er t h a n dis e as e pr o gr essi o n, e v ery eff ort s h o ul d b e m a d e 
t o c o nti n u e t o f oll o w t h e p arti cip a nt i n t h e tri al f or t u m or ass ess m e nt.

5. 5. 2 Wit h d r a w al f r o m t h e St u d y

P arti ci p a nt s m a y wit h dr a w fr o m t h e st u d y at a n y ti m e wit h o ut gi vi n g a r e as o n, or at t h e dis cr eti o n 
of t h e I n v esti g at or f or a d mi nistr ati v e r e as o ns. Wit h dr a w al of c o ns e nt will b e c o nsi d er e d 
wit h dr a w al fr o m t h e st u d y. P arti ci p a nt s w h o pr e m at ur el y  dis c o nti n u e st u d y dr u g d osi n g wi ll b e 
as k e d t o r et ur n t o t h e cli ni c a l sit e f or S af ety F oll o w -u p Vis it 1 4 d a y s ( ± 7 d a ys) aft er t h eir l ast d os e 
of st u d y dr u g ( 30 d a y s [ ± 7 d a y s] f or P arts C) . S af et y Foll o w - u p Visit ass ess m e nts ar e pr es e nt e d 
i n T a bl e 3 , T a bl e 4 , T a bl e 5 , T a bl e 6, T a bl e 7 , a n d T a bl e 9.

If a p arti ci p a nt d o es n ot r et ur n f or a s c h e d ul e d visit, r e as o n a bl e eff ort will b e m a d e t o c o nt a ct t h e 
p arti ci p a nt . I n a n y cir c u mst a n c e, r e as o n a bl e eff ort will b e m a d e t o d o c u m e nt p arti ci p a nt o ut c o m e. 
T h e I n v esti g at or will i n q uir e a b o ut t h e r e as o n f or wit h dr a w al, r e q u est t h at t h e p arti ci p a nt r et ur n 
f or a S af et y F oll o w-u p Visit (s e e S e cti o n 5. 2. 1 1) , if a p pli c a bl e, a n d f oll o w u p wit h t h e p arti ci p a nt
r e g ar di n g a ny u nr es ol v e d A Es.

It m a y  b e ap pr o pri at e f or t h e p arti ci p a nt t o r et ur n t o t h e cli ni c f or fi n al s af et y ass ess m e nts a n d t o 
b e q u esti o n e d r e g ar di n g t h eir r e as o n f or wit h dr a w al. Ass ess m e nts m a y  i n cl u d e:

 P h y si c al e x a mi n ati o n

 Bl o o d pr ess ur e a n d p uls e r at e m e as ur e m e nts

 E C G

 Bl o o d a n d uri n e s p e ci m e n’s c oll e cti o n (f or s af et y l a b or at or y t ests a n d pr e g n a n c y  test, if 
a p pli c a bl e)

 Bl o o d s a m pl e f or P K a n al y sis.

If t h e p arti ci p a nt wit h dr a ws c o ns e nt, 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.

P arti ci p a nt s m a y  be dis c o nti n u e d fr o m st u d y dr u g f or t oxi cit y  or l a c k of effi c a c y , as s p e cifi e d i n 
S e cti o n 6. 4.

F or p arti ci p a nts i n P arts C w h o h a v e n ot pr o gr ess e d, s e e S e cti o n  5. 2. 1 1 f or m or e d et ails.

D o c u m e nt N o. 

O bj e ct N o. 
C CIC CI
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5. 5. 3 R e pl a c e m e nt of P a rti ci p a nt s

I n P arts A , A 2, A 3, or B 1, p arti ci p a nt s w h o wit h dr a w or ar e wit h dr a w n fr o m tr e at m e nt f or r e as o ns 
ot h er t h a n D L T b ef or e t h e ass ess m e nt o n D a y 1 of C y cl e 2, a n d w h o h a v e n ot h a d t h e mi ni m u m 
e x p os ur e t o st u d y dr u gs d es cri b e d i n S e cti o n 5. 2. 7 , will b e r e pl a c e d t o m ai nt ai n t h e d os e es c al ati o n 
s c h e m e. P arti ci p a nt s i n P arts A , A 2, A 3, a n d B 1 b e y o n d t h e ass ess m e nt o n D a y 1 of C y cl e 2, a n d 
all p arti ci p a nt s i n P art s C, w h o wit h dr a w or ar e wit h dr a w n f or n o n- s af et y re as o ns m a y  be r e pl a c e d 
at t h e S p o ns or’s dis cr eti o n.

5. 6 P r e m at u r e T e r mi n ati o n of t h e St u d y

T h e cli ni c al st u d y m a y  be t er mi n at e d pr e m at ur el y or s us p e n d e d at t h e r e q u est of H e alt h A ut h oriti es 
or i f n e w s af et y o r effi c a c y  i nf or m ati o n l e a ds t o a n u nf a v or a bl e ris k b e n efit j u d g m e nt f or a n y st u d y 
dr u g . T h e S p o ns or m a y  dis c o nti n u e t h e st u d y if it b e c o m es u nj ustifi a bl e f or m e di c al or et hi c al 
r e as o ns, f or p o or e nr oll m e nt , or b e c a us e of d is c o nti n u ati o n of cli ni c al d e v el o p m e nt of a st u d y dr ug
or w it h dr a w al of a st u d y dr u g or c o m p ar at or fr o m t h e m ar k et f or s af ety r e as o ns.

H e alt h A ut h oriti es a n d I nd e p e n d e nt Et hi cs C o m mitt e es (I E Cs)/I nstit uti o n al R e vi e w B o ar ds (I R Bs)
will b e i nf or m e d a b o ut t h e dis c o nti n u ati o n of t h e st u d y i n a c c or d a n c e wit h a p pli c a bl e r e g ul ati o ns.

5. 7 D efi niti o n of E n d of St u d y

T h e st u d y  will e n d w h e n:

 All p arti ci p a nts i n P arts A, A 2 , a n d A 3 h a v e c o m pl et e d t h e S af et y F oll o w - u p Visit 1 4 
d a y s ( ± 7 d a ys) aft er t h e l ast d os e of t h e st u d y dr u g, A N D

 All p arti ci p a nts i n P art s B 1 a n d C h a v e c o m pl et e d tr e at m e nt a n d b e e n f oll o w e d u p f or 
a mi ni m u m of 1 y e ar fr o m t h e st art of st u d y  tr e at m e nt.

At t h e e n d of t h e c urr e nt st u d y, p arti ci p a nt s w h o c o nti n u e t o b e n efit fr o m tr e at m e nt wit h M 4 3 4 4 
aft er m or e t h a n 1 2 m o nt hs of tr e at m e nt m a y  be s wit c h e d t o a n ot h er st u d y pr ot o c ol , if a v ail a bl e, 
w hi c h s er v es t o m o nit or t h e l o n g -t er m s af ety of tr e at m e nt wit h M 4 3 4 4 a n d w h er e t h e p arti ci p a nts 
c a n c o nti n u e o n t h e s a m e s c h e d ul e a n d d os e of M 4 3 4 4 as i n t h e c urr e nt st u d y .

6 I n v esti g ati o n al M e di ci n al P r o d u ct a n d Ot h e r D r u gs Us e d i n 
t h e St u d y

T h e t er m “I n v esti g ati o n al M e di ci n al Pr o d u ct ” r ef ers t o a n a cti v e s u bst a n c e or a pl a c e b o b ei n g 
t est e d or us e d as a r ef er e n c e t h er a p y i n a cli ni c al st u d y, i n cl u di n g pr o d u ct s t h at h a v e a m ar k eti n g 
a ut h ori z ati o n b ut ar e f or m ul at e d , p a c k a g e d , or a d mi nist er e d diff er e ntl y  fr o m t h e a ut h ori z e d f or m, 
us e d f or a n u n a ut h ori z e d i n di c ati o n, or us e d t o g ai n f urt h er i nf or m ati o n a b o ut t h e a ut h ori z e d f or m.

6. 1 D es c ri pti o n of t h e I n v esti g ati o n al M e di ci n al P r o d u ct

M 4 3 4 4 will b e s u p pli e d as 5 0 m g  ta bl ets i n , e a c h 
c o nt ai ni n g 2 0 t a bl ets. 

D o c u m e nt N o. 

O bj e ct N o. C CIC CIC CI
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T h e S p o ns or will n ot s u p pl y car b o pl ati n f or t his st u d y. Sit es will us e c ar b o pl ati n as s u p pli e d b y  
t h eir p h ar m a c y.

6. 2 D os a g e a n d A d mi nist r ati o n

6. 2. 1 A d mi nist r ati o n

M 4 3 4 4 , 5 0 m g t a bl ets, will b e a d mi nist er e d or all y wit h 2 4 0 m L  (8 fl ui d o u n c es) of a m bi e nt 
t e m p er at ur e w at er. C ar b o pl ati n will b e a d mi nist er e d vi a i ntr a v e n o us i nf usi o n. 

M 4 3 4 4 will b e a d mi nist er e d u n d er f asti n g c o n diti o ns t hr o u g h o ut t h e st u d y; all p arti ci p a nt s will 
a bst ai n fr o m all f o o d f or at l e ast 3 h o urs b ef or e or al a d mi nistr ati o n of M 4 3 4 4 a n d f or 1 h o ur aft er 
a d mi nistr ati o n of M 4 3 4 4. W at er c a n b e c o ns u m e d as d esir e d.

Ti m e a n d d at e of a d mi ni str ati o n of t h e l a st d o s e pri or t o e a c h P K s a m pl e i s t o b e r e c or d e d o n t h e 
el e ctr o ni c c as e r e p ort f or m ( e C R F ).

All p arti ci p a nt s will f oll o w t h e di et ar y  an d m e al r estri cti o ns o utli n e d i n S e cti o n 6. 6. 3. 1 . 
P arti ci p a nt s will s w all o w t h e st u d y dr u g w h ol e a n d will n ot c h e w t h e dr u g b ef or e s w all o wi n g. 
P arti ci p a nt s will b e i nstr u ct e d n ot t o li e d o w n (sitti n g i n a n u pri g ht or r e cli ni n g p ositi o n is 
a c c e pt a bl e) f or 2 h o urs aft er t a ki n g t h e st u d y dr u g, e x c e pt w h e n r e q uir e d f or st u d y pr o c e d ur es. 
W h e n M 4 3 4 4 i s a d mi ni st er e d t wi c e d ail y , t h e s e c o n d d ail y dos e s h o ul d b e a d mi nist er e d wit hi n 8 
t o 1 6 h o urs aft er t h e first d os e.

A nti- e m eti cs a n d ot h er s u p p orti v e t h er a pi es will b e a d mi nist er e d or dis p e ns e d t o p arti ci p a nt s f or 
us e i n c o m bi n ati o n wit h c ar b o pl ati n a c c or di n g t o i n di vi d u al sit e st a n d ar d of c ar e. A nti- e m eti cs, 
a nti -di arr h e als, a n d h e m at o p o ieti c gr o wt h f a ct ors will n ot b e a d mi nist er e d pr o p h yl a cti c all y d uri n g 
P art A d uri n g C y cl e 1. A nti- e m eti cs, a nti -di arr h e als, a n d gr o wt h f a ct ors c a n b e us e d p er 
i nstit uti o n al g ui d eli n es f or m a n a g e m e nt of s ym pt o m s.

6. 2. 2 C rit e ri a f o r S t u d y D r u g A d mi nist r ati o n

W h e n cli ni c al c h e mistr y a n d/ or h e m at ol o g y  la b or at or y  testi n g is r e q uir e d b ef or e a d mi nistr ati o n of 
c h e m ot h er a p y or M 4 3 4 4 as pr es e nt e d i n t h e S c h e d ul e of Ass ess m e nts (T a bl e 3, T a bl e 4 , T a bl e 5 ,
T a bl e 6 , T a bl e 7,  a n d T a bl e 9 ), t h e l a b or at or y crit eri a s p e cifi e d i n T a bl e 1 2 m ust b e m et b ef or e 
d osi n g. T o f a cilit at e ti m el y a d mi nistr ati o n of st u d y dr u g, t his  l a b or at or y t esti n g m a y b e p erf or m e d 
u p t o 3 d a y s b ef or e d o si n g.

Aft er C y cl e 1, D a y 1, if a p arti ci p a nt d o e s n ot m e et 1 or m or e crit eri a, d o si n g m a y  b e p a u s e d a n d 
r es u m e d o n c e t h e l a b or at or y ab n or m alit y (i es) h as r es ol v e d wit h or wit h o ut m e di c al i nt er v e nti o n, 
at t h e dis cr eti o n of t h e I nv esti g at or a n d M e di c al M o nit o r.

D o c u m e nt N o. 

O bj e ct N o. 
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T a bl e 1 2 L a b o r at o r y V al u es R e q ui r e d f o r A d mi nist r ati o n of C h e m ot h e r a p y o r 
M 4 3 4 4

L a b o r at o r y  P ar a m et er C y cl e 1 D a y 1 D a y 1 of S u b s e q u e nt 
C y cl e s

Ot h er D a y s M 4 3 4 4 i s 
A d mi ni st er e d a

H e m o gl o bi n ≥ 9. 0 g/ d L (P art s A a n d B)
≥ 8 . 0 g/ d L ( P arts C)

≥ 7. 0 g/ d L
(if a s y m pt o m ati c)

≥ 7. 0 g/ d L
(if a s y m pt o m ati c)

A b s ol ut e n e utr o p hil v al u e ≥ 2. 0 x 1 0 9 / L ≥ 1. 5 x 1 0 9 / L ≥ 1. 5 x 1 0 9 / L

Pl at el et c o u nt ≥ 1 2 5 x 1 0 9 / L ≥ 1 0 0 x 1 0 9 / L ≥ 1 0 0 x 1 0 9 / L

A S T, A L T, a n d A L P (li v er 
ori gi n)

≤ 2. 5 x U L N or ≤ 5 x U L N 
i n pr e s e n c e of li v er 
m et a st a s e s

≤ 2. 5 x b a s eli n e v al u e 
or ≤ 5 x b a s eli n e v al u e 
i n pr e s e n c e of li v er 
m e t a st a s e s

≤ 2. 5 x b a s eli n e v al u e 
or ≤ 5 x b a s eli n e v al u e 
i n pr e s e n c e of li v er 
m e t a st a s e s

E sti m at e d gl o m er ul ar 
filtr ati o n r at e

≥ 5 0 m L/ mi n ( P art s A a n d 
B)
≥ 4 0 m L/ mi n ( P art s C)

D o e s n ot m e et D L T 
crit eri a

D o e s n ot m e et D L T 
crit eri a

T ot al bilir u bi n ( s er u m) b ≤ 1. 5 x U L N ≤ 1 5 m g/ d L ≤ 1 5 m g/ d L

S er u m al b u mi n ≥ 2. 5 g/ d L ≥ 2. 5 g/ d L ≥ 2. 5 g/ d L

A L P = Al k ali n e p h o s p h at a s e, A L T = Al a ni n e a mi n otr a n sf er a s e, A S T = a s p art at e a mi n otr a n sf er a s e; 
D L T = D o s e -li miti n g t o xi cit y, U L N = U p p er li mit of n or m al

a B a s e d o n m o st c urr e nt l a b or at or y v al u e s a v ail a bl e. L a b or at or y t e sti n g will b e c o n d u ct e d a s d e s cri b e d i n 
T a bl e 3 , T a bl e 4 , T a bl e 5, T a bl e 6 , T a bl e 7 , a n d T a bl e 9;  a d diti o n al t e sti n g will n ot b e r e q uir e d t o c o nfir m t h e s e 
v al u e s pri or t o e v er y d o s e.

b P arti ci p a nt s wit h k n o w n or s u s p e ct e d Gil b ert’ s s y n dr o m e ar e e x e m pt fr o m s er u m bilir u bi n e x cl u si o n.

6. 2. 3 D os e M o difi c ati o n f o r T o xi cit y

N o d os e m o difi c ati o ns of M 4 3 4 4 m a y  be m a d e d uri n g C y cl e 1 of P arts A, A 2 , A 3, or B 1, e x c e pt 
as s p e cifi e d i n S e cti o ns 5. 1. 1 a n d 5. 1. 3.

P a rts A , A 2, a n d A 3 :

D os es of M 4 3 4 4 m a y  be r e d u c e d ot h er t h a n i n C y cl e 1 of P art s A, A 2 , a n d A 3 f or t o xi cit y usi n g 
t h e f oll o wi n g g ui d eli n es:

 F or Gr a d e 4 h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d b y 2 5 %

 F or Gr a d e 3 n o n- h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d b y 2 5 %

 F or Gr a d e 4 n o n- h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d b y 5 0 %

P a rt s A 2 , A 3:

P a rti ci p a nts i n P art s A 2 a n d A 3 , w h o e x p eri e n c e a n A D R m e eti n g D L T crit eri a aft er c o m pl eti o n 
of t h e D L T ass ess m e nt p eri o d n e e d t o i nt err u pt st u d y tr e at m e nt b ut m a y  co nti n u e o n st u d y 
tr e at m e nt at a r e d u c e d d os e pr o vi d e d t h e r e a cti o n h as r es ol v e d t o b as eli n e v al u e or Gr a d e ≤ 1 
wit hi n 2 w e e ks a n d t h er e is n o pr o gr essi v e dis e as e. T h e d os e of M 4 3 4 4 will b e r e d u c e d t o 1 d os e 
l e v el b el o w t h e c urr e nt d os e. If i n di c at e d, a f urt h er d os e r e d u cti o n is p ossi bl e o n a gr e e m e nt 
b et w e e n t h e S p o ns or a n d I n v esti g at or. O n c e t h e d os e of M 4 3 4 4 h as b e e n r e d u c e d i n a n i n di vi d u al 
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p a rti ci p a nt, it m ust n ot b e es c al at e d a g ai n. If m or e t h a n 2 d os e r e d u cti o ns ar e i n di c at e d, t h e 
p a rti ci p a nt wil l b e p er m a n e ntl y dis c o nti n u e d fr o m st u d y tr e at m e nt.

S e e S e cti o n  5. 2. 6 f or a d diti o n al d et ails of t o xi cit y  m o difi c ati o ns.

P a rt B 1 :

D os es of M 4 3 4 4 a n d/ or c ar b o pl ati n m a y  be r e d u c e d or d el a y e d b e y o n d C y cl e 1 of P art B 1 f or 
t o xi cit y usi n g t h e f oll o wi n g g ui d eli n es. T h e fi n al d os e r e d u cti o n or d el a y f or e a c h p arti ci p a nt m a y 
b e d et er mi n e d b y t h e S p o ns or a n d I nv esti g at or s. H o w e v er, t h es e g ui d eli n es pr o vi d e t h e mi ni m u m 
d os e r e d u cti o n or d el a y crit eri a. A d diti o n all y , if a p arti ci p a nt w h o is r es p o n di n g t o tr e at m e nt 
e x p eri e n c es t o xi cit y ev e n aft er 2 d os e r e d u cti o ns, t h e p arti ci p a nt m a y  co nti n u e t o r e c ei v e tr e at m e nt 
if i n t h e j u d g m e nt of t h e I n v esti g at or it is i n t h e b est i nt er est of t h e p arti ci p a nt . I n t his c as e t h e d o s e 
of eit h er t h e c h e m ot h er a p e uti c a g e nt a n d/ or M 4 3 4 4 will f urt h er b e r e d u c e d b y  at l e ast 2 5 %.

 I n c as e of Gr a d e 3 or hi g h er t o xi cit y (e x cl u di n g f ati g u e or n a us e a/ v o miti n g/ di arr h e a 
a d e q u at el y m a n a g e d b y  su p p orti v e c ar e), tr e at m e nt will b e i nt err u pt e d a n d m a y  be 
r es u m e d w h e n all t o xi citi es h a v e r et ur n e d t o Gr a d e 2 or l o w er, at t h e dis cr eti o n of t h e 
I n v esti g at or. D os e m o difi c ati o ns m a y  be a p pli e d a c c or di n g t o t h e r e c o m m e n d ati o ns 
gi v e n f or P arts A , A 2, a n d A 3 (s e e a b o v e).

 F or t h e f oll o wi n g h e m at ol o gi c t o xi citi es, o n c e t h e t o xi cit y has r et ur n e d t o Gr a d e 2 or 
l o w er, d osi n g c a n b e r es u m e d at a l o w er d os e of c h e m ot h er a p y 
( c ar b o pl ati n = A U C 4 m g ∙ mi n/ m L or 2 5 % r e d u cti o n i n d os e of c h e m ot h er a p y) a n d/ or 
l o w er d os e of M 4 3 4 4 ( 2 5 % r e d u cti o n):

 Gr a d e 4 t hr o m b o c y t o p e ni a 

 F e bril e n e utr o p e ni a ( gr o wt h f a ct or s u p p ort, p er sit e pr ot o c ol, m a y  be us e d i n li e u of d os e 
r e d u cti o n)

 Gr a d e 4 n e utr o p e ni a l asti n g m or e t h a n 7 d a y s ( gr o wt h f a ct or s u p p ort, p er sit e pr ot o c ol, m a y 
b e us e d i n li e u of d os e r e d u cti o n)

 F or t h e f oll o wi n g n o n -h e m at ol o gi c t o xi citi e s, o n c e t h e t o xi cit y h as r et ur n e d t o Gr a d e 2 
or l o w er, d osi n g c a n b e r e s u m e d at a l o w er d o s e of c h e m ot h er a p y (c ar b o pl ati n = A U C 
4 m g ∙ mi n/ m L or 2 5 % r e d u cti o n i n d os e of c h e m ot h er a py) a n d/ or l o w er d os e of M 4 3 4 4
( 2 5 % r e d u cti o n):

 Gr a d e 3 n o n- h e m at ol o gi c t o xi cit y (e x c e pt f or f ati g u e or n a us e a, v o miti n g, or di arr h e a 
a d e q u at el y c o ntr oll e d b y m e di c ati o n) 

 A n y  Gr a d e 2 or l o w er n o n -h e m at ol o gi c t o xi cit y  r e q uiri n g d os e d el a y of m or e t h a n 2 w e e ks

 F or Gr a d e 4 n o n- h e m at ol o gi c t o xi cit y, tr e at m e nt will b e i nt err u pt e d a n d m a y b e 
r es u m e d at a l o w er d os e of c h e m ot h er a p y ( c ar b o pl ati n = A U C 4 m g ∙ mi n/ m L or 2 5 % 
r e d u cti o n d os e of c h e m ot h er a p y) a n d at a l o w er d os e of M 4 3 4 4 ( 2 5 % r e d u cti o n) w h e n 
t o xi cit y h as r et ur n e d t o Gr a d e 2 or l o w er.
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If a n y t o xi cit y not d es cri b e d a b o v e r es ults i n d el a y  in d osi n g i n a n y p art of t h e st u d y an d t h e 
p arti ci p a nt m a y  b e b e n efitti n g fr o m t h er a py, t h e n at t h e dis cr eti o n of t h e I nv esti g at or , t h e d os es of 
M 4 3 4 4 or c h e m ot h er a p y m a y  b e f urt h er r e d u c e d.

P a rts C :

D os es of M 4 3 4 4 m a y  b e r e d u c e d f or t o xi cit y usi n g t h e f oll o wi n g g ui d eli n es:

 F or Gr a d e 4 h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d by 2 5 %

 F or Gr a d e 3 n o n- h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d b y 2 5 %

 F or Gr a d e 4 n o n- h e m at ol o gi c t o xi cit y : t h e d os e of M 4 3 4 4 will b e r e d u c e d b y 50 %

I n agr e e m e nt b et w e e n I nv esti g at or a n d S p o ns or, a n y  dos e r e d u cti o n f or t o xi cit y de vi ati n g fr o m t h e 
a b o v e g ui d eli n es m a y  b e a p pli e d.

6. 2. 4 Miss e d D os es a n d St u d y Visits

Tr e at m e nt will b e i nt err u pt e d b e c a us e of Gr a d e 3 or hi g h er t o xi cit y duri n g a n y c y cl e b e y o n d 
C y cl e 1. Tr e at m e nt m a y  b e r es u m e d w h e n all t o xi citi es h a v e r et ur n e d t o Gr a d e 2 or l ess.

St u d y  visits t h at ar e miss e d b e c a us e of cli ni c or p arti ci p a nt u n a v ail a bilit y  (e . g., f or r e as o ns of 
p u bli c h oli d a y , cli ni c cl os ur e, ur g e nt p ers o n al m att er, tr a ns p ort ati o n pr o bl e ms), s h o ul d b e m a d e 
u p w h e n a n d if r e as o n a bl y p ossi bl e.

F or P art s A 2 a n d A 3 , a n d all P art s C , a n y mi s s e d d o s e s will b e s ki p p e d. F or P arts A a n d B 1 , a n y 
mi s s e d d o s e of st u d y  dr u g ( wit h t h e e x c e pti o n of M 4 3 4 4 d os es s c h e d ul e d t o o c c ur 2 4 h o urs aft er 
c ar b o pl ati n, d osi n g i n C y cl e 1 of P art B 1 ) s h o ul d b e t a k e n wit hi n 2 d a y s ( 4 8 h o urs) of t h e 
s c h e d ul e d d os e. If m or e t h a n 4 8 h o urs h a v e tr a ns pir e d si n c e t h e s c h e d ul e d d os e, t h e n t h e d os e 
s h o ul d b e s ki p p e d a n d will b e c o nsi d er e d a miss e d d os e f or t h e p ur p os e of e v al u a bilit y  i n C ycl e 1 
of P arts A or B 1. F or d os es of M 4 3 4 4 t h at ar e s c h e d ul e d t o o c c ur 2 4 h o urs aft er c ar b o pl ati n d osi n g 
i n C y cl e 1 of P art B 1, if m or e t h a n 3 6 h o urs h a v e tr a ns pir e d si n c e t h e d os e of c h e m ot h er a p y 
(i. e., m or e t h a n 1 2 h o urs fr o m t h e s c h e d ul e d d os e of M 4 3 4 4 ), t h e M 4 3 4 4 d os e will b e c o nsi d er e d 
a miss e d d os e f or t h e p ur p os e of e v al u a bilit y. F or d el a y e d d os es, t h e d osi n g s c h e d ul e s h o ul d 
c o nti n u e fr o m t h e d at e of t h e d el a y e d d os e, wit h o ut o mi tti n g a n y  dos es of c h e m ot h er a p y or a n y  
r est i nt er v als b et w e e n c h e m ot h er a p y, if p ossi bl e. W h e n e v er p ossi bl e, s u bs e q u e nt d os es of 
c h e m ot h er a p y s h o ul d b e a d v a n c e d i n ti m e t o s y n c hr o ni z e wit h t h e a ct u al d at e of a d mi nistr ati o n of 
t h e d el a ye d d os e.

T h e r el ati v e ti mi n gs of all ot h er ass ess m e nts a n d dr u g d osi n g m a y  be m o v e d t o a c c o m m o d at e 
p arti ci p a nt a n d cli ni c a v ail a bilit y . D el a y s b et w e e n s e q u e nti al c y cl es i n t h er a py, ot h er t h a n f or 
r e as o ns of t o xi cit y, s h o ul d n ot e x c e e d 7 d a y s, e x c e pt as a p pr o v e d b y t h e M e di c al M o nit or.

6. 3 Assi g n m e nt t o T r e at m e nt G r o u ps

T his is a n o p e n -l a b el st u d y. P arti ci p a nt s will b e e nr oll e d i nt o d os e l e v el c o h orts a c c or di n g t o t h e 
d os e es c al ati o n s c h e m e d es cri b e d a b o v e i n S e cti o n 5 .
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P arti ci p a nt s m a y b e s cr e e n e d i n p ar all el or st a g g er e d m a n n er f or P arts A 2 , A 3, a n d C a n d will b e 
e nr oll e d i nt o P arts C a c c or di n g t o t h e m ol e c ul ar l esi o n of t h eir t u m or (s e e S e cti o n  5. 1. 4 f or d et ails). 
If a p arti ci p a nt’s t u m or h as m or e t h a n o n e q u alif y i n g m ol e c ul ar l esi o n, t h e p arti ci p a nt will b e 
assi g n e d t o all r es p e cti v e st u d y  p arts.

6. 4 St o p pi n g R ul es

P arti ci p a nt s m a y b e dis c o nti n u e d fr o m st u d y dr u g f or t o xi cit y or l a c k of effi c a c y, as f oll o ws:

 P arti ci p a nt s e x p eri e n ci n g n o nr e v ersi bl e or lif e-t hr e at e ni n g t o xi cit y ma y  be dis c o nti n u e d 
fr o m st u dy dr u g at t h e I nv esti g at or ’s dis cr eti o n. P arti ci p a nt s w h o e x p eri e n c e r e v ersi bl e 
a n d n o nlif e -t hr e at e ni n g t o xi cit y an d, i n t h e j u d g m e nt of t h e I n v esti g at or, w h o m a y  be 
e x hi biti n g cli ni c al b e n efit, m a y  res u m e t h er a p y aft er t h e t o xi cit y has d e cr e as e d t o 
Gr a d e 2 or b el o w

 P arti ci p a nt s w h o e x p eri e n c e a D L T d uri n g C y cl e 1 will b e dis c o nti n u e d fr o m st u d y dr u g 

 P arti ci p a nt s wit h pr o gr essi v e dis e as e b e y o n d C y cl e 1 will b e dis c o nti n u e d fr o m st u d y 
dr u g. P arti ci p a nt s wit h pr o gr essi v e dis e as e b ef or e t h e e n d of C y cl e 1 m a y  be 
dis c o nti n u e d at t h e dis cr eti o n of t h e I nv esti g at or .

P arti ci p a nt s w h o ar e dis c o nti n u e d fr o m st u d y dr u g will c o nti n u e t o c o m pl et e t h e a p pr o pri at e 
f oll o w- u p ass ess m e nts. F oll o w - u p pr o c e d ur es ar e dis c uss e d S e cti o n 5. 2. 1 1. F or st o p pi n g crit eri a 
of e nr oll m e nt f or P arts C, s e e S e cti o n  8. 1 f or d et ails

6. 5 N o n- i n v esti g ati o n al M e di ci n al P r o d u cts t o b e Us e d

N ot a p pli c a bl e.

6. 6 C o n c o mit a nt M e di c ati o ns a n d T h e r a pi es

All c o n c o mit a nt m e di c ati o ns t a k e n b y  t h e p arti ci p a nt d uri n g t h e st u d y, fr o m t h e d at e of si g n at ur e 
of i nf or m e d c o ns e nt ar e t o b e r e c or d e d i n t h e a p pr o pri at e s e cti o n of t h e e C R F, n oti n g t h e n a m e, 
d os e, d ur ati o n a n d i n di c ati o n of e a c h dr u g. N o n dr u g i nt er v e nti o ns a n d a n y c h a n g es t o a 
c o n c o mit a nt m e di c ati o n or ot h er i nt er v e nti o n s h o ul d als o b e r e c or d e d i n t h e e C R F .

6. 6. 1 P e r mitt e d M e di ci n es

A n y  me di c ati o ns t h at ar e c o nsi d er e d n e c ess ar y t o pr ot e ct p arti ci p a nt w elf ar e a n d will n ot i nt erf er e 
wit h t h e st u d y m e di c ati o n m a y  b e gi v e n at t h e I n v esti g at or’s dis cr eti o n.

R es c u e m e di c ati o ns m a y b e a d mi nist er e d t o a d dr ess i n eff e cti v e tr e at m e nt, a nti ci p at e d a d v ers e 
r e a cti o ns or a nti ci p at e d e m er g e n c y sit u ati o ns.

C o n c o mit a nt tr e at m e nt wit h t h e f oll o wi n g c o m p o u n d s t o m ai nt ai n a c a str at e l e v el of t e st o st er o n e 
i n p arti ci p a nts wit h pr ost at e c a n c er is p er mitt e d: l e u pr oli d e, g os er eli n , tri pt or eli n, histr eli n, 
d e g ar eli x, a bir at er o n e, e n z al ut a mi d e, a n d nil ut a mi d e. F or t h es e c o m p o u n ds, n o ris k f or dr u g -dr u g -
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i nt er a cti o n wit h M 4 3 4 4 is a nti ci p at e d, h o w e v er, n o dr u g -dr u g -i nt er a cti o n st u di es h a v e b e e n 
c o n d u ct e d .

6. 6. 2 P r o hi bit e d M e d i ci n es

I n vitr o dr u g m et a b olis m st u di es s u g g est t h at M 4 3 4 4 is a s u bstr at e of C y t o c hr o m e P 4 5 0 (C Y P ) 
3 A 4 (V ert e x R e p ort K 2 2 0 2 0 1 4, V ert e x R e p ort K 0 6 4 2 0 1 4) a n d s yst e mi c e x p os ur e m a y  be 
aff e ct e d b y  co n c o mit a nt m e di c ati o ns t h at ar e str o n g C Y P 3 A 4 i n hi bit ors or i n d u c ers. R estri cti o ns 
f or pri or a n d c o n c o mit a nt m e di c ati o ns t h at ar e str o n g i n hi bit ors or i n d u c ers of C Y P 3 A 4 ar e 
pr o vi d e d i n  T a bl e 1 3 a n d i n t h e s u p pl e m e nt al St u d y Pr o hi bit e d a n d C a uti o n e d List. B as e d u p o n i n 
vitr o d at a, M 4 3 4 4 is n ot a p ot e nt i n hi bit or or i n d u c er of h u m a n C Y P e n z y m es i n isol at e d e n z y m e
s yst e ms a n d t h er ef or e t h e pr o b a bilit y of M 4 3 4 4 i nt er a cti o n wit h ot h er m e di c ati o ns t h at ar e 
s u bstr at es of C Y P m et a b olis m i s e x p e ct e d t o b e l o w. H o w e v er, I n v esti g at ors s h o ul d u s e st a n d ar d 
pr e c a uti o ns w h e n pr es cri bi n g m e di c ati o ns, as wit h a n y  no v el t h er a p e uti c f or w hi c h t h er e is li mit e d 
cli ni c al e x p eri e n c e.

 P arti ci p a nt s will a bst ai n fr o m c o n c o mit a nt m e di c ati o ns as d es cri b e d i n T a bl e 1 3.  If a 
pr o hi bit e d m e di c ati o n is c o nsi d er e d m e di c all y n e c ess ar y  for a p arti ci p a nt , t h e 
p arti ci p a nt will b e wit h dr a w n fr o m t h e st u d y .

 P arti ci p a nt s s h o ul d n ot r e c ei v e pr o p h yl a cti c tr e at m e nt wit h h e m at o p oi eti c gr o wt h 
f a ct ors, a nti -e m eti c, a n d a nti -di arr h e al m e di c ati o ns d uri n g C y cl e 1 of P art A of t h e 
st u d y. T h es e tr e at m e nts m a y  b e u s e d t o s p e cifi c all y ad dr ess p arti ci p a nt s ym pt o ms, p er 
i nstit uti o n al pr a cti c e, as l o n g t h e y ad h er e t o r estri cti o ns list e d i n T a bl e 1 3 . N e utr o p hil 
gr o wt h f a ct ors (e. g., gr a n ul o c y t e-c ol o n y sti m ul ati n g f a ct or) s h o ul d n ot b e us e d i n 
P art B 1 d uri n g C y cl e 1. Ot h er wis e, a nti -e m eti cs, a nti -di arr h e als , a n d gr o wt h f a ct ors c a n 
b e us e d f or p arti ci p a nt s i n P art B 1 of t h e st u d y, p er i nstit uti o n al pr a cti c e f or 
a d mi nistr ati o n of c ar b o pl ati n a n d t o tr e at s y m pt o ms.

 T h e I n v esti g at or s h o ul d r ef er t o t h e p a c k a g e i ns erts f or c ar b o pl ati n f or g ui d a n c e o n 
pr o hi bit e d m e di ati o ns d uri n g tr e at m e nt w it h t his a g e nt (C ar b o pl ati n S m P C ). 
P arti ci p a nt s e nr oll e d i n P art B 1 s h o ul d n ot us e n e p hr ot o xi c or ot ot o xi c m e di c ati o ns 
fr o m 7 d a y s b ef or e t h e first d os e of st u d y dr u g t hr o u g h t h e S af et y F oll o w - u p Visit. 
S h ort -t er m us e o n st u d y will n ot c a us e a p arti ci p a nt t o b e i n eli gi bl e. If a s h ort c o urs e of 
t h er a py w it h n e p hr ot o xi c or ot ot o xi c m e di c ati o n is a nti ci p at e d a n d r e q uir e d, c ar b o pl ati n 
or cis pl ati n s h o ul d b e dis c o nti n u e d u ntil 7 d a y s aft er t his c o urs e is c o m pl et e d.

 M e di c ati o ns t a k e n fr o m 2 8 d a y s b ef or e t h e first d os e of st u d y d r u g will b e d o c u m e nt e d 
as a pri or m e di c ati o n. M e di c ati o ns t a k e n aft er t h e first d os e of st u d y dr u g t hr o u g h t h e 
e n d of t h e st u d y will b e d o c u m e nt e d as c o n c o mit a nt m e di c ati o ns. All m e di c ati o ns m u st 
b e r e c or d e d wit h n a m e a n d d os e, i n di c ati o n, r o ut e of a d mi nistr ati o n, a n d st art a n d st o p 
d at es of a d mi nistr ati o n. All p arti ci p a nt s will b e q u esti o n e d a b o ut c o n c o mit a nt 
m e di c ati o n at e a c h cli ni c visit.

I n vitr o d at a i n di c at es t h at a bs or pti o n of M 4 3 4 4 m a y  b e aff e ct e d b y a ci d-m o dif y i n g a g e nts. 
R estri cti o ns f or a ci d -m o dif y i n g a g e nts s u c h as pr ot o n-p u m p i n hi bit ors, H 2 -r e c e pt or a nt a g o nists, 
a n d a nt a ci ds w hi c h m a y  r e d u c e t h e a bs or pti o n a n d eff e cts of M 4 3 4 4 ar e pr o vi d e d i n  T a bl e 1 3.
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T a bl e 1 3 St u d y R est ri cti o ns

R e stri ct e d M e di c ati o n/ F o o d/ A cti vit y

St u d y  P eri o d

S cr e e ni n g P eri o d Tr e at m e nt P eri o d

F o o d

Gr a p efr uit/ gr a p efr uit j ui c e
S e vill e or bl o o d or a n g e s

N o n e all o w e d wit hi n 
7 d a y s b ef or e t h e fir st 
d o s e of st u d y dr u g

N o n e all o w e d t hr o u g h t h e 
S af et y F oll o w -u p Vi sit

Str o n g C Y P 3 A 4 i n hi bit or s or i n d u c er s

 E x a m pl e s of str o n g C Y P 3 A 4 i n hi bit or s 
i n cl u d e cl arit hr o m y ci n, itr a c o n a z ol e, 
H e p atiti s C vir u s a n d HI V pr ot e a s e 
i n hi bit or s, k et o c o n a z ol e, n ef a z o d o n e, 
p o s a c o n a z ol e, t elit h o m y ci n, a n d 
v ori c o n a z ol e.

 E x a m pl e s of p ot e nt C Y P 3 A 4 i n d u c er s 
i n cl u d e a v a si mi b e,  c ar b a m a z e pi n e, 
rif a m pi n, p h e n yt oi n, a n d St. J o h n’s w ort a

N o n e all o w e d wit hi n 
7 d a y s b ef or e t h e fir st 
d o s e of st u d y dr u g

N o n e all o w e d t hr o u g h t h e 
S af et y F oll o w -u p Vi sit

A nti -e m eti c s or a nti -di arr h e al s All o w e d f or s y m pt o m 
m a n a g e m e nt

Pr o p h yl a cti c u s e n ot 
all o w e d d uri n g C y cl e 1 of 
P art A. All o w e d if gi v e n p er 
i n stit uti o n al pr a cti c e 
(P art s B a n d C), or f or 
s y m pt o m m a n a g e m e nt

H e m at o p o ieti c gr o wt h f a ct or s N ot all o w e d f or P art s A or 
B

Pr o p h yl a cti c u s e n ot 
all o w e d. T h er a p e uti c u s e 
all o w e d p er i n stit uti o n al 
pr a cti c e

N e p hr ot o xi c m e di c ati o n s P art B 1 o nl y: N o n e 
all o w e d wit hi n 7 d a y s 
b ef or e t h e fir st d o s e of 
st u d y dr u g

N o n e all o w e d t hr o u g h t h e 
S af et y F oll o w -u p Vi sit 
( e x c e pt a s s p e cifi e d i n 
S e cti o n 6. 6 )

Pr ot o n - P u m p I n hi bit or s

E x a m pl e s of pr ot o n - p u m p i n hi bit or s i n cl u d e 
o m e pr a z ol e ( Pril o s e c ®, O m e s e c Z e g eri d ®), 
l a n s o pr a z ol e ( Pr e v a ci d ®), e s o m e pr a z ol e 
( E s o m e pr a z ol e Str o nti u m, N e xi u m ®), p a nt o pr a z ol e 
( Pr ot o ni x ®), a n d r a b e pr a z ol e ( A ci p H e x ®)

N o n e all o w e d wit hi n 
7 d a y s b ef or e t h e fir st 
d o s e of st u d y dr u g

N o n e all o w e d u ntil 
p er m a n e nt di s c o nti n u ati o n 
of M 4 3 4 4 , u nl e s s di s c u s s e d 
wit h a n d a p pr o v e d b y t h e 
M e di c al M o nit or

H 2 -R e c e pt or A nt a g o ni st s a n d A nt a ci d s

 E x a m pl e s of H 2 -r e c e pt or a nt a g o ni st s 
i n cl u d e r a niti di n e ( Z a nt a c ®), f a m oti di n e 
( P e p ci d ®), ci m eti di n e ( T a g a m et ®), a n d 
ni z ati di n e ( A xi d ®).

 E x a m pl e s of a nt a ci d s i n clu d e 
Al k a -S elt z er ®, G el u sil, M a al o x ®, 
M yl a nt a ®, P e pt o -Bi s m ol ®, R ol ai d s ®, 
a n d T u m s ®

 H 2 -r e c e pt or a nt a g o ni st s a n d a nt a ci d s c a n b e 
t a k e n wit h o ut r e stri cti o n o n all d a y s w h e n 
M 4 3 4 4 i s n ot a d mi ni st er e d.

 O n all d a y s w h e n M 4 3 4 4 i s a d mi ni st er e d b

o n c e d ail y, H 2 -r e c e pt or a nt a g o ni st s a n d 
a nt a ci d s will n ot b e p er mitt e d wit hi n 1 2 h o ur s 
b ef or e d o si n g of M 4 3 4 4 a n d u ntil 4 h o ur s aft er  
d o si n g of M 4 3 4 4 .

O n all d a y s w h e n M 4 3 4 4 i s a d mi ni st er e d b t wi c e d ail y, 
n o n e ar e all o w e d u ntil p er m a n e nt di s c o nti n u ati o n of t h e 
m e di c ati o n M 4 3 4 4, u nl e s s di s c u s s e d wit h a n d 
a p pr o v e d b y t h e M e di c al M o nit or.

C Y P = C yt o c hr o m e P 4 5 0

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

9 7 / 1 5 9

a R ef er t o t h e st u d y r ef er e n c e m a n u al f or a m or e c o m pl et e li st of pr o hi bit e d or c a uti o n e d m e di c ati o n s i n t hi s 
st u d y.

b M 4 3 4 4 will b e a d mi ni st er e d a s d e s cri b e d i n  T a bl e 3 f or P art A, T a bl e 4 f or P art A 2 a n d t h e 1 4 d +/ 7 d - s c h e d ul e 
of P art A 3 , T a bl e 5 f or A3 , T a bl e 6 f or P art B1, T a bl e 7 f or P arts C 1, C 2, a n d C 3 , T a bl e 9 f or P art s C 4, C 5, a n d C 6.

6. 6. 3 Ot h e r I nt e r v e nti o ns

6. 6. 3. 1 M e als a n d Di et a r y R est ri cti o ns

M 4 3 4 4 will b e a d mi nist er e d u n d er f asti n g c o n diti o ns t hr o u g h o ut t h e st u d y.

T h e st u d y dr u g will b e a d mi ni st er e d wit h 2 4 0 m L  (8 fl ui d o u n c es) of a m bi e nt t e m p er at ur e w at er. 
P arti ci p a nt s will a bst ai n fr o m all f o o d f or at l e ast 3 h o urs b ef or e st u d y dr u g a d mi nistr ati o n a n d f or 
1 h o ur aft er st u d y dr u g a d mi nistr ati o n. W at er c a n b e c o ns u m e d as d esir e d.

R estri cti o ns f or c o ns u m pti o n of s p e cifi c f o o ds a n d n o n- al c o h oli c b e v er a g es ar e pr o vi d e d i n 
T a bl e 1 3.

6. 6. 3. 2 A cti vit y

P arti ci p a nt s will a bst ai n fr o m str e n u o us e x er cis e (e. g., h e a v y  lifti n g, w ei g ht tr ai ni n g, a n d a er o bi cs) 
f or at l e ast 4 8 h o urs b ef or e e a c h 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. W al ki n g at a n or m al 
p a c e will b e p er mitt e d.

P arti ci p a nt s s h o ul d a v oi d pr ol o n g e d or i nt e n s e s u n e x p o s ur e, s u nl a m p s, a n d t a n ni n g b e d s. U s e of 
s u ns cr e e n, cl ot hi n g, a n d e ye w e ar t h at d e cr e as e s u n e x p os ur e is r e c o m m e n d e d.

6. 6. 4 S p e ci al P r e c a uti o ns

N ot a p pli c a bl e.

6. 6. 5 M a n a g e m e nt of S p e cifi c A d v e rs e E v e nts o r A d v e rs e D r u g 
R e a cti o ns

N ot a p pli c a bl e.

6. 7 P a c k a gi n g a n d L a b eli n g of t h e I n v esti g ati o n al M e di ci n al 
P r o d u ct

T h e S p o ns or will s u p pl y 5 0 m g M 4 3 4 4 t a bl ets. St u d y  dr u g l a b eli n g will b e i n c o m pli a n c e wit h 
a p pli c a bl e l o c al a n d n ati o n al r e g ul ati o ns. A d diti o n al d et ails r e g ar di n g p a c k a gi n g, l a b eli n g, a n d 
dis p e nsi n g f or M 4 3 4 4 will b e i n cl u d e d i n t h e P h ar m a c y  M a n u al.

All st u d y dr u gs will b e p a c k a g e d a n d l a bel e d i n a c c or d a n c e wit h all a p pli c a bl e r e g ul at or y 
r e q uir e m e nts a n d Go o d M a n uf a ct uri n g Pr a cti c e G ui d eli n es.

D o c u m e nt N o. 

O bj e ct N o. 
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6. 8 P r e p a r ati o n, H a n dli n g , a n d St o r a g e of t h e I n v esti g ati o n al 
M e di ci n al P r o d u ct

St u d y  dr u g m a y  be dis p e ns e d o nl y u n d er t h e s u p er visi o n of t h e I n v estig at or or a n a ut h ori z e d 
d esi g n e e a n d o nl y f or a d mi nistr ati o n t o t h e st u d y  p arti ci p a nt s.

T a bl ets will b e dis p e ns e d i nt o i n di vi d u al d osi n g c o nt ai n ers at t h e cli ni c al sit e b y  2 o p er at ors, 1 of 
w h o m is a q u alifi e d p h ar m a cist, a n d f oll o wi n g n ati o n al a n d l o c al l a ws a n d r e g ul ati o ns.

T h e I n v esti g at or, or a n a ut h ori z e d d esi g n e e ( e. g., a li c e ns e d p h ar m a cist), will e ns ur e t h at all 
i n v esti g ati o n al pr o d u ct is st or e d i n a s e c ur e d ar e a, u n d er r e c om m e n d e d st or a g e c o n diti o ns, a n d i n 
a c c or d a n c e wit h a p pli c a bl e r e g ul at or y re q u ir e m e nts ( S e e T a bl e 1 4 ). T o e ns ur e a d e q u at e r e c or ds, 
all st u d y dr u gs will b e a c c o u nt e d f or as d et ail e d i n S e cti o n 6. 9 or vi a t h e dr u g a c c o u nt a bilit y  f or ms 
as i nstr u ct e d b y t h e S p o ns or.

T a bl e 1 4 St u d y D r u g

Dr u g N a m e
F or m ul ati o n/

R o ut e D o s a g e P a c k a gi n g
St or a g e

C o n diti o n

M 4 3 4 4 T a bl et/ Or al 5 0 m g M 4 3 4 4
 

H D P E = Hi g h d e n sit y p ol y et h yl e n e .

6. 9 I n v esti g ati o n al M e di ci n al P r o d u ct A c c o u nt a bilit y

T h e p h ar m a cist or d esi g n at e d st u d y sit e st aff is r es p o nsi bl e f or e ns uri n g st u d y dr u g a c c o u nt a bilit y , 
i n cl u di n g r e c o n cili ati o n of dr u gs a n d m ai nt e n a n c e of r e c or ds.

 U p o n r e c ei pt of st u d y dr u g, t h e r es p o nsi bl e p ers o n will c h e c k f or a c c ur at e d eli v er y  an d 
a c k n o wl e d g e r e c ei pt b y  si g ni n g or i niti ali n g a n d d ati n g t h e a p pr o pri at e d o c u m e nt ati o n a n d 
r et ur ni n g it t o t h e l o c atio n s p e cifi e d . A c o p y will b e ar c hi v e d f or t h e I n v esti g at or Sit e Fil e

 St u d y  dr u g dis p e nsi n g will b e r e c or d e d o n t h e a p pr o pri at e dr u g a c c o u nt a bilit y  for ms s o t h at 
a c c ur at e r e c or ds will b e a v ail a bl e f or v erifi c ati o n at e a c h m o nit ori n g visit

 St u d y sit e st u d y dr u g a c c o u nt a bilit y r e c or ds will i n cl u d e t h e f oll o wi n g:

o C o nfir m ati o n of st u d y dr u g r e c ei pt, i n g o o d c o n diti o n a n d i n t h e d efi n e d t e m p er at ur e r a n g e

o T h e i n v e nt or y  of st u d y dr u g pr o vi d e d f or t h e cli ni c al st u d y a n d pr e p ar e d at t h e sit e

o T h e us e of e a c h d os e b y e a c h p arti ci p a nt

o T h e dis p ositi o n (i n cl u di n g r et ur n, if a p pli c a bl e) of a n y u n us e d st u d y dr u g

o D at es, q u a ntiti es, b at c h n u m b ers, kit n u m b er , e x pir y  dat es, f or m ul ati o n (f or st u d y dr u g
pr e p ar e d at t h e sit e), a n d t h e i n di vi d u al p arti ci p a nt st u d y n u m b ers

T h e I n v esti g at or sit e s h o ul d m ai nt ai n r e c or ds, w hi c h a d e q u at el y d o c u m e nt t hat p arti ci p a nt s w er e 
pr o vi d e d t h e d os es s p e cifi e d i n t his pr ot o c ol, a n d all st u d y dr u gs pr o vi d e d w er e f ull y r e c o n cil e d.

D o c u m e nt N o. 

O bj e ct N o. 
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P arti ci p a nt s will b e i nstr u ct e d t o r et ur n all us e d a n d u n us e d m at eri als ass o ci at e d wit h t h e st u d y 
dr u g t o t h e sit e. T h es e m at eri als ass o ci at e d wit h t h e st u d y dr u g will b e r et ai n e d at t h e sit e a c c or di n g 
t o i nstr u cti o ns pr o vi d e d b y t h e S p o ns or or its d esi g n e e u ntil i n v e nt ori e d b y t h e S t u d y M onit or. 

T h e st u d y sit e st aff or p h ar m a c y  pers o n n el will r et ai n all m at eri als r et ur n e d b y  th e p arti ci p a nt s 
u ntil t h e st u d y mo nit or h as p erf or m e d dr u g a c c o u nt a bilit y . At t h e e n d of t h e st u d y, t h e st u d y 
m o nit or will pr o vi d e i nstr u cti o ns as t o t h e dis p ositi o n of a n y  u n us e d i n v esti g ati o n al pr o d u ct. Aft er
st u d y mo nit or a ut h ori z ati o n st u d y dr u g s h o ul d b e d estr u ct e d at t h e st u d y sit e. Th e I nv esti g at or will 
e ns ur e t h at t h e m at eri als ar e d estr o y e d i n c o m pli a n c e wit h a p pli c a bl e e n vir 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  sp e ci al i nstr u cti o ns pr o vi d e d b y  th e S p o ns or. D estr u cti o n will b e 
a d e q u at el y d o c u m e nt e d.

T h e St u d y  Mo nit or will r e vi e w st u d y dr u g r e c or ds a n d i n v e nt or y thr o u g h o ut t h e st u d y, a n d will 
p eri o di c all y c oll e ct t h e st u d y dr u g a c c o u nt a bilit y f or ms.

6. 1 0 Ass ess m e nt of I n v esti g ati o n al M e di ci n al P r o d u ct C o m pli a n c e

F or st u d y dr u g d os es a d mi nist er e d d uri n g t h e i n p ati e nt p eri o ds of t h e st u d y, d os es will b e 
a d mi nist er e d u n d er t h e dir e ct s u p er visi o n of t h e I nv esti g at or or d esi g n e e.

F or st u d y dr u g d o s es a d mi ni st er e d d uri n g t h e o ut p ati e nt p eri o d s of t h e st u d y , dr u g a c c o u nt a bilit y 
will b e ass ess e d at e a c h visit b y  co u nti n g r et ur n e d d os a g e u nits. Dis cr e p a n ci es will b e dis c uss e d 
wit h t h e p arti ci p a nt a n d r e c or d e d i n t h e s o ur c e d o c u m e nts. If p arti ci p a nt s d e m o nstr at e c o nti n u e d 
n o n c o m pli a n c e of st u d y dr u g d osi n g d e s pit e e d u c ati o n al eff orts, t h e I n v esti g at or will c o nt a ct t h e 
m e di c al m o nit or t o dis c uss dis c o nti n ui n g t h e p arti ci p a nt fr o m t h e st u dy.

F or all d os es of st u d y dr u g, t h e n u m b er of u nits a d mi nist er e d a n d m iss e d d os es will b e r e c or d e d. 
All m o difi c ati o ns i n st u d y dr u g d os e or i nt er v al b et w e e n d osi n g will b e r e c or d e d, as w e ll as t h e 
r e as o n f or m o difi c ati o ns.

I n di vi d u al p arti ci p a nt c o m pli a n c e will b e m o nit or e d b y  th e S p o ns or a n d cli ni c al sit e d esi g n e e 
e v er y  2 w e e ks a n d p arti ci p a nt s will b e n otifi e d w h e n t h e y ar e b ei n g n o n c o m pli a nt wit h d osi n g 
s c h e d ul e. C o nti n u e d n o n c o m pli a n c e t o d osi n g s c h e d ul e will r es ult i n t h e p arti ci p a nt b ei n g r e m o v e d 
fr o m t h e st u d y.

6. 1 1 Bli n di n g

Bli n di n g n ot a p pli c a bl e as t his is a n o p e n-l a b el st u d y .

6. 1 2 E m e r g e n c y U n bli n di n g

N ot a p pli c a bl e.

6. 1 3 T r e at m e nt of O v e r d os e

A n o v er d os e is d efi n e d as a n y  d os e gr e at er t h a n t h e hi g h est d ail y d os e i n cl u d e d i n a cli ni c al st u d y
pr ot o c ol or pl a n n e d f or a n i n di vi d u al p arti ci p a nt e nr oll e d i n t h e st u d y. E v e n if it d o e s n ot m e et 
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ot h er crit eri a f or a S A E, a n y  ov er d os e m ust b e r e c or d e d i n t h e st u d y m e di c ati o n s e cti o n of t h e 
e C R F a n d r e p ort e d t o Dr u g S af et y i n a n e x p e dit e d m a n n er usi n g t h e S A E R e p ort F or m , a n d 
f oll o wi n g t h e pr o c e d ur e i n S e cti o n 7. 5 .

6. 1 4 M e di c al C a r e of P a rti ci p a nt s aft e r E n d of St u d y

T h e S p o ns or will n ot pr o vi d e a n y a d diti o n al c ar e t o p arti ci p a nt s aft er t h e y l e a v e t h e st u d y b e c a us e 
s u c h c ar e s h o ul d n ot diff er fr o m w h at is n or m all y e x p e ct e d f or p arti ci p a nt s wit h a d v a n c e d s oli d 
t u m ors.

7 St u d y P r o c e d u r es a n d Ass ess m e nts

7. 1 S c h e d ul e of Ass ess m e nts

Pri or t o p erf or mi n g a n y st u d y ass ess m e nts t h at ar e n ot p art of r o uti n e m e di c al c ar e f or t h e 
p arti ci p a nt , t h e I n v esti g at or will o bt ai n writt e n i nf or m e d c o ns e nt as d es cri b e d i n S e cti o n 9. 2. T h e 
ti mi n g of ass ess m e nts ar e pr es e nt e d i n T a bl e 1 f or S cr e e ni n g, T a bl e 3 f or P art A, T a bl e 4 f or 
P art A 2 a n d t h e 1 4 d +/ 7 d- s c h e d ul e of P art A 3, T a bl e 5 f or A 3 , a n d  T a bl e 6 f or P art B1. F or P arts 
C, th e ti mi n g of ass ess m e nts ar e pr es e nt e d i n T a bl e 2 f or S cr e e ni n g a n d  T a bl e 7 a n d  T a bl e 8 f or 
P arts C 1, C 2, a n d C 3 a n d t h e 1 4 d +/ 7 d - h oli d a y  sc h e d ul e d es cri b e d i n P arts C 4. C 5, a n d C 6, a n d
T a bl e 9 a n d  T a bl e 1 0 f or P arts C 4, C 5, a n d C 6 ( e x c e pt t h e 1 4 d +/ 7 d- s c h e d ul e) .

P arti ci p a nt s i n a n y  of t h e P arts C c a n o nl y st art tr e at m e nt o n c e eli gi bilit y  has b e e n c o nfir m e d b a s e d 
o n t h e pr es e n c e of t h es e l oss- of-f u n cti o n m ut ati o ns, w hi c h ar e d efi n e d i n S e cti o n 7. 7. 5,  a n d t h e 
r est of S cr e e ni n g a ss ess m e nts . Fi g ur e 5 pr o vi d es a s c h e m ati c of eli gi bilit y  ass ess m e nts i n P arts C. 

7. 2 D e m o g r a p hi c a n d Ot h e r B as eli n e C h a r a ct e risti cs

At S cr e e ni n g , t h e f oll o wi n g d e m o gr a p hi c d at a will b e c oll e ct e d : d at e of birt h , se x ( g e n d er), ra c e , 
e t h ni cit y.

7. 3 P a rti ci p a nt a n d Dis e as e C h a r a ct e risti cs

P arti ci p a nt a n d dis e as e c h ar a ct eristi cs i n cl u d e t h e f oll o wi n g: m e di c al hist or y, h ei g ht, w ei g ht, t y p e 
of c a n c er (i n cl u di n g hist ol o gi c s u bt y p e), t u m o r st a g e at S cr e e ni n g, d at e of c a n c er di a g n osis, pri or 
c h e m ot h er a p y a n d r a di ati o n t h er a p y, d at e a n d d ur ati o n of m ost r e c e nt c a n c er t h er a py, a n d W H O 
p erf or m a n c e st at us at b as eli n e.

7. 4 Effi c a c y Ass ess m e nts

P a rts A, A 2, A 3 , a n d B 1

Alt h o u g h effi c a c y  r es p o ns e is n ot t h e P ri m ar y En d p oi nt of P arts A, A 2, A 3, a n d B 1 of t hi s st u d y, 
t u m or r es p o ns e, cli ni c al dis e as e ass ess m e nt, a n d W H O p erf or m a n c e st at us will b e ass ess e d i n t h es e 
p arts .
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P arti ci p a nt s wit h m e as ur a bl e dis e as e will b e ass ess e d b y  st a n d ar d crit eri a ( R E CIS T 1. 1) or b y 
P C W G 2 crit eri a ( pr ost at e c a n c er) . C h a n g es i n t h e l ar g est di a m et er ( u ni di m e nsi o n al m e as ur e m e nt) 
of t h e t u m or l esi o ns a n d t h e s h ort est di a m et er i n t h e c as e of m ali g n a nt l ym p h n o d es ar e us e d i n t h e 
R E CI S T crit eri a. R ef er t o t h e R E CI S T 1. 1 p u bli c ati o n f or a d diti o n al i nf or m ati o n (Eis e n h a u er 
2 0 0 9) .

P arti ci p a nt s m ust h a v e a n i m a gi n g s c a n ( e. g., C T, M RI ) at S cr e e ni n g t o d o c u m e nt t h e e xt e nt of 
i niti al dis e as e. P arti ci p a nt s will h a v e a c h est a n d a b d o mi n a l i m a gi n g s c a n (e. g., C T, M RI ) a s 
a p pr o pri at e a n d, if cli ni c all y  in di c at e d, i m a gi n g s c a ns of ot h er b o d y  ar e as ( e. g., p el vis). F or all 
P arts , p arti ci p a nt s s h o ul d h a v e a r e p e at i m a gi n g s c a n as d es cri b e d i n T a bl e 3, T a bl e 4,  T a bl e 5,  
a n d  T a bl e 6.  All i m a gi n g s c a ns t o ass ess dis e as e pr o gr essi o n s h o ul d b e p erf or m e d usi n g si mil ar 
C T pl atf o r ms a n d i m a gi n g t e c h ni q u es, i n cl u di n g t h e us e or a bs e n c e of c o ntr ast, a n d s h o ul d b e of 
c o nsist e nt a n at o mi c l o c ati o ns wit h pri or i m a gi n g s c a ns, w h e n e v er p ossi bl e.

I m a gi n g s c a ns will b e l o c all y re a d f or all p art s of t h e st u d y. T h e a p pli c a bl e o v er all r es p o ns e
c at e g or y  f or e a c h visit t h at i n cl u d es dis e as e ass ess m e nt, b as e d o n e v al u ati o n of i m a gi n g s c a n, will 
b e r e c or d e d i n t h e e C R F. D et er mi n ati o n of p arti ci p a nt st u d y dis p ositi o n (i. e., dis c o nti n u ati o n or 
e xt e nsi o n of t h er a p y) wil l b e b as e d o n dis e as e pr o gr essi o n as i nt er pr et e d fr o m t h e l o c al e v al u ati o n 
of t h e i m a gi n g s c a n. C o pi es of t h e i m a gi n g s c a ns s h o ul d b e a v ail a bl e f or i n d e p e n d e nt ass ess m e nt 
if r e q uir e d.

B o n e s c a ns will b e p erf or m e d as d es cri b e d i n T a bl e 3, T a bl e 4 , T a bl e 5, T a bl e 6 , T a bl e 7 , a n d 
T a bl e 9.  I n a d diti o n, p arti ci p a nt s wit h o v ari a n c a n c er will h a v e s er u m C A -1 2 5 ass ess e d (P arts A
a n d B), a n d p arti ci p a nt s wit h pr ost at e c a n c er will h a v e s er u m P S A ass ess e d (P arts A a n d B) as 
d es cri b e d i n  T a bl e 3, T a bl e 4 , T a bl e 5, T a bl e 6, T a bl e 7, a n d  T a bl e 9.

T o esti m at e t h e a ntit u m or a cti vit y of tr e at m e nt i n p arti ci p a nt s wit h pr ost at e c a n c er, w h o ar e n ot 
e v al u a bl e at b as eli n e a c c or di n g t o R E CI S T 1. 1 , r es p o ns e will b e d efi n e d o n t h e b asis of t h e 
f oll o wi n g o ut c o m es; if a n y of t h es e o c c ur, p arti ci p a nt s will b e c o nsi d er e d t o h a v e r es p o n d e d:

 P S A d e cli n e ≥ 5 0 % crit eri a ( P C W G 2 ) c o nfir m e d 4 w e e ks or l at er, a n d/ or

 C o nfir m e d s oft tiss u e o bj e cti v e r es p o ns e ( R E C I ST 1. 1) (S c h er 2 0 0 8 ).

T h e P C W G 2 a n d R E CI S T crit eri a will b e us e d t o d et er mi n e P S A r es p o ns e a n d s oft tiss u e r es p o ns e. 
F ail ur e of tr e at m e nt will b e d efi n e d as:

 Pr o gr essi o n b y  R E CI S T 1. 1 (S c h er 2 0 0 8 ) a n d/ or

 Pr o gr essi o n of b o n e s c a n (S c h er 2 0 0 8 ).

P a rts C

F or all P arts C, s af et y (o c c urr e n c e of tr e at m e nt- e m er g e nt a d v ers e e v e nts [T E A Es ] a n d 
tr e atm e nt -r el at e d A Es gr a d e d a c c or di n g t o N CI -C T C A E ) a n d effi c a c y  (i. e. c o nfir m e d C R or P R ) 
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ar e t h e pri m ar y e n d p oi nts. I n a d diti o n t o t h e d efi niti o ns gi v e n a b o v e f or P arts A, A 2, A 3 , a n d B 1, 
t h e f oll o wi n g will a p ply:

T u m or ass ess m e nt a c c or di n g t o R E C IS T 1. 1 will b e p erf or m e d at b as eli n e a n d at t h e e n d of e v er y  
2 c y cl es f or t h e first 6 c y cl e s, t h e n e v er y  3 c y cl e s t h er e aft er u ntil dis e as e pr o gr essi o n or st art of 
n e w a nti -c a n c er tr e at m e nt li n e.

All t u m or ass ess m e nts s h o ul d b e m a d e e v er y  ti m e wit h t h e s a m e m et h o ds ( C T or M RI) us e d at t h e 
b as eli n e ass ess m e nt.

I n Parts C, p arti ci p a nts w h o dis c o nti n u e t h e st u d y tr e at m e nt f or r e as o ns ot h er t h a n dis e as e 
pr o gr essi o n or wit h dr a w al of c o ns e nt will c o nti n u e t u m or ass ess m e nts a c c or di n g t o t h e s a m e 
s c h e d ul e as p arti ci p a nts r e c ei vi n g tri al tr e at m e nt.

O bj e cti v e r es p o ns e, b est o v er all r es p o ns e, d ur ati o n of r es p o ns e a n d pr o gr essi o n fr e e s ur vi v al (P F S )
will b e d eri v e d o n t h e b asis of t h es e t u m or ass ess m e nts. T h e ass ess m e nt will b e p erf or m e d b y  t h e 
In v esti g at or. P er R E CI S T 1. 1, o bj e cti v e r es p o ns es n e e d t o b e c o nfir m e d. C o nfir m ati o n s h o ul d b e 
d et er mi n e d at a s c a n n o l ess t h a n 4 w e e ks aft er t h e ori gi n al ass ess m e nt of o bj e cti v e r es p o ns e is 
m a d e; c o nfir m ati o n of r es p o ns e at t h e n e xt s c h e d ul e d t u m or ass ess m e nt is a c c e pt a bl e.

I n d e p e n d e nt r e vi e w of t h e i m a gi n g-b as e d t u m or ass ess m e nts m a y  be c o n d u ct e d at t h e dis cr eti o n 
of t h e S p o ns or. C o pi es of t h e i m a gi n g s c a ns s h o ul d b e a v ail a bl e t o all o w f or t his.

F or o v er all s ur vi v al, p arti ci p a nt s will b e f oll o w e d u p f or s ur vi v al e v er y  3 mo nt hs u ntil t h e st u d y 
cl os ur e .

7. 5 Ass ess m e nt of S af et y

T h e s af et y pr ofil e of t h e st u d y dr u g will b e ass ess e d t hr o u g h t h e r e c or di n g, r e p orti n g a n d a n al y sis
of B as eli n e M e di c al C o n diti o ns, A Es, p h y si c al e x a mi n ati o n fi n di n gs i n cl u di n g vit al si g ns , E C G,
a n d l a b or at or y  t ests.

M e di c al hi st or y  an d p h ysi c al e x a mi n ati o n i nf or m ati o n will b e 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 a n d will b e c a pt ur e d i n t h e s o ur c e d o c u m e nt ati o n. P h ysi c al e x a mi n ati o ns p ost -b as eli n e will 
n ot b e c a pt ur e d f or i n cl usi o n i nt o t h e st u d y dat a b as e. 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 
i n p hys i c al e x a mi n ati o ns c o n d u ct e d aft er t h e a d mi nistr ati o n of t h e first d os e of st u d y dr u g will b e 
c a pt ur e d as a n A E 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. 

C o m pr e h e nsi v e ass ess m e nt of a n y a p p ar e nt t o xi cit y ex p eri e n c e d b y  e a c h p arti ci p a nt will b e 
p erf or m e d fr o m t h e ti m e of gi vi n g i nf or m e d c o ns e nt a n d t hr o u g h o ut t h e st u d y. T h e I n v esti g at or
will r e p ort a n y  A Es, w h et h er o bs er v e d b y  th e I n v esti g at or or r e p ort e d b y  th e p arti ci p a nt (s e e 
S e cti o n 7. 5. 1. 2 ). T h e r e p orti n g p eri o d f or A E s is d es cri b e d i n S e cti o n 7. 5. 1. 3 .
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7. 5. 1 A d v e rs e E v e nts

7. 5. 1. 1 A d v e rs e E v e nt D efi niti o ns

A d v e rs e E v e nt

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 arti ci p a nt a d mi nist er e d a p h ar m a c e uti c al pr o d u ct, 
r e g ar dl ess of c a us al r el ati o ns hi p wit h t his tr e at m e nt. T h er ef or e, a n A E c a n 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), s ym pt o m, or dis e as e t e m p or ally 
ass o ci at e d wit h t h e us e of a m e di ci n al pr o d u ct, r e g ar dl ess if it is c o nsi d er e d r el at e d t o t h e m e di ci n al 
pr o d u ct.

F or s ur gi c al or di a g n osti c pr o c e d ur es, t h e c o n diti o n/ill n ess l e a di n g t o s u c h a pr o c e d ur e i s 
c o nsi d er e d as t h e A E r at h er t h a n t h e pr o c e d ur e its elf.

T h e I n v esti g at or is r e q uir e d t o gr a d e t h e s e v erity or t o xi cit y of e a c h A E .

I n v esti g at ors will r ef er e n c e t h e N ati o n al C a n c er I nstit ut e – C o m m o n T er mi n ol o g y Crit eri a f or A E s 
( C T C A E), V ersi o n 4. 0, a d es cri pti v e t er mi n ol o g y  t h at c a n b e us e d f or A E r e p orti n g.

A g e n er al gr a di n g ( s e v erit y/i nt e nsit y; h er e aft er r ef err e d t o as s e v erit y ) s c al e is pr o vi d e d at t h e 
b e gi n ni n g of t h e a b o v e r ef er e n c e d d o c u m e nt, a n d s p e cifi c e v e nt gr a d es ar e als o pr o vi d e d.

If t h e s e v erit y for a n A E i s n ot s p e cifi c all y gr a d e d b y NCI -C T C A E, t h e I n v esti g at or i s t o u s e t h e 
g e n er al N CI -C T C A E d ef i niti o ns of Gr a d e 1 t hr o u g h Gr a d e 5, usi n g hi s or h er b est m e di c al 
j u d g m e nt.

T h e 5 g e n er al gr a d es ar e:

 Gr a d e 1 or Mil d

 Gr a d e 2 or M o d er at e

 Gr a d e 3 or S e v er e 

 Gr a d e 4 or L if e-t hr e at e ni n g

 Gr a d e 5 or D e at h 

A n y  cli ni c al A E wit h s e v erit y of Gr a d e 4 or 5 m ust als o b e r e p ort e d a s a n S A E. H o w e v er, a 
l a b or at or y ab n or m alit y o f Gr a d e 4, s u c h as a n e mi a or n e utr o p e ni a, is c o nsi d er e d s eri o us o nl y  if t h e 
c o n diti o n m e ets o n e of t h e s eri o us crit eri a s p e cifi e d b el o w .

If d e at h o c c urs , t h e pri m ar y  ca us e of d e at h or e v e nt l e adi n g t o d e at h s h o ul d b e r e c or d e d a n d 
r e p ort e d as a n S A E. “ F at al ” will b e r e c or d e d a s t h e o ut c o m e of t h is s p e cifi c e v e nt a n d d e at h will 
n ot b e r e c or d e d as s e p ar at e e v e nt. O nl y, if n o c a us e of d e at h c a n b e r e p ort e d ( e. g., s u d d e n d e at h, 
u n e x pl ai n e d d e at h), t h e d e at h p er s e mi g ht t h e n b e r e p ort e d as a n S A E.

I n v esti g at ors m ust als o s yst e m ati c all y ass ess t h e c a us al r el ati o ns hi p of A Es t o st u d y dr u g(s)/st u d y 
tr e at m e nt (i n cl u di n g a n y ot h er n o n -st u d y dr u gs, r a di ati o n t h er a p y, et c .) usi n g t h e f oll o wi n g 
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d efi niti o ns. D e cisi v e f a ct ors f or t h e ass ess m e nt of c a us al r el ati o ns hi p of a n A E t o M 4 3 4 4 i n cl u d e, 
b ut m a y  not b e li mit e d t o, t e m p or al r el ati o ns hi p b et w e e n t h e A E a n d t h e st u d y dr u g k n o w n si d e 
eff e cts of M 4 3 4 4 , m e di c al hist or y , c o n c o mit a nt m e di c ati o n, c o urs e of t h e u n d erl yi n g dis e as e, 
st u d y pr o c e d ur es.

U n r el at e d: N ot r e as o n a bly r el at e d t o t h e st u d y dr u g/ st u d y tr e at m e nt. A E c o ul d n ot m e di c all y 
( p h ar m a c ol o gi c ally/ cli ni c all y ) b e attri b ut e d t o t h e st u d y  dr u g/ st u d y tr e at m e nt u n d er 
st u d y in t his cli ni c al st u d y pr ot o c ol. A r e as o n a bl e alt er n ati v e e x pl a n ati o n m ust b e 
a v ail a bl e.

R el at e d: R e as o n a bl y r el at e d t o t h e st u d y dr u g/ st u d y tr e at m e nt. A E c o ul d m e di c all y 
( p h ar m a c ol o gi c ally/ cli ni c all y ) b e attri b ut e d t o t h e st u d y  dr u g/ st u d y tr e at m e nt u n d er 
st u d y  i n t his cli ni c al st u d y pr ot o c ol. 

A b n o r m al L a b o r at o r y Fi n di n gs a n d Ot h e r A b n o r m al I n v esti g ati o n al Fi n di n gs

A b n or m al l a b or at or y fi n di n gs a n d ot h er a b n or m al i n v esti g ati o n al fi n di n gs ( e. g., o n a n E C G tr a c e) 
s h o ul d n ot b e r e p ort e d as A Es u nl ess t h e y ar e ass o ci at e d wit h cli ni c al si g ns a n d s y m pt o ms, l e a d t o 
tr e at m e nt dis c o nti n u ati o n or ar e c o nsi d er e d ot h er wis e m e di c all y  im p ort a nt b y  th e I n v esti g at or. If 
a l a b or at or y a b n or m alit y f ulfills t h es e c rit eri a, t h e i d e ntifi e d m e di c al c o n diti o n (e. g., a n e mi a or
i n cr e as e d A L T) m ust b e r e p ort e d as t h e A E r at h er t h a n t h e a b n or m al v al u e its elf.

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

A n S 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 t h at at a n y d os e:

 R es ults i n d e at h.

 Is lif e-t hr e at eni n g. “ L if e-t hr e at e ni n g ” 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 is at 
ris k of d e at h at t h e ti m e of t h e e v e nt , n ot a n e v e nt t h at h y p ot h eti c all y  mi ght h a v e c a us e d
d e at h if it w as m or e s e v er e.

 R e q uir es i n p ati e nt h os pit ali z ati o n or pr ol o n g s a n e xisti n g h o s pit ali z ati o n.

 R es ults i n p ersist e nt or si g nifi c a nt dis a bilit y or i n c a p a city.

 Is a c o n g e nit al a n o m aly or birt h d ef e ct.

 Is ot h er wis e c o nsi d er e d t o b e m e di c all y  im p ort a nt. I mp ort a nt m e di c al e v e nts t h at m a y 
n ot r es ult i n d e at h, b e lif e-t hr e at e ni n g, or r e q uir e h os pit ali z ati o n m a y  be c o nsi d er e d a s 
S A Es w h e n, b as e d u p o n a p pr o pri at e m e di c al j u d g m e nt, t h e y ma y  je o p ar di z e t h e 
p arti ci p a nt or m a y  re 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 
o ut c o m es list e d a b o v e . E x a m pl es of s u c h e v e nts i n cl u d e all er gi c br o n c h os p as m 
r e q uiri n g i nt e nsi v e tr e at m e nt i n a n e m er g e n c y  ro o m or at h o m e, 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 i n p ati e nt h os pit ali z ati o n, or t h e 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.

F or t h e p ur p os es of r e p orti n g, a n y s us p e ct e d tr a ns missi o n of a n i nf e cti o us a g e nt vi a a st u d y dr u g
is als o c o nsi d er e d a n S A E , as d es cri b e d i n S e cti o n 7. 5. 1. 4 .
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E v e nts t h at D o N ot M e et t h e D efi niti o n of a n S A E

El e cti v e h os pit ali z ati o ns t o a d mi nist er, or t o si m plif y st u d y tr e at m e nt or st u d y pr o c e d ur es ( e. g., a n
o v er ni g ht st a y to f a cilit at e i ntr a v e n o us t h er a p y) ar e n ot c o nsi d er e d S A Es. H o w e v er, all e v e nts 
l e a di n g t o u n pl a n n e d h os pit ali z ati o ns or u n pl a n n e d pr ol o n g ati o n of a n el e cti v e h os pit ali z ati o n (f or 
e x a m pl e, u n d esir a bl e eff e ct s of a n y  ad mi nist er e d tr e at m e nt) m ust b e d o c u m e nt e d a n d r e p ort e d as 
S A Es.

E v e nts N ot t o B e C o nsi d e r e d as A Es/ S A Es 

M e di c al c o n diti o ns pr es e nt at t h e i niti al st u d y vi sit t h at d o n ot w ors e n i n s e v erit y or fr e q u e n c y 
d uri n g t h e st u d y ar e d efi n e d as B as eli n e M e di c al C o n diti o ns a n d ar e n ot t o b e c o nsi d er e d A Es.

A E/ S A Es O bs e r v e d i n Ass o ci ati o n wit h Dis e as e P r o g r essi o n 

Pr o gr essi o n of t h e dis e as e/ dis or d er b ei n g st u di e d ass ess e d b y  me as ur e m e nt of l esi o ns o n 
r a di o gr a p hs or ot h er m et h o ds as w ell as ass o ci at e d cli ni c al si g ns or s ym pt o ms (i n cl u di n g 
l a b or at or y ab n or m aliti es) 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 p arti c i p a nt’s g e n er al 
c o n diti o n is 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 a n d/ or u nl ess t h e o ut c o m e 
is f at al wit hi n t h e a d v ers e e v e nt r e p orti n g p eri o d ( as d efi n e d i n Se cti o n 7. 5. 1. 3 ).

7. 5. 1. 2 M et h o ds o f R e c o r di n g a n d Ass essi n g A d v e rs e E v e nts

At e a c h st u d y visit, t h e p arti ci p a nt will b e q u eri e d o n c h a n g es i n his or h er c o n diti o n. D uri n g t h e 
r e p orti n g p eri o d , a n y u nf a v or a bl e c h a n g es i n t h e p arti ci p a nt ’s c o n diti o n will b e r e c or d e d a s A E s, 
r e g ar dl ess if r e port e d b y  t h e p arti ci p a nt or o bs er v e d b y  t h e I nv esti g at or. 

C o m pl et e, a c c ur at e a n d c o nsist e nt d at a o n all A Es e x p eri e n c e d f or t h e d ur ati o n of t h e r e p orti n g 
p eri o d ( d efi n e d b el o w) will b e r e p ort e d o n a n o n g oi n g b asis i n t h e a p pr o pri at e s e cti o n of t h e e C R F. 
All S A Es m ust b e a d diti o n all y  do c u m e nt e d a n d r e p ort e d usi n g t h e a p pr o pri at e R e p ort F or m a s 
d es cri b e d i n S e cti o n 7. 5. 1. 4 .

It is i m p ort a nt t h at e a c h A E r e p ort i n cl u d es a d es cri pti o n of t h e e v e nt, it s d ur ati o n ( o ns et a n d 
r es ol uti o n d at es a n d als o o ns et a n d r es ol uti o n ti m e s), w h e n it is i m p ort a nt t o ass ess t h e ti m e of A E 
o ns et r el ati v e t o t h e r e c or d e d tr e at m e nt a d mi nistr ati o n ti m e, its s e v erit y, its c a us al r el ati o ns hi p 
wi t h t h e st u d y tr e at m e nt, a n y  ot h er p ot e nti al c a us al f a ct ors, a n y tr e at m e nt gi v e n or ot h er a cti o n 
t a k e n, i n cl u di n g d os e m o difi c ati o n or dis c o nti n u ati o n of t h e st u d y dr u g, a n d its o ut c o m e. I n 
a d diti o n, s eri o us c as es s h o ul d b e i d e ntifi e d, a n d t h e a p pr o pri at e seri o us n ess crit eri a d o c u m e nt e d. 
If a n A E c o nstit ut es a D L T t his is d o c u m e nt e d a c c or di n gl y.

S p e cifi c g ui d a n c e c a n b e f o u n d i n t h e e C R F C o m pl eti o n a n d M o nit ori n g C o n v e nti o ns pr o vi d e d 
b y  t h e S p o ns or.
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7. 5. 1. 3 D efi niti o n of t h e A d v e rs e E v e nt R e p o rti n g P e ri o d

T h e A E r e p orti n g p eri o d f or s af et y s ur v eill a n c e b e gi ns w h e n t h e p arti ci p a nt is i niti all y in cl u d e d i n 
t h e st u d y ( d at e of first si g n at ur e of i nf or m e d c o ns e nt/ d at e of first si g n at ur e of first i nf or m e d 
c o ns e nt) a n d c o nti n u es u ntil t h e S af et y F oll o w-u p Visit . 

A n y S A E ass ess e d as r el at e d t o t h e st u d y dr u g m ust b e r e c or d e d a n d r e p ort e d w h e n e v er it o c c urs, 
irr es p e cti v e of t h e ti m e el a ps e d si n c e t h e l ast a d mi nistr ati o n of st u d y dr u g.

7. 5. 1. 4 P r o c e d u r e f o r R e p o rti n g S e ri o us A d v e rs e E v e nts, A d v e rs e 
E v e nts of S p e ci al I nt e r est a n d D os e Li miti n g T o xi citi es

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

I n t h e e v e nt of a n y n e w S A E o c c urri n g d uri n g t h e r e p orti n g p eri o d, t h e I n v esti g at or m ust 
i m m e di at el y (wit hi n a m a xi m u m of 2 4 H O U R S aft er b e c o mi n g a w ar e of t h e e v e nt) i nf or m t h e 
S p o ns or or its d esi g n e e i n writi n g. All writt e n r e p orts s h o ul d b e tr a ns mitt e d usi n g t h e S A E R e p ort 
F or m, w hi c h m ust b e c o m pl et e d b y  t h e I n v esti g at or f oll o wi n g s p ecifi c c o m pl eti o n i nstr u cti o ns.

I n e x c e pti o n al cir c u mst a n c es, a n S A E ( or f oll o w- u p i nf or m ati o n) m a y  be r e p ort e d b y  tel e p h o n e; 
i n t h es e c as es, a writt e n r e p ort m ust b e s e nt i m m e di at el y th er e aft er b y  fa x or e- m ail. N a m es, 
a d dr ess es, a n d t el e p h o n e a n d f a x n u m b ers f or S A E r e p orti n g will b e i n cl u d e d i n t h e st u d y-s p e cifi c 
S A E R e p ort F or m.

R el e v a nt p a g es fr o m t h e e C R F m a y  be pr o vi d e d i n p ar all el (f or e x a m pl e, m e di c al hist or y , 
c o n c o mit a nt dr u gs). A d diti o n al d o c u m e nts m a y  be pr o vi d e d b y  th e I n v esti g at or, if a v ail a bl e (f or 
e x a m pl e, l a b or at or y r es ults, h os pit al r e p ort, a ut o ps y r e p ort). I n all c as es, t h e i nf or m ati o n pr o vi d e d 
o n t h e S A E R e p ort F or m m ust b e c o nsist e nt wit h t h e d at a a b o ut t h e e v e nt r e c or d e d i n t h e e C R F.

T h e I n v esti g at or m ust r es p o n d t o a n y r e q u est f or f ollo w- u p i nf or m ati o n ( e. g., a d diti o n al 
i nf or m ati o n, o ut c o m e, fi n al e v al u ati o n, ot h er r e c or ds w h er e n e e d e d) or t o a n y  qu esti o n t h e 
S p o ns or/ d esi g n e e m a y  h av e o n t h e A E wit hi n t h e s a m e ti m eli n es as t h os e n ot e d a b o v e f or i niti al 
r e p orts. T his i s n e c ess ar y  to e ns u r e pr o m pt ass ess m e nt of t h e e v e nt b y  th e S p o ns or or d esi g n e e a n d 
( as a p pli c a bl e) t o all o w t h e S p o ns or t o m e et stri ct r e g ul at or y ti m eli n es ass o ci at e d wit h e x p e dit e d 
s af et y r e p orti n g o bli g ati o ns.

R e q u ests f or f oll o w -u p will us u all y  b e m a d e vi a t h e r es p o nsi ble M o nit or, alt h o u g h i n e x c e pti o n al 
cir c u mst a n c es t h e Gl o b al Dr u g S af et y d e p art m e nt m a y  co nt a ct t h e I n v esti g at or dir e ctl y t o o bt ai n 
f urt h er i nf or m ati o n or t o dis c uss t h e e v e nt.

D os e Li miti n g T o xi citi es 

E a c h e v e nt m e eti n g t h e crit eri a of a D L T (s e e S e cti o n 5. 2. 6 ) m ust b e r e c or d e d i n t h e e C R F wit hi n 
2 4 H O U R S aft er t h e I n v esti g at or b e c o m es a w ar e of t h e e v e nt. S eri o us D L Ts m ust b e r e p ort e d i n 
a n e x p e dit e d m a n n er as S A Es as o utli n e d a b o v e.
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7. 5. 1. 5 S af et y R e p o rti n g t o H e alt h A ut h o riti es, I n d e p e n d e nt Et hi cs 
C o m mitt e es/ I nstit uti o n al R e vi e w B o a r ds a n d I n v esti g at o rs

T h e S p o ns or will s e n d a p pr o pri at e s af et y n otifi c ati o ns t o H e alt h A ut h oriti es i n a c c or d a n c e wit h 
a p pli c a bl e l a ws a n d r e g ul ati o ns.

T h e I n v esti g at or m ust c o m pl y  wit h a n y  ap pli c a bl e sit e-s p e cifi c r e q uir e m e nts r el at e d t o t h e 
r e p orti n g of S A Es ( p arti c ul arl y d e at hs) i n v ol vi n g st u d y p arti ci p a nt s t o t h e I E C/IR B t h at a p pr o v e d 
t h e st u d y.

I n a c c or d a n c e wit h I C H G C P, t h e S p o ns or/ d esi g n e e will i nf or m t h e I n v esti g at or of “fi n di n gs t h at 
c o ul d a d v ers el y  aff e ct t h e s af et y of p arti ci p a nt s, i m p a ct t h e c o n d u ct of t h e st u d y or alt er t h e 
I E C’s/I R B’s a p pr o v al/f a v or a bl e o pi ni o n t o c o nti n u e t h e st u d y. ” I n p arti c ul ar a n d i n li n e wit h 
r es p e cti v e r e g ul ati o ns, t h e S p o ns or/ d esi g n e e will i nf or m t h e I nv esti g at or of A Es t h at ar e b ot h 
s eri o us a n d u n e x p e ct e d a n d ar e c o nsi d er e d t o b e r el at e d t o t h e a d mi nist er e d pr o d u ct ( “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 ns ” or S U S A Rs). T h e I n v esti g at or s h o ul d pl a c e c o pi es of S af et y 
R e p orts i n t h e I n v esti g at or S it e Fil e. N ati o n al r e g ul ati o ns wit h r e g ar d t o S af et y  Re p ort n otifi c ati o ns 
t o I nv esti g at or s will b e c o nsi d er e d .

W h e n s p e cifi c all y re q uir e d b y  re g ul ati o ns a n d g ui d eli n es, t h e S p o ns or/ d esi g n e e will pr o vi d e 
a p pr o pri at e S af et y R e p ort s dir e ctl y  to t h e c o n c er n e d l e a d I E C/IR B a n d will m ai nt ai n r e c or ds of 
t h es e n otifi c ati o ns. W h e n dir e ct r e p orti n g is n ot cl e arl y d efi n e d b y  nati o n al or sit e-s p e cifi c 
r e g ul ati o ns, t h e I n v esti g at or will b e r es p o nsi bl e f or pr o m ptl y  n otif yi n g t h e c o n c er n e d I E C/IR B of 
a n y  Saf et y R e p orts pr o vi d e d b y  th e S p o ns or/ d esi g n e e a n d of fili n g c o pi es of all r el at e d 
c orr es p o n d e n c e i n t h e I nv esti g at or Sit e Fil e.

F or st u di es c o v er e d b y  th e E ur o p e a n Dir e cti v e 2 0 0 1/ 2 0/ E C, t h e S p o ns or’s r es p o nsi biliti es 
r e g ar di n g t h e r e p orti n g of S A Es/ S U S A Rs/ S af et y  Iss u es will b e c arri e d o ut i n a c c or d a n c e wit h t h at 
Dir e cti v e a n d wit h t h e r el at e d D et ail e d G ui d a n c e d o c u m e nts.

7. 5. 1. 6 M o nit o ri n g of P a rti ci p a nt s wit h A d v e rs e E v e nts

A Es ar e r e c or d e d a n d ass ess e d c o nti n u o usl y  thr o u g h o ut t h e st u d y (s e e S e cti o n 7. 5. 1. 3 ) a n d ar e 
ass ess e d f or fi n al o ut c o m e at t h e S af et y F oll o w - u p Visit . All S A Es o n g oi n g at t h e S af et y  Foll o w - u p 
Visit m ust b e m o nit or e d a n d f oll o w e d u p b y  th e I n v esti g at or u ntil st a bili z ati o n or u ntil t h e o ut c o m e 
is k n o w n, u nl ess t h e p arti ci p a nt is d o c u m e nt e d as “l ost t o f oll o w-u p ”. R e as o n a bl e att e m pts t o 
o bt ai n t his i nf or m ati o n m ust b e m a d e a n d d o c u m e nt e d. It is als o t h e r es p o nsi bilit y of t h e 
I n v esti g at or t o e ns ur e t h at a n y  ne c ess ar y  ad diti o n al t h er a p e uti c m e as ur es a n d f oll o w- u p pr o c e d ur es 
ar e p erf or m e d. 

7. 5. 2 P r e g n a n c y a n d I n Ut e r o D r u g E x p os u r e 

7. 5. 2. 1 P r e g n a n c y

T h e pr e g n a n ci es c o nsi d er e d t o b e r el at e d t o t h e st u d y int er v e nti o n b y  t h e I n v esti g at or ( e. g., 
r es ulti n g fr o m a dr u g i nt er a cti o n wit h a c o ntr a c e pti v e m et h o d) ar e A Es. H o w e v er, all pr e g n a n ci es 
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wit h a n esti m at e d c o n c e pti o n d at e d uri n g t h e p eri o d d efi n e d i n S e cti o n  7. 5. 1. 3 m ust b e r e c or d e d 
i n t h e A E p a g e/s e cti o n of t h e e C R F f or b ot h pr e g n a n ci es i n f e m al e p arti ci p a nts a n d pr e g n a n ci es  i n 
f e m al e p art n ers of m al e p arti ci p a nts. T h e I n v esti g at or m ust n otif y  th e S p o ns or/ d esi g n e e i n a n 
e x p e dit e d m a n n er of a n y pr e g n a n c y usi n g t h e Pr e g n a n c y R e p ort F or m, w hi c h m ust b e tr a ns mitt e d 
b y  t h e s a m e pr o c ess s p e cifi e d f or S A E r e p orti n g.

I n v esti g at ors m ust a cti v el y  foll o w - u p, d o c u m e nt a n d r e p ort o n t h e o ut c o m e of all t h es e 
pr e g n a n ci es, e v e n if t h e p arti ci p a nts ar e wit h dr a w n fr o m t h e st u d y .

T h e I n v esti g at or m ust n otif y  t h e S p o ns or/ d esi g n e e of t h es e o ut c o m es usi n g t h e Pr e g n a n c y R e p ort 
F or m. If a n a b n or m al o ut c o m e o c c urs, t h e S A E R e p ort F or m will b e us e d if t h e p arti ci p a nt s ust ai ns 
a n e v e nt a n d t h e P ar e nt -C hil d/ F et us A d v ers e E v e nt R e p ort F or m if t h e c hil d/f et us s ust ai ns a n 
e v e nt. A n y a b n or m al o ut c o m e ( e. g., s p o nt a n e o us a b orti o n, f et al d e at h, still birt h, c o n g e nit al 
a n o m ali es, e ct o pi c pr e g n a n c y ) m ust b e r e p ort e d i n a n e x p e dit e d m a n n er, as s p e cifi e d i n 
S e cti o n 7. 5. 1. 3, w hil e n or m al o ut c o m es m ust b e r e p ort e d wit hi n 4 5 d a y s aft er d eli v er y.

I n t h e e v e nt of a pr e g n a n c y  in a p arti ci p a nt o c c urri n g d uri n g t h e st u d y, t h e p arti ci p a nt m ust b e 
dis c o nti n u e d fr o m st u d y int er v e nti o n. T h e S p o ns or/ d esi g n e e m ust b e n otifi e d wit h o ut d el a y  an d 
t h e p arti ci p a nt m ust b e f oll o w e d as i n di c at e d a b o v e.

L a ct ati o n

It is u n k n o w n if M 4 3 4 4 is e x cr et e d i n h u m a n br e ast mil k . Be c a us e of t h e p ot e nti al f or s eri o us 
r e a cti o ns i n br e astf e e di n g i nf a nts, w o m e n s h o ul d b e a d vis e d n ot t o br e astf e e d w hil e t a ki n g M 4 3 4 4 
a n d f or 6 m o nt hs aft er c ess ati o n of tr e at m e nt.

7. 5. 2. 2 C o nt r a c e pti o n

S tri ct us e of c o ntr a c e pti o n is r e q uir e d f or at l e ast 6 m o nt hs aft er t h e l ast d os e of M 4 3 4 4. M al e
p arti ci p a nts tr e at e d wit h M 4 3 4 4 ar e a d vis e d t o us e eff e cti v e c o ntr a c e pti o n a n d t o a v oi d f at h eri n g 
a c hil d d uri n g a n d u p t o 3 m o nt hs aft er tr e at m e nt. Parti ci p a nts s h o ul d b e i nf or m e d t h at f ertilit y 
mi g ht b e i m p air e d l o n g- t er m a n d m a y o pt t o cr yo pr es er v e s p er m or o v a pri or t o tr e at m e nt.

F e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al ( d efi n e d b el o w) a n d mal e p arti ci p a nt s wit h p art n ers 
of c hil d b e ari n g p ot e nti al m ust a d h er e t o c o ntr a c e pti o n g ui d eli n es as d es cri b e d b el o w.

W o m a n of 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, as s p e cifi e d 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, c o nsi d er a d diti o n al e v al u ati o n.

A w o m a n of c hil d b e ari n g p ot e nti al is n ot :

1. Pr e m e n ar c h al

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 0 9 / 1 5 9

2. A 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:

o D o c u m e nt e d h ys t er e ct o m y

o D o c u m e nt e d bil at er al s al pi n g e ct o m y

o D o c u m e nt e d bil at er al o o p h or e ct o m y

D o c u m e nt ati o n 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 f e m al e’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.

F or a f e m al e wit h p er m a n e nt i nf ertilit y  d u e t o a n alt er n at e 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), In v esti g at or dis cr eti o n a p pli es t o d et er mi n e 
st u d y e ntr y.

3. A p ost m e n o p a us al f e m al e

o 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.

 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 a y  be 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 a f e m al e n ot usi n g h or m o n al c o ntr a c e pti o n 
or h or m o n al r e pl a c e m e nt t h er a p y  ( H R T). H o w e v er, i n t h e a bs e n c e of 
1 2 m o nt hs of a m e n orr h e a, m or e t h a n 1 F S H m e as ur e m e nt is r e q uir e d 
i n t h e p ost m e n o p a us al r a n g e.

o 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 s h e wis h es t o c o nti n u e H R T d uri n g t h e st u d y. Ot h er wis e, t h e 
p arti ci p a nts 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.

A c c e pt a bl e c o ntr a c e pti v e m et h o ds m ust b e us e d fr o m t h e 2 8 d a y s (f or f e m al e p arti ci p a nts) or fr o m 
t h e S cr e e ni n g Visit (f or m al e p arti ci p a nts) b ef or e first d os e of st u d y dr u g t hr o u g h 6 m o nt hs aft er 
t h e l ast d os e of st u d y dr u g a n d i n cl u d e t h e f oll o wi n g: 

 I m pl a nt a bl e pr o g est o g e n -o nl y  hor 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

 I ntr a ut eri n e d e vi c e (I U D)

 I ntr a ut eri n e h or m o n e-r el e asi n g sys t e m (I U S)

 Bil at er al t u b al o c cl usi o n

 V as e ct o mi z e d p art n er: a hi g hl y e ff 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 a 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. 
Ot h er wis e, us e 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. T h e 
s p er m at o g e n esis c ycl e is a p pr o xi m at el y  9 0 d a ys.

N ot es:

 C o ntr a c e pti v e us e b y  me n or w o m e n is c o nsist e nt wit h l o c al r e g ul ati o ns o n t h e us e of 
c o ntr a c e pti v e m et h o ds f or cli ni c al st u d y  p arti ci p a nts.
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 Hi g hl y eff e cti v e m et h o ds ar e t h os e wit h a f ail ur e r at e of < 1 % p er y e ar w h e n us e d 
c o nsist e ntl y  an d c orr e ctl y . T y pi c al us e f ail ur e r at es diff er fr o m t h os e w h e n u s e d 
c o nsist e ntl y  a n d c orr e ctl y.

 If l o c all y re q uir e d, i n a c c or d a n c e wit h Cli ni c al Tri al F a cilit ati o n Gr o u p g ui d eli n es, 
a c c e pt a bl e c o ntr a c e pti v e m et h o ds ar e li mit e d t o t h os e w hi c h i n hi bit o v ul ati o n as t h e 
pri m ar y  m o d e of a cti o n.

 P eri o di c a bsti n e n c e ( c al e n d ar, s ym pt ot h er m al, p o st -o v ul ati o n m et h o ds), wit h dr a w al 
( c oit us i nt err u pt us), s p er mi ci d es o nl y , a n d l a ct ati o nal a m e n orr h e a m et h o d ar e n ot 
a c c e pt a bl e m et h o ds of c o ntr a c e pti o n f or t his st u d y. M al e c o n d o m a n d f e m al e c o n d o m 
c a n n ot b e us e d t o g et h er ( d u e t o ris k of f ail ur e wit h fri cti o n).

M al e p arti ci p a nt s m ust n ot d o n at e s p er m fr o m t h e S cr e e ni n g Visit t hr o u g h 6 m o nt hs aft er t h e l ast 
d os e of st u d y  dr u g.

7. 5. 3 Cli ni c al L a b o r at o r y Ass ess m e nts

Bl o o d s a m pl es will b e a n al y z e d at a l o c al or c e ntr al l a b or at or y . O n all st u d y da y s, bl o o d s a m pl e s 
s h o ul d b e c oll e ct e d b ef or e t h e first d os e of t h e st u d y dr u g. C h e mistr y a n d h e m at ol o g y  t esti n g will 
b e p erf or m e d o n t h e d a ys  sp e cifi e d i n t h e S c h e d ul e of Ass ess m e nts (s e e T a bl e 1 , T a bl e 2 , T a bl e 3 , 
T a bl e 4, T a bl e 5 , T a bl e 6, T a bl e 7 , a n d T a bl e 9 ).

T h e list of a n al y t es f or e a c h p a n el is s h o w n i n T a bl e 1 5.  All a n al y t es will b e t est e d at S cr e e ni n g. 
F or ot h er visits, c ert ai n a n al y t e s will n ot b e ass ess e d at e v er y  c he mistr y  or h e m at ol o g y ti m e p oi nt. 
L a b or at or y  t est r es ults t h at ar e a b n or m al a n d c o nsi d er e d cli ni c all y si g nifi c a nt m ust b e r e p ort e d as 
A E s.
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T a bl e 1 5 S af et y L a b o r at o r y T est P a n els

S er u m C h e mi str y a H e m at ol o g y a U ri n al y si s a, d

Gl u c o s e

Bl o o d ur e a nitr o g e n/ Ur e a b

Cr e ati ni n e

S o di u m

P ot a s si u m

C al ci u m

C hl ori d e

M a g n e si u m

Bi c ar b o n at e

I n or g a ni c p h o s p h at e

T ot al bilir u bi n

Dir e ct bilir u bi n

T ot al pr ot ei n

Al b u mi n

Cr e ati n e ki n a s e c

Al k ali n e p h o s p h at a s e

A s p art at e a mi n otr a n sf er a s e 

Al a ni n e a mi n otr a n sf er a s e

L a ct at e d e h y dr o g e n a s e

Uri c a ci d c

T h yr oi d sti m ul ati n g h or m o n e c

H e m o gl o bi n

Er yt hr o c yt e s
M e a n c or p u s c ul ar h e m o gl o bi n
M e a n c or p u s c ul ar h e m o gl o bi n 
c o n c e ntr ati o n
M e a n c or p u s c ul ar v ol u m e

R eti c ul o c yt e s

Pl at el et s

L e u k o c yt e s

Diff er e nti al ( a b s ol ut e a n d/ or p er c e nt e ):

E o si n o p hil s

B a s o p hil s

N e utr o p hil s

L y m p h o c yt e s

M o n o c yt e s

C o a g ul ati o n st u di e s a, c

A cti v at e d p arti al t hr o m b o pl a sti n ti m e

Pr ot hr o m bi n ti m e

Pr ot hr o m bi n ti m e I nt er n ati o n al 
N or m ali z e d R ati o

L e u k o c yt e e st er a s e

Ni trit e

Ur o bili n o g e n

Uri n e pr ot ei n

p H

Uri n e bl o o d

S p e cifi c gr a vit y

Uri n e k et o n e

Uri n e bilir u bi n

Uri n e gl u c o s e

a L a b s will b e p erf or m e d at S cr e e ni n g ( P art s A, A 2, A 3 , a n d B 1 : T a bl e 1 ; P art s C 1, C 2, a n d C 3: T a bl e 2 ) a n d 
at s p e cifi e d ti m e s d uri n g t h e Tr e at m e nt a n d F oll o w - up P eri o d (T a bl e 3, T a bl e 4, T a bl e 5, T a bl e 6 , T a bl e 7 , a n d 
T a bl e 9 ).

b If bl o o d ur e a nitr o g e n c a n n ot b e c oll e ct e d, ur e a m a y b e s u b stit ut e d . 

c  Cr e ati n e ki n a s e, uri c a ci d, t h yr oi d sti m ul ati n g h or m o n e, a n d c o a g ul ati o n p ar a m et er s will o nl y b e t e st e d at 
S cr e e ni n g. T h yr oi d sti m ul ati n g h or m o n e n ot r e q uir e d f or P art A 3 or P art s C

d If uri n al y si s r e s ult s ar e p o siti ve f or l e u k o c yt e e st er a s e, nitrit e, pr ot ei n, or bl o o d, mi cr o s c o pi c e x a mi n ati o n of 
uri n e will b e p erf or m e d, a n d r e s ult s pr o vi d e d f or l e u k o c yt e s, er yt hr o c yt e s, cr y st al s, b a ct eri a a n d c a st s.

e  P er l o c al l a b or at or y a v ail a bilit y.

S af et y  la b or at or y  tests fr o m S cr e e ni n g m ust h a v e n o cli ni c all y si g nifi c a nt fi n di n gs t h at pr e cl u d e 
p arti ci p ati o n i n t h e st u d y , as j u d g e d b y t h e I n v esti g at or, i n or d er f or a p arti ci p a nt t o b e e nr oll e d.

Uri n al y sis will b e p erf or m e d at S cr e e ni n g a n d as cli ni c a ll y i n di c at e d.

S er u m t ot al t est ost er o n e will b e m e as ur e d at S cr e e ni n g a n d S af et y F oll o w -u p i n m al e p arti ci p a nt s 
i n P arts A a n d B.

S er ol o gi c t u m or m ar k ers, i n cl u di n g P S A or C A - 1 2 5, will b e m e as ur e d a s p er t h e S c h e d ul e of 
Ass ess m e nts (T a bl e 1,  T a bl e 2,  T a bl e 3,  T a bl e 4 , T a bl e 5, T a bl e 6 , T a bl e 7,  a n d T a bl e 9 ) f or 
p arti ci p a nt s wit h r el e v a nt t u m ors. A d diti o n al s er ol o gi c t u m or  m a y  be 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 c h e d ul e of Ass ess m e nts as d e e m e d a p pr o pri at e, d e p e n di n g o n t h e 
p arti ci p a nt 's pri m ar y  mali g n a n c y  (e. g. , C E A f or p arti ci p a nt s wit h c ol o n c a n c er or C A 1 9 - 9 f or 
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p arti ci p a nt s wit h p a n cr e ati c c a n c er). Of n ot e, s er ol o gi c t u m or m ar k er d at a sh o ul d n ot b e u s e d f or 
R E CI S T r es p o ns e ass ess m e nts or f or tr e at m e nt d e cisi o ns. 

Pr e g n a n c y  testi n g f or f e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al (i n cl u d es t h os e wit h t u b al 
li g ati o n):

 At S cr e e ni n g, o n D a y 1 of C y cl e 1, a n d c o nti n ui n g t hr o u g h t h e S af et y F oll o w -u p Visit, 
f e m al e p arti ci p a nt s of c hil d b e ari n g p ot e nti al will b e f oll o w e d wit h uri n e β- h u m a n 
c h ori o ni c g o n a d otr o pi n ( β-h C G) t esti n g a n d, w h e n t h er e ar e n o s c h e d ul e d st u d y vi sit s, 
wit h uri n e h o m e pr e g n a n c y  t est kits pr o vi d e d b y t h e sit e; a n d

 Bi m o nt hl y  (a p pr o xi m at el y  ev er y  8 w e e ks) f or 6 m o nt hs f oll o wi n g t h e l ast d os e of st u d y 
dr u g wit h a uri n e h o m e pr e g n a n c y  t est kits pr o vi d e d b y t h e sit e.

If a ur i n e pr e g n a n c y  te st is p ositi v e, all st u d y dr u g d osi n g will st o p, a n d t h e pr e g n a n c y  will b e 
c o nfir m e d wit h a s er u m β- h C G t est. If c o nfir m e d, t h e pr e g n a n c y  will b e r e p ort e d, a n d t h e 
p arti ci p a nt will b e p er m a n e ntl y  wit h dr a w n fr o m st u d y dr u g d osi n g a s dis c uss e d i n S e cti o n 7. 5. 2 . 
If a pr e g n a n c y t est is p ositi v e, t h e pr o c e d ur es o utli n e d i n S e cti o n 7. 5. 2 will b e f oll o w e d.

A d diti o n al E v al u ati o ns: A d diti o n al cli ni c al l a b or at or y ev al u ati o ns will b e p erf or m e d at ot h er ti m e s 
if j u d g e d t o b e cli ni c ally a p pr o pri at e.

7. 5. 4 Vit al Si g ns, P h ysi c al E x a mi n ati o ns, a n d Ot h e r Ass ess m e nts

7. 5. 4. 1 P h ysi c al E x a mi n ati o n a n d Vit al Si g ns

A p h y si c al e x a mi n ati o n of all b o d y  sys t e ms a n d vit al si g ns ass ess m e nt will b e p erf or m e d at 
S cr e e ni n g a n d s el e ct e d st u d y visits (s e e T a bl e 1,  T a bl e 2,  T a bl e 3 , T a bl e 4 , T a bl e 5, T a bl e 6,  
T a bl e 7,  a n d T a bl e 9 ). At ot h er visits, s ym pt o m -dir e ct e d p h y si c al e x a mi n ati o n a n d s ym pt o m -
dir e ct e d vit al si g n ass ess m e nts c a n b e p erf or m e d at t h e dis cr eti o n of t h e I nv esti g a t or or h e alt h c ar e 
pr o vi d er .

A p h y si c al e x a mi n ati o n will i n cl u d e a r e vi e w of t h e f oll o wi n g s yst e ms: h e a d/ n e c k /t h yr oi d; 
e y es/ e ars/ n os e/t hr o at ; r es pir at or y; c ar di o v a s c ul ar; l ym p h n o d es; a b d o m e n; s ki n; m us c ul os k el et al; 
a n d n e ur ol o gi c al. F or p arti ci p a nt s i n P ar ts B a n d C, a h e ari n g ass ess m e nt will b e p erf or m e d as p art 
of t h e p h y si c al e x a mi n ati o n at t h e S cr e e ni n g Visit, o n D a y 1 of e a c h tr e at m e nt c y cl e, a n d at t h e 
S af et y  Foll o w - u p Visit. Br e ast, a n or e ct al, a n d g e nit al e x a mi n ati o ns will b e p erf or m e d w h e n 
m e di c all y i n di c at e d. Aft er S cr e e ni n g, a n y cli ni c all y  si gnifi c a nt a b n or m al fi n di n gs i n p h y si c al 
e x a mi n ati o ns will b e r e p ort e d as A Es.

Vit al si g ns i n cl u d e bl o o d pr ess ur e (s ys t oli c a n d di ast oli c), t e m p er at ur e, p uls e r at e, a n d r es pir ati o n 
r at e. T h es e will b e ass ess e d foll o wi n g a 5- mi n ut e r est i n t h e s u pi n e p ositi o n.

7. 5. 4. 2 El e ct r o c a r di o g r a m

St a n d ar d 1 2- l e a d E C Gs will b e p erf or m e d usi n g a m a c hi n e wit h pri nt o ut a c c or di n g t o t h e S c h e d ul e 
of Ass ess m e nts (T a bl e 1,  T a bl e 2,  T a bl e 3,  T a bl e 4,  T a bl e 5, T a bl e 6,  T a bl e 7,  a n d T a bl e 9 ). 
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A d diti o n al st a n d ar d 1 2 -l e a d E C Gs will b e p erf or m e d at a ny ot h er ti m e if cli ni c all y i n di c at e d. T h e 
p erf or m a n c e of all E C Gs will a d h er e t o t h e f oll o wi n g g ui d eli n es:

 T h e p arti ci p a nt will b e i nstr u ct e d t o r est i n t h e s u pi n e p ositi o n f or at l e ast 5 mi n ut es 
b ef or e h a vi n g a n E C G p erf or m e d

 If p ossi bl e, t h e E C G will b e p erf or m e d b ef or e a n y ot h er pr o c e d ur es t h at m a y  aff e ct h e art 
r at e, s u c h as bl o o d dr a ws.

T h e E C G tr a c es will b e m a n u all y  re a d at t h e st u d y sit e at t h e S cr e e ni n g a n d S af et y F oll o w -u p 
Visits. T h e E C G m a c hi n e will c o m p ut e t h e P R, Q T, a n d Q T c i nt er v als, Q R S d ur ati o n, a n d h e art 
r at e. R R i nt er v als will b e c al c ul at e d l at er d uri n g a n al ys is. A pri nt o ut of t h e E C G tr a c es will b e 
m a d e f or s af et y r e vi e w b y t h e I n v esti g at or a n d m ai nt ai n e d wit h s o ur c e d o c u m e nt ati o n. Cli ni c all y 
si g nifi c a nt E C G a b n or m aliti es o c c urri n g d uri n g t h e st u d y t hr o u g h t h e S af et y F oll o w-u p Visit will 
b e r e c or d e d as A Es.

F or p arti ci p a nts i n St a g es 1 a n d 2 of P arts C, tri pli c at e 1 2- l e a d E C Gs wit h di git al u pl o a d f or 
c e ntr ali z e d a n al ys is will b e m e as ur e d at t h e ti m es of M 4 3 4 4 P K s a m pli n g o n D a ys 1 a n d D a y 2 of 
C y cl e 1 o nl y.

7. 6 P h a r m a c o k i n eti cs

7. 6. 1 Bl o o d S a m pli n g

F or t h e e v al u ati o n of pl as m a c o n c e ntr ati o ns of M 4 3 4 4 (a n d m et a b olit es as a p pr o pri at e) , bl o o d 
s a m pl es will b e c oll e ct e d fr o m all p arti ci p a nt s a c c or di n g t o t h e S c h e d ul e of Ass ess m e nts (T a bl e 3,  
T a bl e 4,  T a bl e 5 , T a bl e 6 , T a bl e 7 , T a bl e 8,  T a bl e 9,  a n d T a bl e 1 0 ). T h es e s a m pl es m a y  als o b e 
us e d f or e v al u ati o ns of m et a b olit es of M 4 3 4 4 , f or f urt h er e v al u ati o n of t h e bi o a n al yti c al m et h o d, 
a n d f or a n al ys es t h at pr o vi d e i nf or m ati o n o n t h e m et a b oli c p at h w a y s us e d b y  or aff e ct e d b y  
M 4 3 4 4 .

F or t h e d et er mi n ati o n of M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e ) c o n c e ntr ati o ns at e a c h ti m e p oi nt, 
a p pr o xi m at el y  4 m L  of bl o o d will b e c oll e ct e d f or pl as m a P K as s a ys. Bl o o d s a m pl es will b e 
c oll e ct e d vi a dir e ct v e ni p u n ct ur e or b y  an i n d w elli n g c at h et er i nt o V a c ut ai n er ® t u b es c o nt ai ni n g 
K 2 E D T A a nti c o a g ul a nt. D et ail e d P K bl o o d s a m pl e c oll e cti o n, pr o c essi n g, h a n dli n g, a n d st or a g e 
i nstr u cti o ns will b e pr o vi d e d i n t h e L a b or at or y  Ma n u al. T h e s hi p m e nt a d dr ess a n d a s s a y  la b or at or y 
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 ati o n al sit e b ef or e i niti ati o n of t h e st u d y .

T h e P K s a m pli n g s c h e d ul e m a y  be m o difi e d u p o n a gr e e m e nt of t h e cli ni c al p h ar m a c ol o gist a n d 
I n v esti gat or s t o o pti mi z e t h e s a m pli n g ti m e f or M 4 3 4 4 dis p ositi o n. All eff orts will b e m a d e t o 
o bt ai n t h e P K 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. A ct u al ti m e of d osi n g –
i n cl u di n g l ast pri or d os e f or pr e d os e s a m pl es a n d a ct u al P K s a m pl e c oll e cti o n ti m es m ust b e 
d o c u m e nt e d at t h e sit e a n d r e c or d e d o n t h e e C R F . A c c e pt a bl e wi n d o ws f or s a m pli n g ti m es ar e 
s h o w n i n T a bl e 1 6.  T h es e wi n d o ws a p pl y  to b ot h t h e fi x e d s a m pli n g ti m e p oi nts, as t o t h e 
b o u n d ari es of t h e s p ars e s a m pli n g wi n d o ws i n P arts C . S a m pl es c oll e ct e d o utsi d e of t h es e 
a c c e pt a bl e wi n d o ws will b e c o nsi d er e d pr ot o c ol d e vi ati o ns. D et ails of h a n dli n g t h es e d at a will b e 
s p e cifi e d i n t h e i nt e gr at e d a n alys is pl a n (I A P).
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T a bl e 1 6 A c c e pt a bl e P h a r m a c o ki n eti c S a m pli n g Wi n d o ws

S a m pli n g Ti m e Ti m e Fr o m S c h e d ul e d S a m pli n g All o w e d

Pr e d o s e -1 2 0 mi n ut e s

Fr o m 0. 5 0 u p t o ≤ 1 2 h o ur s aft er d o si n g ± 1 5 mi n ut e s

Fr o m > 1 2 u p t o ≤ 2 4 h o ur s aft er d o si n g ± 6 0 mi n ut e s

7. 6. 1. 1  P h a r m a c o k i n eti c S a m pli n g: P a rt A

I n P art A, M 4 3 4 4 (a n d m et a b olit es as a p pr o pri at e) P K will b e ass ess e d i n pl as m a as f oll o ws:

 C y cl e 1, D a y 1: 0 ( b ef or e d osi n g) a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, a n d 2 4 h o urs ( D a y 2) aft er 
d osi n g

 C y cl e 1, D a y 8: 0 ( b ef or e d osi n g) a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, a n d 2 4 h o urs ( D a y 9) aft er 
d osi n g

 C y cl e 1, D a y 1 5: 0 h o urs ( b ef or e d osi n g).

7. 6. 1. 2 P h a r m a c o k i n eti c S a m pli n g: P a rt A 2

I n P art A 2, M 4 3 4 4 (a n d m et a b olit es as a p pr o pri at e) P K will b e ass ess e d i n pl as m a as f oll o ws:

 C y cl e 1, D a y 1: 

o 0 h o urs ( b ef or e 1 st d o s e) a n d at 0. 5, 1, 1. 5, 2, 3, 4, a n d 8 h o urs ( b ef or e 2 n d

d os e , if a p pli c a bl e).

o F or p arti ci p a nt s u n d er g oi n g ti m e d-t u m or bi o psi es, M 4 3 4 4 P K will b e 
ass ess e d i n pl as m a a s f oll o ws: C y cl e 1, D a y 1: 0 h o urs ( b ef or e 1 st d os e) a n d 
at 0. 5, 1, 1. 5, 4, 8 h o urs ( b ef or e 2 n d d os e , if a p pli c a bl e ). If f e asi bl e, P K 
s a m pl es s h o ul d als o b e c oll e ct e d at 2 a n d 3 h o urs af t er first d osi n g o n D a y  1.

o A n o pti o n al 1 2- h o ur s a m pl e ( b ef or e 2 n d d os e , if a p pli c a bl e ) m a y  als o b e 
c oll e ct e d.

 C y cl e 1 D a y  2: 0 h o urs (at ti m e of P B M C s a m pl e b ef or e D a y  2 d os e) .

 C y cl e 1, D a y 8: 

o 0 h o urs ( b ef or e 1 st d o s e) a n d at 0. 5, 1, 1. 5, 2, 3, 4, a n d 8 h o urs ( b ef or e 2 n d

d os e , if a p pli c a bl e ). A n o pti o n al 1 2- h o ur s a m pl e m a y  als o b e c oll e ct e d 
( b ef or e 2n d d os e, if a p pli c a bl e).

 C y cl e 1, D a y 1 5: 0 h o urs ( b ef or e 1 st d osi n g), 2 h o urs . 

 S u bs e q u e nt c y cl es o n D a y  1: 0 h o urs ( b ef or e 1 st d osi n g), 2 h o urs .

7. 6. 1. 3 P h a r m a c o k i n eti c S a m pli n g: P a rt A 3

I n P arts A 3 , M 4 3 4 4 (a n d m et a b olit es as a p pr o pri at e) P K will b e ass ess e d i n pl as m a as f oll o w s f or 
e a c h of t h e p ot e nti al dr u g- h oli d a y  s c h e d ul es.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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T a bl e 1 7 P h a r m a c o ki n eti c S a m pli n g S c h e d ul e f o r P a rt A 3

M 4 3 4 4 S c h e d ul e P K s a m pli n g

3 d a y s o n/ 4 d a y s 
off

Or

5 d a y s o n/ 2 d a y s 
off

M 4 3 4 4 ( a n d m et a b olit es) pl as m a P K s a m pl es will b e c oll e ct e d d uri n g 
t h e f oll o wi n g ti m es:

-C y cl e 1 D a y  1: pr e d os e at 0 h o urs, p ost d os e at 0. 5, 1, 1. 5, 2, 3, 4 a n d 8
h o urs. A n o pti o n al s a m pl e m a y  be c oll e ct e d at 1 2 h o urs ( b ef or e 2 n d

d os e, if BI D d osi n g).

-C y cl e 1 D a y  8: pr e d os e at 0 h o urs, p ost d os e at 0. 5, 1, 1. 5, 2, 3, 4 a n d 8 
h o urs. A n o pti o n al s a m pl e m a y  be c oll e ct e d at 1 2 h o urs ( b ef or e 2 n d

d os e, if BI D d osi n g).

-C y cl e 1 D a y  1 5: pr e d o s e at 0 h o urs a n d p ost d os e at 2 h o urs .

-S u bs e q u e nt c y cl es o n D a y  1:  pr e d os e at 0 h o urs a n d p ost d os e at 2 
h o urs

F or p arti ci p a nts u n d er g oi n g ti m e d-t u m or bi o psi es, P K s a m pl es o n 
C y cl e 1 D a y  1 at 2 a n d 3 h o urs aft er d osi n g s h o ul d b e c oll e ct e d o nl y if 
f e asi bl e.

If Cy cl e 1, D a y 8 o c c urs d uri n g a d os e i nt err u pti o n, C y cl e 1, D a y  8 P K 
s a m pli n g will b e c oll e ct e d o n C y cl e 2, D a y  1 i nst e a d.

7 d a y s o n/ 7 d a y s 
off

M 4 3 4 4 ( a n d m et a b olit es) pl as m a P K s a m pl es will b e c oll e ct e d d uri n g 
t h e f oll o wi n g ti m es:

-C y cl e 1 D a y  1: pr ed os e at 0 h o urs, p ost d os e at 0. 5, 1, 1. 5, 2, 3, 4 a n d 8
h o urs. A n o pti o n al s a m pl e m a y  be c oll e ct e d at 1 2 h o urs ( b ef or e 2 n d

d os e, if BI D d osi n g).

-C y cl e 1 D a y  1 5: pr e d os e at 0 h o urs a n d p ost d os e at 2 h o urs .

-C y cl e 2 D a y  1: pr e d os e at 0 h o urs, p ost d os e at 0.5, 1, 1. 5, 2, 3, 4 a n d 8 
h o urs. A n o pti o n al s a m pl e m a y  be c oll e ct e d at 1 2 h o urs ( b ef or e 2 n d

d os e, if BI D d osi n g).

-S u bs e q u e nt c y cl es o n D a y  1:  pr e d os e at 0 h o urs a n d p ost d os e at 2 
h o urs

F or p arti ci p a nts u n d er g oi n g ti m e d-t u m or bi o psi es, P K s a m pl es o n 
C y cl e 1 D a y  1 at 2 a n d 3 h o urs aft er d osi n g s h o ul d b e c oll e ct e d o nl y if 
f e asi bl e.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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1 4 d a y s o n/ 7 d a y s
off

T his r e gi m e n will us e t h e P K s a m pli n g s c h e d ul e fr o m P art A 2 wit h t h e 
C y cl e 1 D a y  2 pr e d os e a n d C y cl e 1 D a y  1 5 p ost d os e s a m pl es o mitt e d.

7. 6. 1. 4 P h a r m a c o k i n eti c S a m pli n g: P a rt B1

I n P art B 1 , f or p arti ci p a nt s n ot u n d er g oi n g ti m e d-t u m or bi o psi es, M 4 3 4 4 P K will b e ass ess e d i n 
pl as m a as f oll o ws:

 C y cl e 1, D a y 2: 0 h o urs ( b ef or e d osi n g) a n d at 0. 5, 1, 1. 5, 2, 3, 4, 8, a n d 2 4 h o urs 
( D a y 3) aft er d osi n g

 C y cl e 1, D a y 9: 0 h o urs ( b ef or e d osi n g).

I n P art B 1 , f or p arti ci p a nt s u n d er g oi n g ti m e d-t u m or bi o psi es, M 4 3 4 4 P K will b e ass ess e d i n 
pl as m a as f oll o ws:

 C y cl e 1, D a y 2: 0 h o urs ( b ef or e d osi n g) a n d at 0. 5, 1, 1. 5, 4, 8, a n d 2 4 h o urs ( D a y 3) 
aft er d osi n g. If f e asi bl e, P K s a m pl es s h o ul d als o b e c oll e ct e d at 2 a n d 3 h o urs aft er 
d osi n g

 C y cl e 1, D a y 9: 0 h o urs ( b ef or e d osi n g).

7. 6. 1. 5 P h a r m a c o k i n eti c S a m pli n g: P a rts C

I n P arts C 1- 3, M 4 3 4 4 (a n d m et a b olit es as a p pr o pri at e) P K will b e ass ess e d i n pl as m a usi n g s p ars e 
s a m pli n g d uri n g s a m pl e c oll e cti o n wi n d o ws as f oll o ws:

 C y cl e 1, D a y 1 ( 3 s a m pl es): 

o 0 ( b ef or e d osi n g) 

o b et w e e n 0. 5 -2. 0 h o urs aft er d osi n g

o e n d of visit , at l e ast 1 h aft er t h e pr e vi o us s a m pl e

 C y cl e 1, D a y s 8 a n d 1 5: at t h e st art a n d e n d of t h e visit, at l e ast 1 h o urs a p art ( 2 s a m pl es)

 C y cl e 2, D a y  1 a n d e v er y s e c o n d c ycl e u ntil C y cl e 8, D a y  1: at t h e st art a n d e n d of t h e 
visit, at l e ast 1 h o ur a p art ( 2 s a m pl es)

 C y cl e 1 2, D a y  1 a n d e v er y f o urt h c y cl e: at t h e st art a n d e n d of t h e visit, at l e ast 1 h a p art
( 2 s a m pl es)

F or dr u g h oli d a y  sc h e d ul es i n P arts C 4 - 6, P K s a m pli n g ti m e p oi nts ar e pr o vi d e d i n t h e f oll o wi n g 
t a bl e, s p e cifi c all y f or e a c h s c h e d ul e.

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI
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T a bl e 1 8  P h a r m a c o ki n eti c S a m pli n g S c h e d ul e f o r P a rts C 4, C 5, a n d C 6

M 4 3 4 4 S c h e d ul e P K s a m pli n g

3 d a y s o n/ 4 d a y s 
off

Or

5 d a y s o n/ 2 d a y s 
off

M 4 3 4 4 ( a n d m et a b olit es) pl as m a P K s a m pl es will b e c oll e ct e d d uri n g 
t h e f oll o wi n g ti m es:

-C y cl e 1 D a y  1: pr e d os e at 0 h o urs, p ost d os e at 0. 5 t o 2 h o urs, a n d e n d 
of visit ( at l e ast 1 h o urs aft er t h e pr e vi o us s a m pl e).

-C y cl e 1 D a y  8: 2 s a m pl es, at t h e st art a n d e n d of visit, at l e ast 1 h o ur 
a p art.

-C y cl e 1 D a y  1 5: 2 s a m pl es, at t h e st art a n d e n d of visit, at l e ast 1 h o ur 
a p art.

-E v er y  se c o n d c y cl e d uri n g C y cl es 2 -8 o n D a y 1: 2 s a m pl es, at t h e st art 
a n d e n d of visit, at l e ast 1 h o ur a p art.

-E v er y  fo urt h c y cl e fr o m C y cl e 1 2 o n w ar ds o n D a y  1: 2 s a m pl es, o n e 
at st art a n d o n e at e n d of visit, at l e ast 1 h o ur a p art.

7 d a y s o n/ 7 d a y s
off

M 4 3 4 4 ( a n d m et a b olit es) pl as m a P K s a m pl es will b e c oll e ct e d d uri n g 
t h e f oll o wi n g ti m es:

-C y cl e 1 D a y  1: pr e d os e at 0 h o urs, p ost d os e at 0. 5 t o 2 h o urs, a n d e n d 
of visit ( at l e ast 1 h o urs aft er t h e pr e vi o us s a m pl e).

-C y cl e 1 D a y  1 5: 2 s a m pl es, at t h e st art a n d e n d of visit, at l e ast 1 h o ur 
a p art.

-E v er y  se c o n d c y cl e d uri n g C y cl es 2 -8 o n D a y 1: 2 s a m pl es, at t h e st art 
a n d e n d of visit, at l e ast 1 h o ur a p art.

-E v er y  f o urt h c y cl e fr o m C y cl e 1 2 o n w ar ds o n D a y 1 : 2 s a m pl es, at t h e 
st art a n d e n d of visit, at l e ast 1 h o ur a p art.

1 4 d a y s o n/ 7 d a y s
off

S e e P K s a m pli n g s c h e d ul e fr o m P art C 1 - 3.

Ti m e a n d d at e of a d mi nistr ati o n of t h e l ast d os e t a k e n pri or t o e a c h P K s a m pl e is t o b e r e c or d e d 
o n t h e e C R F. P arti ci p a nt s m a y  co nti n u e t o t a k e dr u g at t h eir us u al s c h e d ul e a n d ar e r e q uir e d t o 
r e p ort ti m e of a d mi nistr ati o n w h e n att e n di n g t h eir P K visit.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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7. 6. 3 P r o c essi n g a n d H a n dli n g of P h a r m a c o ki n eti c S a m pl es

D et ail e d pr o c e d ur es f or t h e c oll e cti o n of bl o o d a n d  s a m pl es a n d f urt h er pr o c e d ur es f or 
pr o c essi n g a n d h a n dli n g of s a m pl es f or P K a n al y si s will b e pr o vi d e d i n t h e S a m pl e H a n dli n g 
G ui d eli n es. T h e s hi p m e nt a d dr ess a n d a s s a y  la b or at or y  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 ati o n al sit e b ef or e i niti ati o n of t h e st u d y.

7. 6. 4 Bi o a n al ysis

Pl as m a s a m pl es will b e a n al y z e d usi n g a v ali d at e d a n al y ti c al m et h o d i n c o m pli a n c e wit h S p o ns or
or d esi g n e e st a n d ar d o p er ati n g pr o c e d ur es. A d es cri pti o n of t h e ass a y  an d v ali d ati o n d at a will b e 
pr o vi d e d i n s e p ar at e r e ports. Uri n e s a m pl es will b e a n al y z e d usi n g a q u alifi e d a s s a y . A d es cri pti o n 
of t h e ass a y  will b e i n cl u d e d i n a s e p ar at e r e p ort.

If r e q uir e d, w h ol e bl o o d, pl as m a, or uri n e s a m pl e s m a y  be utili z e d f or a s s a y  vali d ati o n or 
q u alifi c ati o n a n d m a y  be f urt h er a n al y z e d t o d o c u m e nt t h e pr es e n c e of cir c ul ati o n m et a b olit es 
usi n g q u alifi e d r es e ar c h m et h o ds. S a m pl es o bt ai n e d f or P K a n al ys es m a y  be us e d f or t h e f ut ur e 
m et a b olit e i d e ntifi c ati o n a n d/ or ot h er e x pl or at or y  ev al u ati o ns. T h es e d at a will b e us e d f or 
e x pl or at o r y p ur p os es a n d m a y n ot b e i n cl u d e d i n t h e cli ni c al st u d y r e p ort. I n a d diti o n, P K s a m pl es 
m a y  b e st or e d f or f ut ur e a n alys es of pr ot ei n bi n di n g, ot h er pr ot ei n r el at e d a n al ys es, bi o c h e mistr y, 
bi o m ar k er, a n d m et a b olit e pr ofili n g. S a m pl es will b e a n al y z e d usi n g a n o n c h ar a ct eri z e d a s s a y 
( n o n v ali d at e d).  

S u bs e q u e nt a n al ys es wit h v ali d at e d m et h o ds, w hi c h w er e first d e v el o p e d i n 
p ar all el t o t h e c o n d u ct of P art A 2, will b e r e p ort e d i n t h e cli ni c al st u d y  r e p ort.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C CI

C CI

C CI

C CI
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C CI
C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 2 0 / 1 5 9D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
C
C
I

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 2 1 / 1 5 9

8 St atis ti cs

A n al y sis of all d at a, i n cl u di n g s af et y, a n d P K pr ofil es will b e p erf or m e d b y  th e S p o ns or or it s 
d esi g n e e. T h e r es ults of all p arts of t h e st u d y will b e r e p ort e d i n t h e C li ni c al S t u d y Re p ort. A 
d et ail e d a n al ys is pl a n f or t h e a n al ysis of s af et y, effi c a c y , a n d P K d at a will b e pr es e nt e d i n t h e IA P 
b ef or e t h e d at a b as e is l o c k e d f or a n al ys is. A d et ail e d pl a n f or t h e a n al ys is of e x pl or at or y  bi o m ar k er 
d at a will b e pr es e nt e d i n a s e p ar at e bi o m ar k er a n al y sis pl a n.

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI

C CI
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8. 1 S e q u e n c e of A n al ys es

P a rt s C

A n I n d ep e n d e nt D at a M o nit ori n g C o m mitt e e (I DM C ) will b e i m pl e m e nt e d f o c usi n g o n t h e r e vi e w 
of s af et y dat a aft er St a g e 1 a n d St a g e 2 of e a c h st u d y part. D et ails will b e pr o vi d e d i n a n I D M C 
c h art er.

I nt e ri m e ffi c a c y a n al ys es aft e r St a g e 1

T h e a n al ys es f or P arts C w ill b e p erf or m e d s e p ar at el y.

T h e i nt eri m a n al y s e s will b e p erf or m e d o n c e all p arti ci p a nts i n St a g e 1 h a v e b e e n e nr oll e d. T h e 
e nr ol lm e nt f or St a g e 2 will b e st art e d o n c e at l e ast 1 p arti ci p a nt i n St a g e 1 h as s h o w n at l e ast 
1 c o nfir m e d C R/ P R. I n cas e n o r es po n d ers ar e r e p ort e d, e nr ol lm e nt will b e st o p p e d o n c e t h e l ast 
p arti ci p a nt is e nr oll e d i n St a g e 1.

T h e c ut off d at e of t h e i nt eri m a n al ys is is d efi n e d b y  th e ti m e p oi nt at w hi c h e v er y  parti ci p a nt i n 
St a g e 1 h as m et at l e ast 1 of t h e f oll o wi n g crit eri a:

 H a v e pr o gr ess e d a c c or di n g t o R E CI S T 1. 1, 

 H a v e s h o w n a n o bj e cti v e r es p o ns e, 

 H a v e st o p p e d pl a n n e d o n -st u d y t u m or ass ess m e nt f or a ny r e as o n, 

 St art e d tr e at m e nt at l e ast 6 m o nt hs a g o.

I nt e ri m effi c a c y a n al ys es aft e r St a g e 2

T h e (i nt eri m) a n al ys is f or e a c h st u d y p art will b e p erf or m e d aft er all p arti ci p a nts i n St a g e 2 of t h at 
p art h a v e b e e n e nr oll e d. T h e e nr ol lm e nt f or St a g e 3 will n ot st art u ntil at l e ast 4 p arti ci p a nts i n 
St a g e 1 a n d 2 h a v e s h o w n a c o nfir m e d C R/ P R. I n cas e 3 or f e w er r es p o n d ers ar e r e p ort e d, 
e nr oll m e nt will b e st o p p e d w h e n t h e l ast p arti ci p a nt is e nr oll e d i n St a g e 2.

T h e c ut off d at e of t h e i nt eri m a n al ys is is d efi n e d b y  t h e ti m e p oi nt w h e n all p arti ci p a nts i n St a g e 1 
a n d 2 m e et at l e ast 1 of t h e f oll o wi n g crit eri a:

 H a v e pr o gr ess e d a c c or di n g t o R E CI S T 1. 1, 

 h a v e s h o w n a n o bj e cti v e r es p o ns e, 

 St o p p e d pl a n n e d o n -st u d y t u m or ass ess m e nt f or a n y r e as o n, 

 St art e d tr e at m e nt at l e ast 6 m o nt hs a g o.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 2 3 / 1 5 9

P ri m a r y a n al ysis

T h e pri m ar y  an al y sis is pl a n n e d t o o c c ur o n c e all e nr oll e d p arti ci p a nts h a v e m et at l e ast 1 o f t h e 
f oll o wi n g crit eri a:

 S h o w n a c o nfir m e d B est O v er all R es p o ns e of P R or C R, 

 H a v e pr o gr ess e d a c c or di n g t o R E CI S T 1. 1, 

 St o p p e d pl a n n e d o n -st u d y t u m or ass ess m e nt f or a n y r e as o n

 St art e d tr e at m e nt at l e ast 1 2 m o nt hs a g o .

F oll o w -U p a n al ys es

T h e f oll o w- u p a n al ys is will b e p erf or m e d at t h e e n d of t h e st u d y. D et ails will b e pr o vi d e d i n t h e 
I A P.

T h e o v er all s af et y pr ofil e of M 4 3 4 4 will b e ass ess e d i n t er ms of t h e f oll o wi n g s af et y e n d p oi nts: 

 I nci d e n c e of D L Ts ,

 I nci d e n c e of T E A Es, i n cl u di n g A Es l e a di n g t o d os e m o difi c ati o ns or dis c o nti n u ati o ns ,

 Cli ni c al l a b or at or y  v al u es,

 E C G o ut c o m es ,

 Vit al si g ns .

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI

C CI
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8 . 3 R a n d o mi z ati o n

N ot a p pli c a bl e.

8. 4 E n d p oi nts

8. 4 . 1 P ri m a r y E n d p oi nts

8. 4 . 1. 1 P a rt A

 S af et y  par a m et ers, i n cl u di n g A Es, cli ni c al l a b or at or y val u es (s er u m c h e mi str y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d BI W.

8. 4 . 1. 2 P a rt s A 2 a n d A 3

 S af et y  par a m et ers, i n cl u di n g A E s, cli ni c al l a b or at or y val u es (s er u m c h e mi str y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d wit h a d os e d e ns e s c h e d ul e.

8. 4 . 1. 3 P a rt B 1

 S af et y  par a m et ers, i n cl u di n g A E s, cli ni c al l a b or at or y val u es (s er u m c h e mi str y  an d 
h e m at ol o g y ), vit al si g ns, a n d E C G ass ess m e nts

 M T D a n d/ or R P 2 D of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h c ar b o pl ati n .

8. 4 . 1. 4 P a rt s C

 O c c urr e n c e of :

o T E A Es a n d tr e at m e nt -r el at e d A Es gr a d e d a c c or di n g t o N CI -C T C A E
( V ersi o n 5)

o L a b or at or y  a b n or m aliti es

o Cli ni c all y  si g nifi c a nt ab n or m al vit al si g n

o Cli ni c all y  si g nifi c a nt a b n or m al E C G

 O bj e cti v e r es p o ns e (i. e. c o nfir m e d C R or P R) a c c or di n g t o R E CI S T 1. 1 as ass ess e d b y  
t h e In v esti g at or .

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI
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8. 4 . 2 S e c o n d a r y E n d p oi nts

8. 4 . 2. 1 P a rt A

 P K p ar a m et er esti m at es of si n gl e a g e nt M 4 3 4 4 a d mi nist er e d BI W, d eri v e d fr o m pl as m a 
c o n c e ntr ati o n -ti m e d at a

 O R a n d dis e as e st a bili z ati o n as e v al u at e d b y R E CI S T 1. 1.

8. 4 . 2. 2 P a rt s A 2 a n d A 3

 P K p ar a m et er esti m at es of si n gl e a g e nt M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e) 
a d mi nist er e d wit h a t wi c e d ail y or o n c e d ail y  sc h e d ul e , d eri v e d fr o m pl as m a 
c o n c e ntr ati o n -ti m e d at a

 O R a n d dis e as e st a bili z ati o n as e v al u at e d b y R E CI S T 1. 1

8. 4 . 2. 3 P a rt B 1

 P K p ar a m et er esti m at es of M 4 3 4 4 a d mi nist er e d i n c o m bi n ati o n wit h c ar b o pl ati n 
d eri v e d fr o m pl as m a c o n c e ntr ati o n -ti m e d at a

 O R as e v al u at e d b y R es p o ns e Crit eri a E v al u ati o n R E CI S T 1. 1.

8. 4 . 2. 4 P a rt s C

 C o nfir m e d B est O v er all R es p o ns e (r es p o ns e ass ess m e nt a c c or di n g t o R E CI S T 1. 1 as 
ass ess e d b y t h e In v esti g at or will b e us e d)

 D ur ati o n of r es p o ns e ass ess e d fr o m C R or P R u ntil pr o gr essi o n of dis e as e ( P D), d e at h, 
or l ast t u m or ass ess m e nt

 Pr o gr essi o n -fr e e s ur vi v al

 O v er all s ur vi v al

 P K p ar a m et e r esti m at es of M 4 3 4 4 ( a n d m et a b olit es as a p pr o pri at e) i n i n di vi d u al 
p arti ci p a nts wit h l oss- of-f u n cti o n m ut ati o ns.

D o c u m e nt N o. 

O bj e ct N o. 

C CI

C CI
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8. 4 .3. 5 A n al ysis S ets

P a rt s A, A 2, A 3, a n d B 1

T h e S af et y A n al ysis S et

D efi n e d as all e nr oll e d p arti ci p a nt s w h o r e c ei v e d at l e ast 1 d os e of st u d y dr u g. T h e s af ety a n al ys i s 
s et will b e us e d f or s af et y a n al ys e s.

T h e D L T E v al u a bl e S et

D efi n e d as all p arti ci p a nt s e nr oll e d i n P arts A or B w h o eit h er:

 E x p eri e n c e d a D L T b ef or e t h e e n d of C y cl e 1 or

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI

C CI
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 R e c ei v e d all s c h e d ul e d ass ess m e nts t hr o u g h t h e e n d of C y cl e 1 (i n cl u di n g D a y 1 of 
C y cl e 2) a n d r e c ei v e d d os es of M 4 3 4 4 a n d/ or c ar b o pl ati n, as s p e cifi e d i n S e cti o n 5. 2. 7
wit h c o m pli a n c e t o st u d y pr o hi bit e d m e di ci n e a n d di et ar y  r estri cti o ns (T a bl e 1 3 ).

T h e F ull A n al ys is S et

F or P arts A a n d B, t h e f ull a n al y sis s et is d efi n e d as all e nr oll e d p arti ci p a nt s w h o r e c ei v e d at l e ast 
1 d os e of st u d y  dr u g, h a v e a b as eli n e s c a n a n d h a v e at l e ast 1 dis e as e ass ess m e nt o n tr e at m e nt. 

P a rt C

T h e a n al ys is p o p ul ati o ns ar e s p e cifi e d b el o w. T h e fi n al d e cisio n t o e x cl u d e p arti ci p a nts fr o m a n y 
a n al ys is p o p ul ati o n will b e m a d e d uri n g t h e d at a r e vi e w m e eti n g pri or t o d at a b as e l o c k. 

A n al y s i s S et D e s cri pti o n

E nr oll e d All p arti ci p a nt s, w h o si g n e d i nf or m e d c o n s e nt

F ull A n al y si s S et ( F A S) All p arti ci p a nt s, w h o r e c ei v e d at l e a st o n e d o s e of M 4 3 4 4.

8. 5 D es c ri pti o n of St atisti c al A n al ys es

T his s e cti o n pr es e nts a s u m m ar y of t h e pl a n n e d st ati sti c al a n al ys e s of effi c a c y  an d s af et y  for t hi s 
st u d y. M et h o d ol o gi c al d et ails ( e. g., missi n g d at a h a n dli n g) will b e pr o vi d e d i n th e IA P f or t his 
st u d y, w hi c h will b e fi n ali z e d b ef or e cli ni c al d at a b as e l o c k.

8. 5. 1 P a rt C

All effi c a c y  a n al ys es will b e p erf or m e d o n t h e f ull a n alys is s et (F A S ). 

A n al y sis o n b as eli n e c h ar a ct eristi cs a n d d e m o gr a p hi cs as w ell as t h e s af et y an al ys is will b e
p erf or m e d o n t h e s af et y a n al ys es s et (S A F ).

T h e st atisti c al a n al y sis of P K, a n d  d at a will b e p erf or m e d o n t h e r es p e cti v e 
a n al ys is s et s.

8. 5. 1. 1 S e q u e n c e of a n al ys es

I nt eri m a n alys is is p l a n n e d aft er St a g e 1 a n d aft er St a g e 2.

T h e pri m ar y a n al ys is will t a k e pl a c e w h e n all p arti ci p a nts ar e e nr oll e d (f or d et ails s e e S e cti o n  8. 1 ), 
w h er e as t h e fi n al F U -a n al y sis is pl a n n e d w h e n all p arti ci p a nt s h a v e c o m pl et e d t h e st u d y.

8. 5. 1. 2 D at a C ut o ff

T h e c ut off d at es f o r all a n alys es ar e d efi n e d i n S e cti o n  8. 1.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C C
I
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8. 5. 1. 3 Si g nifi c a n c e l e v el

A n o mi n al si g nifi c a n c e l e v el of 5 % will b e us e d. N o a dj ust m e nt f or m ulti pli cit y  will b e m a d e.

8. 5. 1. 4 S u m m a r y st atisti cs a n d c o nfi d e n c e i nt e r v als

C o nti n u o us v ari a bl es will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs, i. e., n u m b er of p arti ci p a nt s 
( N), m e a n, m e di a n, st a n d ar d d e vi ati o n, 2- si d e d 9 5 % CI s w h er e a p pr o pri at e, 2 5 t h a n d 7 5 t h

p er c e ntil es, mi ni m u m , a n d m a xi m u m.

Q u alit ati v e v ari a bl es a n d r at es wi ll b e s u m m ari z e d b y co u nts a n d p er c e nt a g es al o n g wit h 2- si d e d 
e x a ct Cl o p p er -P e ars o n 9 5 % CI s. U nl ess ot h er wis e st at 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 a n al y sis s et of i nt er est. C o u nts of missi n g o bs er v ati o ns will b e 
i ncl 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 .

8. 5. 1. 5 B as eli n e m e as u r e m e nt

T h e l ast m e as ur e m e nt pri or t o first a d mi nistr ati o n of M 4 3 4 4 will s er v e as t h e b as eli n e 
m e as ur e m e nt.

8. 5. 1. 6 O n- t r e at m e nt p e ri o d

T h e O n -tr e at m e nt p eri o d is d efi n e d b y  th e st art of tr e at m e nt u ntil 2 8 d a y s aft er t h e l ast 
a d mi nistr ati o n of M 4 3 4 4.

8. 5. 1. 7 P o oli n g a c r oss c e nt e rs

T o pr o vi d e o v er all esti m at es of t h e tr e at m e nt eff e cts, d at a will b e p o ol e d a cr oss c e nt ers. T h e f a ct or 
c e nt er will n ot b e c o nsi d er e d i n st atisti c a l m o d els or f or s u b gr o u p a n al ys e s b e c a us e of t h e hi g h 
n u m b er of p arti ci p ati n g c e nt ers a n d t h e a nti ci p at e d s m all n u m b er of p arti ci p a nt s e nr oll e d at e a c h 
c e nt er.

N o f urt h er a n al ys es ar e pl a n n e d.

8. 5. 2 G e n e r al C o nsi d e r ati o ns

F or all p arts, c o nti n u o us d at a wil l b e s u m m ari z e d b y  dos e a n d visit usi n g t h e f oll o wi n g d es cri pti v e 
s u m m ar y st atisti cs: t h e n u m b er of o bs er v ati o ns ( n), m e a n, S D, st a n d ar d err or ( S E), m e di a n, 
mi ni m u m v al u e, a n d m a xi m u m v al u e. C at e g ori c al d at a will b e s u m m ari z e d usi n g c o u nts a n d 
p er c e nt a g es. All p arti ci p a nt d at a, i n cl u di n g t h os e d eri v e d, will b e pr es e nt e d i n t h e p arti ci p a nt d at a 
listi n gs; listi n gs will dis pl a y all p arti ci p a nt s w h o w er e e nr oll e d, r e g ar dl e s s of w h et h er or n ot t h e y  
r e c ei v e d t h e st u dy dr u g.

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI
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8. 5. 3 B a c k g r o u n d C h a r a ct e risti cs

8. 5. 3. 1 P a rti ci p a nt Dis p ositi o n

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 nt s i n e a c h dis p ositi o n c at e g or y  (e. g., r a n d o mi z e d, 
i n cl u d e d i n s af ety a n al ys is s et, D L T E v al u a bl e S et, f ull a n al ys is s et, c o m pl eti n g tr e at m e nt p eri o d, 
c o m pl eti n g t h e 1 4- d a y  S af ety F oll o w -u p Vi sit, a n d di s c o nti n ui n g st u d y  [ wit h a br e a k d o w n of t h e 
r e as o ns f or dis c o nti n u ati o n]) will b e s u m m ari z e d b y d os e gr o u p.

8. 5. 3. 2 D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

F or all st u d y parts , d e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs will b e s u m m ari z e d b y  tr e at m e nt 
gr o u p f or t h e s af et y a n al ysis s et. D e m o gr a p hi cs will i n cl u d e v ari a bl es s u c h as s e x, r a c e, et h ni cit y, 
a g e, w ei g ht, h ei g ht, b o d y m ass i n d e x, a n d b o d y  s urf a c e ar e a. B as eli n e c h ar a ct eristi cs will i n cl u d e 
v ari a bl es s u c h as t y p e of c a n c er, t u m or st a g e, W H O p erf or m a n c e st at us, ti m e el a ps e d si n c e c a n c er 
di a g n osis, a n d pri or c h e m ot h er a p y.

St atisti c al t ests of b as eli n e c h ar a ct eristi cs t o c h e c k f or i m b al a n c e b et w e e n tr e at m e nt gr o u ps will 
n ot b e p erf or m e d.

8. 5. 3. 3 P ri o r a n d C o n c o mit a nt M e di ci n e

M e di c ati o ns t ak e n 1 4 d a ys b ef or e t h e S cr e e ni n g Vi sit a n d u p t o t h e 1 4- D a y S af et y  Foll o w -u p Visit 
will b e s u m m ari z e d b y  Pr ef err e d N a m e usi n g t h e W orl d H e alt h Or g a ni z ati o n -Dr u g Di cti o n ar y 
( W H O-D D E) f or t h e f ull a n al ys is s et fr e q u e n c y t a bl es i n 2 p arts :

 Pri or m e di c ati o n: m e di c ati o n t h at st art e d b ef or e t h e first d os e of st u d y  dr u g, r e g ar dl ess 
of w h e n d osi n g of t h e m e di c ati o n e n d e d

 C o n c o mit a nt m e di c ati o n: m e di c ati o n r e c ei v e d at or aft er t h e first d os e of st u d y dr u g, or 
m e di c ati o n t h at w a s r e c ei v e d b ef or e i niti al d o si n g a n d c onti n u e d aft er i niti al d o si n g of 
st u d y dr u g, or wit h missi n g st o p d at e.

M e di c ati o n t h at st art e d b ef or e t h e first d os e of st u d y dr u g a n d c o nti n u e d aft er t h e first d os e of 
st u d y dr u g will b e s u m m ari z e d as pri or m e di c ati o n a n d s e p ar at el y as c o n c o mit a nt m e di c ati o n. 
M e di c ati o ns wit h a missi n g st art d at e will b e c o nsi d er e d t o h a v e a st art d at e b ef or e t h e first d o s e 
of st u d y  dr u g.

8. 5. 3. 4 St u d y D r u g E x p os u r e C o m pli a n c e

St u d y  dr u g e x p os ur e will b e s u m m ari z e d b as e d o n t h e s af ety a n al ys is s et. T ot al n u m b er of cy cl es 
is d efi n e d as t h e m a xi m u m n u m b er of tr e at m e nt c y cl es t h at a p arti ci p a nt r e c ei v es. T ot al c u m ul ati v e 
d os e is d efi n e d as t h e s u m of t h e a ct u al d os es t h at a p arti ci p a nt r e c ei v es a cr oss c y cl es. T h e t ot al 
n u m b er of c y cl es a n d t ot al c u m ul ati v e d os e will b e s u m m ari z e d f or e a c h c o m p o n e nt of t h e d osi n g 
r e gi m e n f or all P arts of t his st u d y .

D o c u m e nt N o. 

O bj e ct N o. C CI
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8. 5. 4 Effi c a c y A n al ysis i n P a rt s A, A 2, A 3 a n d B 1

Effi c a c y  dat a will b e s u m m ari z e d b y  tr e at m e nt gr o u p a n d st u d y part, a n d o v er all. Effi c a c y  dat a 
m a y  als o b e s u m m ari z e d b y  t yp e of c a n c er, t u m or st a g e, W H O p erf or m a n c e st at us, ti m e el a ps e d 
si n c e c a n c er di a g n osis, a n d pri or c h e m ot h er a p y. Effi c a c y  an al ys is will b e b as e d o n t h e f ull a n al y sis 
s et .

8. 5. 4 . 1 A n al ysis of P ri m a r y V a ri a bl es

N ot a p pli c a bl e.

8. 5. 4 . 2 A n al ysis of S e c o n d a r y Effi c a c y V a ri a bl es

All effi c a c y  e n d p oi nts ar e s e c o n d ar y.

T h e pr o p orti o n of p arti ci p a nt s a c hi e vi n g a gi v e n c at e g ori c al effi c a c y  en d p oi nt will b e s u m m ari z e d 
b y  tr e at m e nt gr o u p a n d st u d y part. F or e a c h pr o p orti o n, a 9 0 % c o nfi d e n c e i nt er v al will b e pr o vi d e d 
usi n g t h e e x a ct m et h o d.

 O bj e cti v e r es p o ns e b y visit: C R or P R d e m o nstr at e d b y  visit

 Dis e as e c o ntr ol r at e b y visit: C R , or P R , or st a bl e dis e as e d e m o nstr at e d by visit

 B est o v er all r es p o ns e: C R or P R d e m o nstr at e d at a n y ti m e aft er i niti ati o n of tr e at m e nt.

T u m or r es p o ns e will als o b e d e pi ct e d vi a w at erf all pl ots. Ti m e t o e v e nt e n d p oi nts s u c h a s 
pr o gr essi o n -fr e e s ur vi v al (P F S ) a n d r es p o ns e d ur ati o n will b e esti m at e d usi n g t h e K a pl a n -M ei er 
m et h o d if t h e n u m b er of e v e nts is a d e q u at e.

8. 5. 5 Effi c a c y A n al ysis i n P a rt s C

All effi c a c y  a n al ys es will b e p erf or m e d o n t h e F A S.

O bj e cti v e r es p o ns e is d efi n e d as a c o nfir m e d ass ess m e nt of C R or P R b y t h e In v esti g at or usi n g 
R E CI S T 1. 1 .

C o nfir m e d B est O v er all R es p o ns e is d efi n e d a s t h e b est c o nfir m e d r es p o ns e fr o m st art of 
tr e at m e nt. T u m or ass ess m e nts p erf or m e d aft er st art of f urt h er a nti c a n c er tr e at m e nt li n e will n ot b e 
us e d i n t h e d et er mi n ati o n of t h e b est o v er all r es p o ns e.

D ur ati o n of r es p o ns e is d efi n e d as t h e ti m e fr o m t h e e arli est ass ess m e nt of c o nfir m e d C R or P R 
u ntil P D, d e at h , or l ast a d e q u at e t u m or ass ess m e nt. 

Pr o gr essi o n -fr e e s ur vi v al is d efi n e d as t h e ti m e b et w e e n t h e st art of st u d y tr e at m e nt t o P D or d e at h 
(i n c as e P D is n ot o bs er v e d pri or t o d e at h). D e at h is o nl y t a k e n i nt o a c c o u nt, if o bs er v e d wit hi n 
2 c o ns e c uti v e miss e d pl a n n e d t u m or ass ess m e nts. aft er t h e l a st t u m or ass ess m e nt s h o wi n g C R, P R, 
or S D.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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If t h e d e at h is o bs er v e d aft er m or e t h a n t w o c o ns e c uti v e miss e d pl a n n e d t u m or ass ess m e nts aft er 
t h e l ast t u m or ass ess m e nt s h o wi n g C R, P R, or S D, P F S will b e c e ns or e d at t h e l ast t u m or 
ass ess m e nt.

R es p o ns e ass ess m e nt b y t h e In v esti g at or will b e us e d f or t h e c al c ul ati o n of effi c a c y  e n d p oi nts.

E n d p oi nt St ati sti c al A n al y si s M et h o d s

Pri m ar y: 

 O bj e cti v e 
r e s p o n s e

 O bj e cti v e r e s p o n s e r at e, i n cl. 9 5 % 2- si d e d Cl o p p er -P e ar s o n 
C o nfi d e n c e i nt er v al

S e c o n d ar y

 B O R
 C o u nt a n d p er c e nt a g e p er B O R c at e g or y

 D o R 

 P F S

 O v er all 
s ur vi v al

 K a pl a n -M ei er pl ot

 K a pl a n -M ei er e sti m at e s a n d c orr e s p o n di n g st ati sti c s

N o a dj ust m e nt f or m ulti pli cit y  will b e m a d e.

S el e ct e d s u b gr o u p a n al ys es will b e p erf or m e d p er i n di c ati o n wit h e a c h st u d y  p art.

S e c o n d ar y  effi c a c y e n d p oi nts will b e a n al yz e d d es cri pti v el y  o nl y.

D et ails of all a n al ys is will b e pr o vi d e d i n t h e I A P.

8. 5. 6 Cli ni c al P h a r m a c ol o g y A n al ysis

8. 5. 6 . 1 P h a r m a c o k i n eti c A n al ysis

U p o n r e c ei pt of bi o a n al yti c al d at a, M 4 3 4 4 P K will b e ass ess e d o n a n o n g oi n g b asis d uri n g t h e 
d os e es c al ati o n p h as e i n P arts A, A 2, A 3 , a n d B 1, usi n g st a n d ar d n o n c o m p art m e nt al a n al ys i s 
m et h o ds. W h e n p ossi bl e, P K r es ults f or M 4 3 4 4 will b e r e vi e w e d al o n g wit h s af et y d at a t o i nf or m 
d os e es c al ati o n.

F urt h er d et ails of t h e P K a n al y s es f or M 4 3 4 4 i n P arts A, A 2, A 3, B 1, a n d C will b e pr o vi d e d i n 
t h e IA P .

P o p ul ati o n P K A n al ysis

S p ars e P K s a m pl es c oll e ct e d i n P arts C will b e c o m bi n e d wit h P K d at a fr o m ot h er st u d y pa rt s 
( a n d/ or a d diti o n al f ut ur e st u di es) i n a p o p ul ati o n P K a n al y sis t o d e v el o p a p o p ul ati o n P K m o d el 
f or M 4 3 4 4 a n d d eri v e i n di vi d u al p arti ci p a nt e x p os ur e esti m at es. 

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI
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F urt h er d et ails of t h e P K a n al y s es f or M 4 3 4 4 i n P arts A, A 2, A 3, B 1, a n d C will b e pr o vi d e d i n 
t h e IA P .

8. 5. 6. 3 E x p os u r e - Q T c A n al ys es

Ti m e m at c h e d P K a n d E C G s a m pl es fr o m P arts A, A 2, A 3, a n d C will b e us e d t o ass ess t h e 
r el ati o ns hi p b et w e e n c o n c e ntr ati o n of M 4 3 4 4 ( a n d m et a b olit es, if a p pli c a bl e) a n d Q T/ Q T c 
i nt er v al. T h e r el ati o ns hi p(s) will b e e x pl or e d gr a p hi c all y i niti all y an d m a y  be f urt h er e x pl or e d 
m at h e m ati c all y . F urt h er d et ails will b e pr o vi d e d i n t h e I A P.

8. 5. 7 A n al ysis of S af et y a n d Ot h e r E n d p oi nts

8. 5. 7 . 1 S af et y i n P a rt s A a n d B 1

T h e o v er all s af et y pr ofil e of M 4 3 4 4 will b e ass ess e d i n t er ms of t h e f oll o wi n g pri m ar y  (s af et y) 
e n d p oi nts: 

 I nci d e n c e of tr e at m e nt- e m er g e nt A Es (i n cl u di n g A Es l e a di n g t o d o s e m o difi c ati o n s or 
dis c o nti n u ati o ns)

 I nci d e n c e of D L Ts ( P arts A, B 1)

 Cli ni c al l a b or at or y val u es (i n cl u di n g s er u m c h e mi str y , h e m at ol o g y , a n d c o a g ul ati o n 
st u di es)

 E C G o ut c o m es

 Vit al si g ns

S af et y  d at a will be s u m m ari z e d b y  tr e at m e nt gr o u p a n d st u d y p art, a n d o v er all.

I n g e n er al, s af ety a n al ys es will b e b as e d o n t h e s af et y  a n alys is s et. T h e s u m m ar y of D L Ts will b e 
b as e d o n t h e D L T e v al u a bl e s et.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI

C CI

C CI
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All s af et y d at a will b e pr es e nt e d i n i n di vi d u al p arti ci p a nt d at a listi n gs.

A d v ers e e v e nts will b e c o d e d a c c or di n g t o M e di c al Di cti o n ar y  for R e g ul at or y  Acti viti es 
(M e d D R A ). 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 nt s e x p eri e n ci n g a n A E will b e s u m m ari z e d 
b y  th e M e d D R A S y st e m Or g a n Cl ass a n d Pr ef err e d T er m, a s w ell as b y  do s e gr o u p, c o n c urr e nt 
r e gi m e n a n d st u dy p art, a n d o v er all. A Es will b e cl assifi e d as pr etr e at m e nt or tr e at m e nt - e m er g e nt.

P r et r e at m e nt A Es ar e d efi n e d as A Es t h at w er e r e p ort e d or w ors e n e d aft er si g ni n g t h e I CF u p t o 
st art of st u d y dr u g d osi n g.

T r e at m e nt -e m e r g e nt a d v e rs e e v e nts ( T E A Es) ar e d efi n e d as A Es t h at w er e r e p ort e d or w ors e n e d 
o n or aft er st art of st u d y dr u g d osi n g t hr o u g h t h e S af et y  F oll o w-u p Visit.

O nl y  TE A Es will b e s u m m ari z e d i n t a bl es. All s u m m ari es of T E A Es will b e pr es e nt e d b y  th e 
s e v erit y of th e A E a n d r el ati o ns hi p t o t h e st u d y dr u g. S o m e r ul es t h at will a p pl y t o t h e 
s u m m ari z ati o n of A Es ar e ( 1) a p arti ci p a nt wit h m ulti pl e o c c urr e n c es of t h e s a m e A E or c o nti n ui n g 
A Es will o nl y  be c o u nt e d o n c e; ( 2) o nl y  th e m a xi m u m s e v erit y le v el will b e pr es e nt e d i n t h e 
s e v erit y s u m m ar y; a n d ( 3) o nl y  th e w orst r el ati o ns hi p l e v el will b e pr es e nt e d i n t h e r el ati o ns hi p 
s u m m ar y. Tr e at m e nt e m er g e nt a d v ers e e v e nts l e a di n g t o st u d y dr u g d os e m o difi c ati o n or 
p er m a n e nt dis c o nti n u ati o n will b e s u m m ari z e d.

A Es l e a di n g t o d e at h, S A Es, d os e i nt err u pti o n of st u d y dr u g, or p er m a n e nt dis c o nti n u ati o n of st u d y 
dr u g, a n d S A Es will b e list e d s e p ar at el y. Pr etr e at m e nt A Es a n d T E A Es will b e list e d i n i n di vi d u al 
p arti ci p a nt d at a listi n gs. U nr es ol v e d, o n g oi n g A Es r e p ort e d t hr o u g h t h e 1 4- D a y S af et y  F oll o w-u p 
will b e list e d s e p ar at el y i n a n i n di vi d u al p arti ci p a nt d at a listi n g.

8. 5. 7. 2 S af et y i n P a rt s A 2 a n d A 3

A n al y s e s t o d e ci d e o n d os e es c al ati o n will b e b as e d o n s af et y a n d pr eli mi n ar y  PK/ P d d at a a s 
a v ail a bl e.

F or t h e l o w est d os e l e v el, t h e st o p pi n g crit eri a ar e b a s e d o n t h e p o st eri or pr o b a bilit y t h at t h e tr u e 
M T D is gr e at er t h a n t h e t ar g et pr o b a bilit y . If t his p ost eri or pr o b a bilit y  is 9 0 % or hi g h er f or t h e 
l o w est d os e l e v el t h e d os e es c al ati o n will b e st o p p e d. 

I n cas e t h e p ost eri or pr o b a bilit y t h at t h e tr u e M T D is gr e at er t h a n t h e t ar g et pr o b a bilit y f or t h e 
c urr e nt d os e l e v el is at l e ast 9 5 %, th e c urr e nt d os e l e v el a n d all hi g h er d os es will b e eli mi n at e d
fr o m t h e s et of pl a n n e d d os e l e v els, i. e. t h es e d os e l e v els c a n n ot b e c h os e n f or a n y f urt h er c o h ort.

D o c u m e nt N o. 

O bj e ct N o. C CI
C CI

C CI
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Aft er t h e c o m pl eti o n of t h e d os e es c al ati o n, t h e M T D will b e d et er mi n e d b as e d o n is ot o ni c 
r e gr essi o n (Li u a n d Y u a n, 2 0 1 5 ). 

A n al y s es f or t h e BOI N m o d el will b e p erf or m e d o n t h e D L T E v al u a bl e S et . 

8. 5. 7. 3 S af et y i n P a rt s C

All a n al ys is of s af et y will b e b as e d o n t h e S A F a n al y sis s et d efi n e d as all p arti ci p a nt s w h o w er e 
a d mi nist er e d at l e ast 1 d os e of M 4 3 4 4 .

A d v e rs e E v e nts

A d v ers e e v e nts will b e c o d e d a c c or di n g t o t h e l at est a v ail a bl e v ersi o n of t h e M e d D R A. S e v erit y 
of A Es will b e gr a d e d b y  th e I n v esti g at or usi n g t h e N CI -C T C A E ( V ersi o n 5 ) t o xi cit y gr a d es. 
A d v ers e e v e nts r el at e d t o tri al m e di c ati o n will b e d efi n e d as a n y A E c o nsi d er e d as r el at e d t o 
M 4 3 4 4 . Missi n g cl assifi c ati o ns c o n c er ni n g st u d y i nt er v e nti o n will b e c o nsi d er e d r el at e d t o t h e tri al 
tr e at m e nt.

A n y  tr e at m e nt- e m er g e nt A Es will b e s u m m ari z e d, i. e. t h os e e v e nts t h at:

 ar e e m er g e nt d uri n g o n- tr e at m e nt p eri o d h a vi n g b e e n a bs e nt pr etr e at m e nt or

 w ors e n r el ati v e t o t h e pr etr e at m e nt st at e a n d wit h o ns et d at es o c c urri n g i n t he o n-
tr e at m e nt p eri o d.

F or l a b or at or y val u es, vit al si g ns a n d ot h er s af et y par a m et er o nl y t h e b as eli n e v al u e a n d v al u es 
d uri n g t h e o n -tr e at m e nt p eri o d will b e s u m m ari z e d. 

L a b o r a t o r y v a ri a bl es

L a b or at or y  r es ults will b e cl assifi e d b y gr a d e a c c or di n g t o N CI-C T C A E v 5. 0. 
R es ults f or v ari a bl es t h at ar e n ot p art of N CI-C T C A E will b e pr es e nt e d as b el o w, wit hi n, or 
a b o v e n or m al li mits. 

E n d p oi nt St ati sti c al A n al y si s M et h o d s

 T E A Es

 S A E

 R el at e d T E A Es

 R el at e d S A Es

 T E A E of Gr a d e ≥ 3

 R el at e d T E A E of Gr a d e ≥ 3

 T E A Es l e a di n g t o tr e at m e nt 
i nt err u pti o ns or m o difi c ati o ns

I nci d e n c e of T E A E o v er all a n d b y  S O C a n d 
P T

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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 T E A Es l e a di n g t o p er m a n e nt 
tr e at m e nt dis c o nti n u ati o n

 T E A Es l e a di n g t o d e at hs

 A E SI s.

 D e at h C o u nt a n d p er c e nt a g e of d e at hs o v er all a n d 
b y  pri m ar y r e as o n of d e at h

 D e at hs aft er st art of tr e at m e nt

 D e at hs wit hi n 3 0 d a y s aft er t h e l ast d os e 
of tri al i nt er v e nti o n

 D e at hs wit hi n 6 0 d a y s aft er t h e first 
d os e of tri al i nt er v e nti o n

 L a b or at or y  v ari a bl es P ar a m et er wit h C T C gr a di n g: S u m m ar y 
st atisti cs

 W orst o n -tr e at m e nt gr a d e

 S hifts fr o m b as eli n e t o w orst o n-
tr e at m e nt

 B o x -pl ot ( L a b or at or y  v al u es o v er ti m e)

 Vit al si g ns S u m m ar y  st atisti cs

 Hi g h est i n cr e as e fr o m b as eli n e

 Hi g h est d e cr e as e fr o m b as eli n e

 S hifts fr o m b as eli n e t o hi g h est i n cr e as e 
o n- tr e at m e nt

 S hifts fr o m b as eli n e t o hi g h est d e cr e as e 
o n- tr e at m e nt

8. 6 Cli ni c al L a b o r at o r y Ass ess m e nt

All st atisti c al a n al y s es of l a b or at or y val u es will b e p erf or m e d usi n g SI  units. C o nti n u o us -v al u e d 
s er u m c h e mistr y, h e m at ol o g y, a n d c o a g ul ati o n r es ults will b e s u m m ari z e d b y tr e at m e nt gr o u p, by 
st u d y part, a n d o v er all at e a c h s c h e d ul e d ti m e p oi nt. C h a n g e fr o m b as eli n e r es ults will als o b e 
s u m m ari z e d.

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 nt s wit h s hift c h a n g es b as e d o n C T C A E t o xi cit y gr a d es 
will b e t a b ul at e d.

A listi n g of i n di vi d u al p arti ci p a nt h e m at ol o g y , ser u m c h e mistr y , a n d c o a g ul ati o n v al u es o utsi d e 
t h e r ef er e n c e r a n g es will b e pr o vi d e d. T his listi n g will i n cl u d e d at a fr o m s c h e d ul e d a n d 
u ns c h e d ul e d ti m e p oi nts.

D o c u m e nt N o. 

O bj e ct N o. 
C CI

C CI
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Gr a d e 3 a n d a b o v e t o xi cit y la b or at or y  val u es will b e pr o vi d e d i n i n di vi d u al p arti ci p a nt d at a 
listi n gs. 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 will b e r e p ort e d as A Es.

8. 7 El e ct r o c a r di o g r a m

A s u m m ar y  of r a w v al u es a n d c h a n g e fr o m b as eli n e v al u es b y tr e at m e nt gr o u p a n d st u d y p art f or 
e a c h s c h e d ul e d visit will b e pr o vi d e d f or t h e f oll o wi n g E C G p ar a m et er s: P R, Q T, Q R S, a n d Q T c 
i nt er v als, a n d h e art r at e. I n ad diti o n, 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 nt s b y  ma xi m u m 
o n- tr e at m e nt v al u e of Q T/ Q T c i nt er v als, c at e g ori z e d as ≤ 4 5 0 ms e c, > 4 5 0 ms e c a n d ≤ 4 8 0 m s e c, 
> 4 8 0 ms e c a n d ≤ 5 0 0 ms e c, a n d > 5 0 0 ms e c, a s w ell as m a xi m u m o n- tr e at m e nt c h a n g e fr o m 
b as eli n e v al u e of Q T/ Q T c i nt er v als, c at e g ori z e d as ≤ 3 0 ms e c, > 3 0 ms e c a n d ≤ 6 0 ms e c, a n d 
> 6 0 ms e c, will b e pr o vi d e d. Cli ni c all y  si g nifi c a nt a b n or m al fi n di n gs will b e r e p ort e d as A Es.

8. 8 Vit al Si g n s

A s u m m ar y of v al u es a n d c h a n g e fr o m b as eli n e v al u es b y  tr e at m e nt gr o u p a n d st u d y part, a n d 
o v er all f or e a c h s c h e d ul e d visit will b e pr o vi d e d f or t h e f oll o wi n g vit al si g n p ar a m et ers: s yst oli c 
a n d di ast oli c bl o o d pr ess ur e ( m m H g), b o d y  te m p er at ur e, p uls e r at e ( b p m), a n d r es pir at or y rat e 
( br e at hs p er mi n ut e). Cli ni c all y  si gnifi c a nt a b n or m al fi n di n gs i n vit al si g ns will b e r e p ort e d as 
A Es.

8. 9 P h ysi c al E x a mi n ati o n

P E r es ults will b e pr es e nt e d i n i n di vi d u al p arti ci p a nt d at a listi n gs o nl y . Cli ni c all y rel e v a nt r e s ults 
i d e ntifi e d aft er S cr e e ni n g will b e r e p ort e d as A Es.

8. 1 0 I nt e ri m a n d A d diti o n al Pl a n n e d A n al ys es

I nt eri m a n alys e s m a y  b e c o n d u ct e d f or t h e p ur p os e of d at a r e vi e w a n d r e g ul at or y u p d at es.

F or all P art s C, i nt eri m a n al y s es ar e pl a n n e d aft er e a c h st a g e, s e e S e cti o n 8. 1 .

9 Et hi c al a n d R e g ul at o r y As p e cts

9. 1 R es p o nsi biliti es of t h e I n v esti g at o r

T h e I n v esti g at or is r es p o nsi bl e f or 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 will e ns ur e t h at t h e st u d y
is p erf or m e d i n a c c or d a n c e wit h t his pr ot o c ol, t h e et hi c al pri n ci pl es o utli n e d i n t h e D e cl ar ati o n of 
H elsi n ki, I CH G C P , a n d a n y  ot h er a p pli c a bl e r e g ul ati o ns. T h e I n v esti g at or m u st e n s ur e t h at o nl y 
p arti ci p a nt s w h o h a v e gi v e n i nf or m e d c o ns e nt ar e i n cl u d e d i n t h e st u d y.

A c c or di n g t o U nit e d St at es C o d e of F e d er al R e g ul ati o ns P art 5 4. 2 ( e), f or st u di es c o n d u ct e d i n a n y 
c o u ntr y  th at c o ul d r es ult i n a pr o d u ct s u b missi o n t o t h e U nit e d St at es F o o d a n d Dr u g 
A d mi nistr ati o n f or m ar k eti n g a p pr o v al a n d c o ul d c o ntri b ut e si g nifi c a ntl y t o t h e d e m o n str ati o n of 
effi c a c y  a n d s af et y of a st u d y  dr u g ( w hi c h ar e c o nsi d er e d “ c o v er e d cli ni c al st u di es ” b y t h e F D A), 
t h e I n v esti g at or a n d all s u b -I n v esti g at ors ar e o bli g e d t o dis cl os e a ny fi n a n ci al i nt er est w hi c h t h e y, 
t h eir s p o us es or t h eir d e p e n d e nt c hil dr e n m a y h a v e i n t h e S p o ns or or t h e S p o ns or’s pr o d u ct u n d er 
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st u d y. T his i nf or m ati o n is r e q uir e d d uri n g t h e st u d y a n d f or 1 2 m o nt hs f oll o wi n g c o m pl eti o n of 
t h e st u d y.

9. 2 P a rti ci p a nt I nf o r m ati o n a n d I nf o r m e d C o ns e nt

A n u n c o n diti o n al pr er e q uisit e f or e a c h p arti ci p a nt pri or t o p arti ci p ati o n i n t h e st u d y i s writt e n 
i nf or m e d c o ns e nt , w hi c h m ust b e gi v e n b ef or e a n y st u d y-r el at e d a cti viti es ar e c arri e d o ut.
A d e q u at e i nf or m ati o n m ust t h er ef or e b e gi v e n t o t h e p arti ci p a nt b y  th e I n v esti g at or or a n 
a p pr o pri at e d esi g n e e (if l o c al r e g ul ati o ns p er mit) b ef or e i nf or m e d c o ns e nt is o bt ai n e d. 

A p arti ci p a nt i nf or m ati o n s h e et m ust b e pr e p ar e d i n t h e l o c al l a n g u a g e i n a c c or d a n c e wit h I CH
G C P a n d will b e pr o vi d e d b y  th e S p o ns or f or t h e p ur p os e of o bt ai ni n g i nf or m e d c o ns e nt. I n 
a d diti o n t o pr o vi di n g t his writt e n i nf or m ati o n t o a p ot e nti al p arti ci p a nt , t h e I nv esti g at or or a
d esi g n at e will i nf or m t h e p arti ci p a nt v er b all y of all p erti n e nt as p e cts of t h e st u d y, usi n g l a n g u a g e 
c h os e n s o t h at t h e i nf or m ati o n c a n b e f ull y  an d r e a dil y  u n d er st o o d b y l a yp ers o ns. T h e p arti ci p a nt
will b e gi v e n s uffi ci e nt ti m e t o r e a d t h e i nf or m ati o n a n d t h e o p p ort u nit y  to as k q u esti o ns a n d t o 
r e q u est a d diti o n al i nf or m ati o n a n d cl arifi c ati o n.

If p er mitt e d b y  nati o n al r e g ul ati o ns, a p ers o n ot h er t h a n t h e I nv esti g at or m a y i nf or m t h e p arti ci p a nt
a b o ut t h e st u d y a n d si g n t h e I CF, as a b o v e.

Aft er t h e i nf or m ati o n is pr o vi d e d b y t h e I n v esti g at or, t h e Inf or m e d C o ns e nt F or m m ust b e si g n e d 
a n d d at e d b y t h e p arti ci p a nt a n d t h e I n v esti g at or. 

T h e si g n e d a n d d at e d d e cl ar ati o n of i nf or m e d c o ns e nt will r e m ai n at t h e I n v esti g at or’s sit e, a n d 
m ust b e s af el y ar c hi v e d s o t h at t h e f or ms c a n b e r etri e v e d at a n y t i m e f or m o nit ori n g, a u diti n g a n d 
i ns p e cti o n p ur p os es. A c o p y  of t h e si g n e d a n d d at e d i nf or m ati o n a n d I CF s h o ul d b e pr o vi d e d t o 
t h e p arti ci p a nt pri or t o p arti ci p ati o n.

W h e n e v er i m p ort a nt n e w i nf or m ati o n b e c o m es a v ail a bl e t h at m a y  be r el e v a nt t o i nf or m e d c o ns e nt, 
t h e I n v esti g at or will r e vi s e t h e p arti ci p a nt i nf or m ati o n s h e et a n d a n y ot h er writt e n i nf or m ati o n t o 
b e pr o vi d e d t o t h e p arti ci p a nt s a n d s u b mit t h e m t o t h e I RB f or r e vi e w a n d o pi ni o n. Usi n g t h e 
a p pr o v e d r e vis e d p arti ci p a nt i nf or m ati o n s h e et a n d ot h er writt e n i nf or m ati o n, T h e I nv esti g at or will 
e x pl ai n t h e c h a n g es t o t h e pr e vi o us v ersi o n t o e a c h st u d y p arti ci p a nt a n d o bt ai n n e w writt e n 
c o ns e nt f or c o nti n u e d p arti ci p ati o n i n t h e st u d y. Th e p arti ci p a nt will b e gi v e n s uffi ci e nt ti m e t o 
r e a d t h e i nf or m ati o n a n d t h e o p p ort u nit y  to as k q u esti o ns a n d t o r e q u est a d diti o n al i nf or m ati o n 
a n d cl arifi c ati o n a b o ut t h e c h a n g es.

9. 3 P a rti ci p a nt I d e ntifi c ati o n a n d P ri v a c y

A u ni q u e n u m b er will b e assi g n e d t o e a c h p arti ci p a nt , i m m e di at el y aft er i nf or m e d c o ns e nt h a s 
b e e n o bt ai n e d. T hi s n u m b er will s er v e as t h e p arti ci p a nt ’s i d e ntifi er i n t h e st u d y as w ell as i n t h e 
cli ni c al st u d y d at a b as e. If a p arti ci p a nt is s cr e e n f ail ur e a n d is r e-s cr e e n e d or c o ns e nts f or
p arti ci p ati o n i n a diff er e nt p art of t h e st u d y, t h at p arti ci p a nt will b e assi g n e d a n e w u ni q u e n u m b er. 
Al l p arti ci p a nt d at a c oll e ct e d i n t h e st u d y will b e st or e d u n d er t h e a p pr o pri at e p arti ci p a nt n u m b er. 
O nl y  th e I n v esti g at or will b e a bl e t o li n k st u d y d at a t o a n i n di vi d u al p arti ci p a nt vi a a n i d e ntifi c ati o n 
li st k e pt at t h e sit e. F or e a c h p arti ci p a nt , ori gi n a l m e di c al d at a will b e a c c e s si bl e f or t h e p ur p o s e s 
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of s o ur c e d at a v erifi c ati o n b y  th e M o nit or, a u dits a n d r e g ul at or y ins p e cti o ns, b ut p arti ci p a nt
c o nfi d e nti alit y  will b e stri ctl y m ai nt ai n e d.

D at a pr ot e cti o n a n d pri v a c y  re g ul ati o ns will b e o bs er v e d i n c a pt u ri n g, f or w ar di n g, pr o c essi n g, a n d 
st ori n g p arti ci p a nt d at a. P arti ci p a nt s will b e i nf or m e d a c c or di n gl y a n d will b e r e q u est e d t o gi v e 
t h eir c o ns e nt o n d at a h a n dli n g pr o c e d ur es i n a c c or d a n c e wit h n ati o n al r e g ul ati o ns.

Bl o o d a n d t u m or tiss u e s a m pl es f or  a n d  will b e st or e d f or u p t o 1 0 y e ars aft er 
st u d y c o m pl eti o n. D uri n g t his ti m e, t h e s a m pl es m a y b e r e a n aly z e d f or n e wl y  id e ntifi e d  
or wit h n e w or i m pr o v e d t e c h n ol o gy . Aft er 1 0 y e ars, t h e s a m pl es wil l b e d estr o y e d or f ull y 
a n o n y mi z e d or a n e w I E C/IR B a p pr o v al a n d i nf or m e d c o ns e nt will b e r e q u est e d t o k e e p t h e
s a m pl es f or a n a d diti o n al p eri o d. If t u m or tiss u e r e m ai ns, t h e sit e will b e n otifi e d, a n d t h e t u m or 
ti s s u e will b e r et ur n e d t o t h e sit e u p o n r e qu est. If t h e sit e d o e s n ot r e q u e st t h e r et ur n of t h e t u m or 
tiss u e, it will b e d estr o ye d.

9. 4 E m e r g e n c y M e di c al S u p p o rt a n d P a rti ci p a nt C a r d

P arti ci p a nt s will b e pr o vi d e d wit h E m er g e n c y M e di c al S u p p ort c ar ds s u p pli e d b y t h e S p o ns or f or 
us e d uri n g st u d y p art i ci p ati o n i n or d er t o pr o vi d e cli ni c al st u d y p arti ci p a nt s wit h a w a y  of 
i d e ntif yi n g t h e ms el v es as p arti ci p ati n g i n a cli ni c al st u d y a n d t o gi v e h e alt h c ar e pr o vi d ers a c c ess 
t o a n y i nf or m ati o n a b o ut t his p arti ci p ati o n t h at m a y b e n e e d e d t o d et er mi n e t h e c o urs e of m e di c al 
tr e at m e nt f or t h e p arti ci p a nt . T h e i nf or m ati o n pr o vi d e d o n t h e E m er g e n c y M e di c al S u p p ort c ar d
m a y  i n cl u d e t h e pr o c ess f or e m er g e n c y  u n bli n di n g (if a p pli c a bl e).

T h e first p oi nt of c o nt a ct f or all e m er g e n ci es will b e t h e cli ni c al st u d y I n v estig at or c ari n g f or t h e 
aff e ct e d p arti ci p a nt . T h e I n v esti g at or a gr e e s t o pr o vi d e hi s or h er e m er g e n c y  co nt a ct i nf or m ati o n 
o n t h e c ar d f or t his p ur p os e. If t h e I nv esti g at or is a v ail a bl e w h e n a n e v e nt o c c urs, t h e y will a ns w er 
a n y  qu esti o ns. A n y  su bs e q u e nt a cti o n (f or e x a m pl e, u n bli n di n g) will f oll o w t h e st a n d ar d pr o c ess 
est a blis h e d f or I n v esti g at ors.

I n cas es w h er e t h e I n v esti g at or i s n ot a v ail a bl e, t h e P h as e I f a cility will pr o vi d e t h e a p pr o pri at e 
m e a ns t o c o nt a ct a p h y si ci a n. T his i n cl u d es t h e pr o visi o n of a 2 4- h o ur c o nt a ct n u m b er at t h e 
f a cilit y, w h er e b y t h e h e alt h c ar e pr o vi d ers will b e gi v e n a c c ess t o a n a p pr o pri at e p h y si ci a n t o assist 
wit h t h e m e di c al e m er g e n c y  an d t o pr o vi d e s u p p ort f or t h e p ot e nti al u n bli n di n g of t h e p arti ci p a nt
c o n c er n e d.

9. 5 Cli ni c al St u d y I ns u r a n c e a n d C o m p e ns ati o n t o P a rti ci p a nt s

I ns ur a n c e c o v er a g e wi ll b e pr o vi d e d f or e a c h c o u ntr y  parti ci p ati n g t o t h e st u d y. I ns ur a n c e 
c o n diti o ns s h all m e et g o o d l o c al st a n d ar ds, as a p pli c a bl e.

9. 6 I n d e p e nd e nt Et hi cs C o m mitt e e o r I nstit uti o n al R e vi e w B o a r d

Pri or t o c o m m e n c e m e nt of t h e st u d y at a gi v e n sit e, t his cli ni c al st u d y pr ot o c ol will b e s u b mitt e d 
t o g et h er wit h its ass o ci at e d d o c u m e nts (pr ot o c ol, I n v esti g at or's Br o c h ur e, s a m pl e I CF, 
a d v ertis e m e nts [if a p pli c a bl e], writt e n i nf or m ati o n gi v e n t o t h e p arti ci p a nt s [i n cl u di n g di ar y  car ds], 
s af et y u p d at es, a n n u al pr o gr ess r e p orts, a n d a n y r e visi o ns t o t h es e d o c u m e nts ) t o t h e r es p o nsi bl e 
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I n d e p e n d e nt Et hi cs C o m mitt e e (I E C) or I nstit uti o n al R e vi e w B o ar d (I R B) f or its f a v or a bl e o pi ni o n
or a p pr o v al , w hi c h will b e fil e d i n t h e I n v esti g at or Sit e Fil e . A c o p y will b e fil e d i n t h e S p o ns or
Tri al M ast er Fil e at t h e S p o ns or.

T h e I E C or I RB will b e as k e d t o d o c u m e nt t h e d at e of t h e m e eti n g at w hi c h t h e f a v or a bl e o pi ni o n
or a p pr o v al w as gi v e n a n d t h e m e m b ers a n d v oti n g m e m b ers pr es e nt. Writt e n e vi d e n c e of 
f a v or a bl e o pi ni o n or a p pr o v al t h at cl e arl y i d e ntifi es t h e st u d y, t h e cli ni c al st u d y pr ot o c ol v ersi o n 
a n d t h e P arti ci p a nt I nf or m ati o n a n d I CF v ersi o n r e vi e w e d s h o ul d b e p r o vi d e d. W h er e p ossi bl e, 
c o pi es of t h e m e eti n g mi n ut es s h o ul d b e o bt ai n e d.

A m e n d m e nts t o t his cli ni c al st u d y pr ot o c ol will als o b e s u b mitt e d t o t h e c o n c er n e d I E C or I R B, 
b ef or e i m pl e m e nt ati o n of s u bst a nti al c h a n g es (s e e S e cti o n 1 0. 5 ). R el e v a nt s af ety i nf or m ati o n will 
b e s u b mitt e d t o t h e I EC or I RB d uri n g t h e c o urs e of t h e st u d y i n a c c or d a n c e wit h n ati o n al 
r e g ul ati o ns a n d r e q uir e m e nts.

9. 7 H e alt h A ut h o riti es

T h e cli ni c al st u d y pr ot o c ol a n d a n y a p p li c a bl e d o c u m e nt ati o n (f or e x a m pl e, I n v esti g ati o n al 
M e di ci n al Pr o d u ct D ossi er, P arti ci p a nt I nf or m ati o n a n d I CF ) will b e s u b mitt e d or n otifi e d t o t h e 
H e alt h A ut h oriti es i n a c c or d a n c e wit h all l o c al a n d n ati o n al r e g ul ati o ns f or e a c h sit e.

1 0 St u d y M a n a g e m e nt

1 0. 1 C as e R e p o rt F o r m H a n dli n g

R ef er t o t h e M a n u al of O p er ati o ns f or e C R F h a n dli n g g ui d eli n es. 

T h e m ai n p ur p os e of t h e e C R F is t o o bt ai n d at a r e q uir e d b y  th e cli ni c al st u d y pr ot o c ol i n a 
c o m pl et e, a c c ur at e, l e gi bl e a n d ti m el y. T h e d at a i n t h e e C R F s h o ul d b e c o nsist e nt wit h t h e r el e v a nt 
s o ur c e d o c u m e nts.

T h e I nv esti g at or or d esi g n e e is r es p o nsi bl e f or e ns uri n g t h at t h e d at a c oll e ct e d i n t h e c o urs e of t his 
st u d y is a c c ur at e a n d d o c u m e nt e d a p pr o pri at el y o n all a p pli c a bl e f or ms. T h e y  will t h e n b e 
pr o c ess e d, e v al u at e d, a n d st or e d i n a n o n y m o us f or m i n a c c or d a n c e wit h a p pli c a bl e d at a pr ot e cti o n 
r e g ul ati o ns. T h e I n v esti g at or m ust e ns ur e t h at t h e e C R Fs a n d a n y ot h er ass o ci at e d d o c u m e nts 
f or w ar d e d t o S p o ns or or its d esi g n at e d or g a ni z ati o n c o nt ai n n o m e nti o n of a n y p arti ci p a nt n a m es.

T h e d at a will b e e nt er e d i nt o a v ali d at e d d at a b as e. T h e S p o ns or or its d esi g n e e will b e r es p o nsi bl e 
f or d at a pr o c essi n g, i n a c c or d a n c e wit h t h e S p o ns or’s d at a m a n a g e m e nt pr o c e d ur es. D at a b as e l o c k 
will o c c ur o n c e q u alit y c o ntr ol a n d q u alit y  ass ur a n c e pr o c e d ur es h a v e b e e n c o m pl et e d. P D F fil es 
of t h e e C R Fs will b e pr o vi d e d t o t h e I nv esti g at or s at t h e c o m pl eti o n of t h e st u d y.

1 0. 2 S o u r c e D at a a n d P a rti ci p a nt Fil es

T h e I n v esti g at or m ust k e e p a fil e ( m e di c al fil e, ori gi n al m e di c al r e c or ds) o n p a p er or el e ctr o ni c all y 
f or e v er y  p arti ci p a nt i n t h e st u d y. It m ust b e p ossi bl e t o i d e ntif y ea c h p arti ci p a nt b y  usi n g t his 
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p arti ci p a nt fil e. T his fil e will c o nt ai n t h e d e m o gr a p hi c a n d m e di c al i nf or m ati o n f or t h e p arti ci p a nt
list e d b el o w a n d s h o ul d b e as c o m pl et e as p ossi bl e. 

 P arti ci p a nt ’s f ull n a m e, d at e of birt h, se x, h ei g ht , wei g ht

 M e di c al hist or y  a n d c o n c o mit a nt dis e as es

 Pri or a n d c o n c o mit a nt t h er a pi es (i n cl u di n g c h a n g es d uri n g t h e st u d y)

 St u d y  id e ntifi c ati o n , t h at is, t h e S p o ns or st u d y n u m b er f or t his cli ni c al st u d y, a n d 
p arti ci p a nt n u m b er

 D at e s f or e ntr y i nt o t h e st u d y (i nf or m e d c o ns e nt) a n d visits t o t h e sit e

 A n y  me di c al e x a mi n ati o ns a n d cli ni c al fi n di n gs pr e d efi n e d i n t his cli ni c al st u d y
pr ot o c ol

 All A E s

 D at e t h at t h e p arti ci p a nt l eft t h e st u d y i n cl u di n g a n y r e as o n f or e arl y wit h dr a w al fr o m 
t h e st u d y or st u d y dr u g (if a p pli c a bl e).

A ll d o c u m e nts c o nt ai ni n g s o ur c e d at a m ust b e fil e d , i ncl u di n g , b ut n ot li mit e d t o C T or M RI s c a n 
i m a g es, E C G r e c or di n gs, a n d l a b or at or y res ults. S u c h d o c u m e nts m ust b e ar t h e p arti ci p a nt n u m b er 
a n d t h e d at e of t h e pr o c e d ur e. If p ossi bl e, t his inf or m ati o n s h o ul d b e pri nt e d b y  th e i nstr u m e nt 
us e d t o p erf or m t h e ass ess m e nt or m e as ur e m e nt. A s n e c ess ar y , m edi c al e v al u ati o n of s u c h r e c or ds 
s h o ul d b e p erf or m e d; all e v al u ati o ns s h o ul d b e d o c u m e nt e d , si g n e d , a n d d at e d b y  th e I nv esti g at or .

El e ctr o ni c p arti ci p a nt fil es will b e pri nt e d w h e n e v er t h e M o nit or p erf or ms s o ur c e d at a v erifi c ati o n. 
Pri nt o ut s m u st b e si g n e d a n d d at e d b y  t h e I n v esti g at or, c o u nt ersi g n e d b y  t h e M o nit or a n d k e pt i n 
a s af e pl a c e at t h e sit e. Pri nti n g t h e fil es will n ot b e n e c ess ar y if t h e m o nit or is p er mitt e d t o a c c ess 
a n d r e vi e w el e ctr o ni c p arti ci p a nt fil es or ot h er el e ctr o ni c st u d y re c or ds at In v esti g at or sit es, 
pr o vi d e d t h at t h e y ar e gi v e n t h eir o w n u ni q u e a c c ess a n d is “ R e a d O nly. ”

1 0. 3 I n v esti g at o r Sit e Fil e a n d A r c hi vi n g

U p o n i niti ati o n of t h e st u d y, t h e I n v esti g at or will b e pr o vi d e d wit h a n I n v esti g at or Sit e Fil e 
c o nt ai ni n g all n e c ess ar y st u d y d o c u m e nts , w hi c h will b e c o m pl et e d t hr o u g h o ut t h e st u d y a n d 
u p d at e d as n e c ess ar y . T h e fil e m ust b e a v ail a bl e f or r e vi e w by t h e M o nit or, d uri n g S p o ns or a u dits 
a n d f or i ns p e cti o n b y  He alt h A ut h oriti es d uri n g a n d aft er t h e st u d y, a n d m ust b e s af el y ar c hi v e d 
f or at l e ast 1 5 y e ars ( or l o ng er, p er l o c al r e q uir e m e nts or as ot h er wis e n otifi e d b y  th e S p o ns or) 
aft er t h e e n d of t h e st u d y. T h e d o c u m e nts t o b e ar c hi v e d i n cl u d e t h e P arti ci p a nt I de ntifi c ati o n L i st 
a n d t h e si g n e d p arti ci p a nt I CFs . If ar c hi vi n g of t h e I n v esti g at or Sit e Fil e is n o l o n ger p ossi bl e at 
t h e sit e, t h e I n v esti g at or m ust n otif y  t h e S p o ns or/ desi g n e e .

All ori gi n al p arti ci p a nt fil es ( m e di c al r e c or ds) m u st b e st or e d at t h e sit e ( h os pit al, r es e ar c h i nstit ut e, 
or pr a cti c e) f or t h e l o n g est p ossi bl e ti m e p er mitt e d b y  th e a p pli c a bl e r eg ul ati o ns, a n d/ or as p er I CH 
G C P g ui d eli n es, w hi c h e v er is l o n g er. I n a n y c as e, t h e I n v esti g at or s h o ul d e ns ur e t h at n o 
d estr u cti o n of m e di c al r e c or ds is p erf or m e 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.
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1 0. 4 M o nit o ri n g, Q u alit y Ass u r a n c e a n d I ns p e cti o n b y H e alt h 
A ut h o riti es

T his st u d y will b e m o nit or e d i n a c c or d a n c e wit h t h e I CH G C P, a n d a n y  ot h er a p pli c a bl e 
r e g ul ati o ns. T h e sit e M o nit or will p erf or m visits t o t h e st u d y sit e at r e g ul ar i nt er v als.

T h e cli ni c al st u d y pr ot o c ol, e a c h st e p of t h e d at a c a pt ur e pr o c e d ur e, a n d t h e h a n dli n g of t h e d at a, 
i n cl u di n g t h e fi n al cli ni c al st u d y r e p ort, will b e s u bj e ct t o i n d e p e n d e nt Q u alit y  Ass ur a n c e 
a cti viti es. A u dits m a y b e c o n d u ct e d at a n y ti m e d uri n g or aft er t h e st u d y t o e ns ur e t h e v ali dit y a n d 
i nt e grity of t h e st u d y d at a. R e pr es e nt ati v es of t h e Q u alit y  Ass ur a n c e u nit fr o m t h e S p o ns or or a 
d esi g n at e d or g a ni z ati o n, as w ell as H e alt h A ut h oriti es, m ust b e p er mitt e d t o a c c ess all st u d y
d o c u m e nts a n d ot h er m at eri als at t h e sit e, i n cl u di n g t h e I nv esti g at or Sit e Fil e, t h e c o m pl et e d 
e C R Fs, all st u d y dr u g a n d st u d y dr u g a c c o u nt a bilit y  re c or ds, a n d t h e ori gi n al m e di c al r e c or ds or 
fil es f or e a c h p arti ci p a nt .

1 0. 5 C h a n g es t o t h e Cli ni c al St u d y P r ot o c ol

C h a n g es t o t h e cli ni c al st u d y pr ot o c ol will b e d o c u m e nt e d i n writi n g . S u bst a n ti v e a m e n d m e nts 
will us u all y  re q uir e s u b missi o n t o t h e H e alt h A ut h oriti es a n d t o t h e r el e v a nt I E C/I R B f or a p pr o v al 
or f a v or a bl e o pi ni o n. I n s u c h c as es, t h e a m e n d m e nt will b e i m pl e m e nt e d o nl y  aft er a p pr o v al or 
f a v or a bl e o pi ni o n h as b e e n o bt ai n e d.

Mi n or ( n o ns u bst a nti al) pr ot o c ol a m e n d m e nts, i n cl u di n g a d mi nistr ati v e c h a n g es, will b e fil e d b y  
t h e S p o ns or a n d at t h e sit e. T h e y  will b e s u b mitt e d t o t h e r el e v a nt I E C/IR B or t o H e alt h A ut h oriti es 
o nl y  w h er e r e q u est e d b y p erti n e nt r e g ul ati o ns. A n y  am e n d m e nt t h at c o ul d aff e ct t h e p arti ci p a nt ’ s 
a gr e e m e nt t o p arti ci p at e i n t h e st u d y r e q uir es a d diti o n al i nf or m e d c o ns e nt pri or t o i m pl e m e nt ati o n 
f oll o wi n g t h e pr o c ess as d es cri b e d i n S e cti o n 9. 2 .

1 0. 6 Cli ni c al St u d y R e p o rt a n d P u bli c ati o n P oli c y

1 0. 6. 1  Cli ni c al St u d y R e p o rt

A cli ni c al st u d y re p ort, writt e n i n a c c or d a n c e wit h t h e I CH E 3 G ui d eli n e b y  th e S p o ns or i n 
c o ns ult ati o n wit h t h e C o or di n ati n g I n v esti g at or, will b e s u b mitt e d i n a c c or d a n c e wit h l o c al 
r e g ul ati o ns.

1 0. 6. 2  P u bli c ati o n

T h e r es ults of t his st u d y ma y  b e pu blis h e d or pr es e nt e d at s ci e ntifi c m e eti n gs. If t his is f or es e e n, 
t h e I n v esti g at or a gr e es t o s u b mit all m a n us cri pts or a bstr a cts t o t h e S p o ns or b ef or e s u b missi o n. 
T his all o ws M er c k t o pr ot e ct pr o pri et ar y  i nf or mati o n a n d t o pr o vi d e c o m m e nts. T h e S p o ns or will 
c o m pl y  wit h t h e r e q uir e m e nts f or p u bli c ati o n of st u d y res ults. P er st a n d ar d e dit ori al a n d et hi c al 
pr a cti c e, t h e S p o ns or will g e n er all y s u p p ort p u bli c ati o n of m ulti c e nt er st u di es o nl y  in t h eir e ntir et y 
a n d n ot as i n di vi d u al sit e d at a. I n t his c as e, a C o or di n ati n g I n v esti g at or will b e d esi g n at e d b y  
a gr e e m e nt. A ut h ors hi p will b e d et er mi n e d b y a gr e e m e nt a n d i n li n e wit h 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 a ut h ors hi p r e q uir e m e nts.
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P osti n g of r es ults fr o m t his tri al o n Cli ni c al Tri als. g o v a n d E u dr a C T is pl a n n e d a n d will o c c ur 
1 2 m o nt hs aft er t h e l ast cli ni c visit of t h e fi n al st u d y p arti ci p a nt or a n ot h er a p pr o pri at e d at e t o m e et 
a p pli c a bl e r e q uir e m e nts.

D o c u m e nt N o. 

O bj e ct N o. C CIC CI
C CI



M 4 3 4 4 M 4 3 4 4 Fi rst i n H u m a n St u d y
M S 2 0 1 9 2 2- 0 0 0 1

C O N F I D E N T I A L
I N F O R M A T I O N

1 4 4 / 1 5 9

1 1 R ef e r e n c es Cit e d i n t h e T e xt

A m eri c a n C a n c er S o ci et y. C a n c er f a cts a n d fi g ur es 2 0 1 2. Atl a nt a: A m eri c a n c a n c er s o ci et y; 2 0 1 1.

C a n c er G e n o m e Atl as R es e ar c h N et w or k . C o m pr e h e nsi v e m ol e c ul ar p ortr aits of h u m a n br e ast 
t u m o urs. N at ur e. 2 0 1 2; 4 9 0: 6 1- 7 0.

C ar b o pl ati n. S u m m ar y  of Pr o d u ct C h ar a ct eristi cs [I nt er net].

Ci m pri c h K A, C ort e z D. A T R: a n ess e nti al r e g ul at or of g e n o m e i nt e grity. N at ur e R e vi e ws 
M ol e c ul ar C ell Bi ol o g y . 2 0 0 8; 9: 6 1 6- 2 7.

Cis pl ati n. S u m m ar y  of Pr o d u ct C h ar a ct eristi cs [Int er n et]. 

Cr e as y D M, F ost er P M D ( 2 0 0 2). M al e R e pr o d u cti v e S y st e m. I n W M H as c h e k, C G R o uss e a u x, 
M A W alli g ( E ds.), H a n d b o o k of T o xi c ol o gi c P at h ol o g y ( p p. 7 8 5). S a n Di e g o, C alif or ni a: Els e vi er 
S ci e n c e.

Di n g L, G et z G, W h e el er D A, et al. S o m ati c m ut ati o ns aff e ct k e y  pat h w a y s i n l u n g 
a d e n o c ar ci n o m a. N at ur e. 2 0 0 8; 4 5 5: 1 0 6 9- 7 5.

Eis e n h a u er E A, T h er ass e P, B o g a erts J, et al. N e w r es p o ns e crit eri a i n s oli d t u m o urs: R e vis e d 
R E CI S T g ui d eli n e ( v ersi o n 1. 1). E ur o p e a n J o ur n al of C a n c er. 2 0 0 9; 4 5: 2 2 8 - 4 7.

F erl a y  J, S hi n H R, Br a y F, et al. Esti m at es of w orl d wi d e b ur d e n of c a n c er i n 2 0 0 8: G L O B O C A N 
2 0 0 8. I nt J C a n c er. 2 0 1 0; 1 2 7: 2 8 9 3 - 2 9 1 7.

Fl y n n R L , C o x K E, J eit a n y M, et al. Alt er n ati v e l e n gt h e ni n g of t el o m er es r e n d ers c a n c er c ells 
h y p ers e nsiti v e t o A T R i n hi bit ors. S ci e n c e. 2 0 1 5; 3 4 7( 6 2 1 9): 2 7 3- 7.

F urt h er a n al ys i s of t h e d at a i n t h e Cr o w n Bi o r e p ort e ntitl e d “ E v al u ati o n of effi c a c y  an d s af et y  of 
V ert e x’s t est c o m p o u n d V X c - 8 0 3 a n d i n c o m bi n ati o n wit h c ar b o pl ati n i n t h e tr e at m e nt of 
s u b c ut a n e o us M D A -M B - 4 6 8 h u m a n br e ast c a n c er x e n o gr aft m o d el ”. R e p ort K 2 4 3. R e p ort d at e 
1 9 A u g ust 2 0 1 4.

G e m cit a bi n e. S u m m ar y  of Pr o d u ct C h ar a ct eristi cs [Int er n et]. 

Gil a d O, N a b et B Y, R a gl a n d R L , et al. C o m bi ni n g A T R s u p pr essi o n wit h o n c o g e ni c R as 
s yn er gisti c all y  in cr e as es g e n o mi c i nst a bilit y, c a usi n g s ynt h eti c l et h ality or t u m ori g e n esis i n a 
d os a g e -d e p e n d e nt m a n n er. C a n c er R es e ar c h. 2 0 1 0; 7 0: 9 6 9 3 - 7 0 2.

Gr e e n m a n C, St e p h e ns P, S mit h R, et al. P att er ns of s o m ati c m ut ati o n i n h u m a n c a n c er g e n o m es. 
N at ur e. 2 0 0 7; 4 4 6: 1 5 3 - 5 8.

H a m m o n d E M, D ori e M J, Gi a c ci a A J. I n hi biti o n of A T R l e a ds t o i n cr e as e d s e nsiti vit y to 
h y p o xi a/r e o x y g e n ati o n. C a n c er R es e ar c h. 2 0 0 4; 6 4: 6 5 5 6 - 6 2.

H e gi M E, Dis er e ns A C, G orli a T, et al. M G M T g e n e sil e n ci n g a n d b e n efit fr o m t e m o z ol o mi d e i n 
gli o bl ast o m a. N e w E n gl a n d J o ur n al of M e di ci n e. 2 0 0 5; 3 5 2: 9 9 7- 1 0 0 3.

H o wl a d er N, N o o n e A M, Kr a p c h o M, et al ( e ds). S E E R C a n c er St atisti cs R e vi e w , 1 9 7 5- 2 0 1 1, 
N ati o n al C a n c er I nstit ut e. B et h es d a, M D, htt p://s e er. c a n c er. g o v/ csr/ 1 9 7 5 _ 2 0 1 1/, b as e d o n 
N o v e m b er 2 0 1 3 S E E R d at a s u b missi o n, p ost e d t o t h e S E E R w e b sit e, A pril 2 0 1 4.
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I T R L a b or at ori es. V R T -1 2 2 8 6 9 2: A 1 4 -d a y  or al r a n g e fi n di n g t o xi cit y an d t o xi c o ki n eti c st u d y  i n 
S pr a g u e -D a wl e y  rats. V ert e x st u d y nu m b er: V R T - 1 2 2 8 6 9 2-T X -0 0 1. I T R st u d y nu m b er: 7 2 1 7 1. 
R e p ort d at e: 1 5 N o v e m b er 2 0 1 3.

I T R L a b or at ori es. V R T -1 2 2 8 6 9 2: A 1 4 -d a y  or al r a n g e fi n di n g t o xi cit y an d t o xi c o ki n eti c st u d y  i n 
B e a gl e d o gs. V ert e x st u d y n u m b er: V R T -1 2 2 8 6 9 2 -T X - 0 0 2. I T R st u d y nu m b er: 6 1 3 8 8. R e p ort 
d at e: 1 8 N o v e m b er 2 0 1 3.

I va n o v a A. Es c al ati o n, gr o u p a n d A + B d esi g ns f or d os e -fi n di n g tri als. St atist M e d. 2 0 0 6; 2 5: 3 6 6 8 -
7 8.

Ji a n g H, R ei n h ar dt H C, B art k o v a J, et al. T h e c o m bi n e d st at us of A T M a n d p 5 3 li n k t u m or 
d e v el o p m e nt wit h t h er a p e uti c r es p o ns e. G e n es & D e v el o p m e nt. 2 0 0 9; 2 3: 1 8 9 5 - 9 0 9.

K ast a n M B , B art e k J. C ell -c y cl e c h e c k p oi nts a n d c a n c er. N at ur e. 2 0 0 4; 4 3 2: 3 1 6 - 2 3.

Li J, Z h a o, T, Z h a n g Y, et al. P erf or m a n c e e v al u ati o n of p at h o g e ni cit y- c o m p ut a ti o n m et h o ds f or 
miss e ns e v ari a nts . N u cl ei c A ci ds R es. 2 0 1 8; 4 6( 1 5): 7 7 9 3 - 8 0 4.

Mi n A, I m SA, J a n g H, et al. A Z D 6 7 3 8, A N o v el Or al I n hi bit or of A T R, I nd u c es S y nt h eti c 
L et h alit y  wit h A T M D efi ci e n c y i n G astri c C a n c er C ells. M ol C a n c er T h er. 2 0 1 7; 1 6( 4): 5 6 6 - 5 7 7.

M PI  Res e ar c h. V R T -1 2 2 8 6 9 2: A 2 8- d a y  or al ( g a v a g e) t o xi cit y an d t o xi c o ki n eti c st u d y in r ats wit h 
a 1 4 -d a y  r e c o v er y p eri o d. V ert e x st u dy n u m b er: V R T -1 2 2 8 6 9 2- T X -0 0 4. M PI  st u d y n u m b er: 8 6 3-
1 6 5. R e p ort d at e: 2 8 A u g ust 2 0 1 4.

M PI  Res e ar c h. V R T -1 2 2 8 6 9 2: A 2 8- d a y  or al ( g a v a g e) t o xi cit y an d t o xi c o ki n eti c st u d y in d o g s 
wit h a 1 4 -d a y  r e c o v er y p eri o d. V ert e x st u d y n u m b er: V R T-1 2 2 8 6 9 2- T X -0 0 5. M PI  st u d y n u m b er: 
8 6 3- 1 6 6. R e p ort d at e: 2 8 A u g ust 2 0 1 4.

M ur g a M, B u nti n g S, M o nt a n a M F, et al. A m o us e m o d el of A T R -S e c k el s h o ws e m br y o ni c 
r e pli c ati v e str ess a n d a c c el er at e d a gi n g. N at ur e G e n eti cs. 2 0 0 9; 4 1: 8 9 1- 8.

M ur g a M, C a m p a n er S, L o p e z -C o ntr er as A J, et al. E x pl oiti n g o n c o g e n e -i n d u c e d r e pli c ati v e str ess 
f or t h e s el e cti v e killi n g of M y c- dri v e n t u m ors. N at ur e Str u ct ur al & M ol e c ul ar Bi ol o g y 
2 0 1 1; 1 8: 1 3 3 1 - 5.

N C C N Cli ni c al Pr a cti c e G ui d eli n es i n O n c ol o g y f or N o n -S m all C ell L u n g C a n c er. V ersi o n 2. 
2 0 1 3. A v ail a bl e fr o m: htt p:// w w w. n c c n. or g/ pr of essi o n als/ p h y si ci a n _ gls/f _ g ui d eli n es. as p

Li u S, Y u a n, Y. B a y esi a n O pti m al I nt er v al D esi g ns f or P h as e I Cli ni c al Tri als. J o ur n al of t h e R o y al 
St atisti c al S o ci et y : S eri es C, 6 4, 5 0 7- 2 3.

N g hi e m P, P ar k P K, Ki m Y, et al. A T R i n hi biti o n s el e cti v el y se nsiti z es G 1 c h e c k p oi nt -d efi ci e nt 
c ells t o l et h al pr e m at ur e c hr o m ati n c o n d e ns ati o n. Pr o c e e di n gs of t h e N ati o n al A c a d e m y  of 
S ci e n c es of t h e U nit e d St at es of A m eri c a. 2 0 0 1; 9 8: 9 0 9 2 - 7.

N g hi e m P, P ar k P K, Ki m Ys, et al. A T R is n ot r e q uir e d f or p 5 3 a cti v ati o n b ut s y n er gi z es wit h p 5 3 
i n t h e r e pli c ati o n c h e c k p oi nt. J o ur n al of Bi ol o gi c al C h e mistr y. 2 0 0 2; 2 7 7: 4 4 2 8- 3 4.

N or q uist B, W ur z K A, P e n nil C C, et al. S e c o n d ar y s o m ati c m ut ati o ns r est ori n g B R C A 1/ 2 pr e di ct 
c h e m ot h er a p y r esist a n c e i n h er e dit ar y o v ari a n c ar ci n o m as. J o ur n al of Cli ni c al O n c ol o g y . 
2 0 1 1; 2 9: 3 0 0 8 - 1 5.
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Ol a uss e n K A, D u n a nt A, F o ur et P, et al. D N A r e p air b y  E R C C 1 i n n o n- s m all -c ell l u n g c a n c er a n d 
cis pl ati n -b as e d a dj u v a nt c h e m ot h er a p y. N e w E n gl a n d J o ur n al of M e di ci n e. 2 0 0 6; 3 5 5: 9 8 3 - 9 1.

Pir es I M, Ol ci n a M M, A n b al a g a n S, et al. T ar g eti n g r a di ati o n-r esist a nt h y p o xi c t u m o ur c ells 
t hr o u g h A T R i n hi biti o n. Britis h J o ur n al of C a n c er. 2 0 1 2; 1 0 7: 2 9 1 - 9.

R e a p er P M, Griffit hs M R, L o n g J M, et al. S el e cti v e killi n g of A T M - or p 5 3 -d efi ci e nt c a n c er c ells 
t hr o u g h i n hi biti o n of A T R. N at ur e C h e mi c al Bi ol o g y. 2 0 1 1; 7: 4 2 8- 3 0.

R usti n G J, Q ui n n M, T hi g p e n T, et al. R e: N e w g ui d eli n es t o e v al u at e t h e r es p o ns e t o tr e at m e nt i n 
s oli d t u m ors ( o v ari a n c a n c er). J o ur n al of t h e N ati o n al C a n c er I nstit ut e. 2 0 0 4; 9 6: 4 8 7- 8.

R u z a n ki n a Y, Pi n z o n -G u z m a n C, As ar e A, et al. D el eti o n of t h e d e v el o p m e nt all y  ess e nti al g e n e 
A T R i n a d ult mi c e l e a ds t o a g e -r el at e d p h e n ot y p es a n d st e m c ell l oss. C ell St e m C ell. 2 0 0 7; 1: 1 1 3 -
2 6.

S a n gst er - G uit y N, C o nr a d B H, P a p a d o p o ul os N, et al. A T R m e di at es cis pl ati n r esist a n c e i n a p 5 3 
g e n ot y p e-s p e cifi c m a n n er. O n c o g e n e. 2 0 1 1; 3 0: 2 5 2 6- 3 3.

S c h er HI , H al a bi S, T a n n o c k I, et al: D esi g n a n d e n d p oi nts of cli ni c al tri als f or p ati e nts wit h 
pr o gr essi v e pr ost at e c a n c er a n d c astr at e l e v els of t est ost er o n e: R e c o m m e n d ati o ns of t h e Pr ost at e 
C a n c er Cli ni c al Tri als W or ki n g Gr o u p. J o ur n al of Cli ni c al O n c ol o g y . 2 0 0 8; 2 6: 1 1 4 8- 5 9.

S c h o p p y  DW, R a gl a n d R L , Gil a d O, et al. O n c o g e ni c str ess s e nsiti z es m uri n e c a n c ers t o 
h y p o m or p hi c s u p pr essi o n of A T R. T h e J o ur n al of Cli ni c al I n v esti g ati o n 2 0 1 2; 1 2 2: 2 4 1 - 5 2.

T ol e d o LI, M ur g a M, Z ur R, et al. A c ell -b as e d s cr e e n i d e ntifi es A T R i n hi bit ors wit h s ynt h eti c 
l et h al pr o p erti es for c a n c er - ass o ci at e d m ut ati o ns. N at ur e Str u ct ur al & M ol e c ul ar Bi ol o g y . 
2 0 1 1; 1 8: 7 2 1 - 7.

Willi a ms o n C T, Mill er R, P e m b ert o n H N, et al. A T R i n hi bit ors as a s ynt h eti c l et h al t h er a p y for 
t u m o urs d efi ci e nt i n A RI D 1 A. N at C o m m u n. 2 0 1 6; 7: 1 3 8 3 7
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1 2 A p p e n di c es
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A p p e n di x I: Si g n at u r e P a g es a n d R es p o nsi bl e P e rs o ns f o r t h e St u d y

D o c u m e nt N o. 
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Si g n at u r e P a g e – P ri n ci p al I n v esti g at o r

St u d y Titl e
A n O p e n -L a b el St u d y  of t h e S af et y , T ol er a bilit y , a n d 
P h ar m a c o ki n eti c/ P h ar m a c o d y n a mi c Pr ofil e of M 4 3 4 4 
(f or m erly V X -8 0 3) a s a Si n gl e A g e nt a n d i n 
C o m bi n ati o n wit h C y t ot o xi c C h e m ot h er a p y i n 
P arti ci p a nt s wit h A d v a n c e d S oli d T u m ors

I N D N u m b e r

E u d r a C T N u m b e r 2 0 1 4- 0 0 3 8 3 8- 8 6

Cli ni c al St u d y P r ot o c ol D at e / 
V e rsi o n

2 9 J a n u ar y 2 0 2 0 / V ersi o n 8. 0

C e nt e r N u m b e r

P ri n ci p al In v esti g at o r

I, th e u n d ersi g n e d, a m r es p o nsi bl e f or t h e c o n d u ct of t h e st u d y at t his sit e a n d affir m t h at I 
u n d erst a n d a n d will c o n d u ct t h e st u d y a c c or di n g t o t h e cli ni c al st u d y pr ot o c ol, a n y  ap pr o v e d 
pr ot o c ol a m e n d m e nts, I nt er n ati o n al C o u n cil f or H ar m o nis ati o n (I CH ) g o o d L a b or at or y Pr a cti c e 
(G C P ) ( T o pi c E 6) a n d all a p pli c a bl e H e alt h A ut h orit y r e q uir e m e nts a n d n ati o n al l a ws.

I als o affir m t h at I u n d erst a n d t h at H e alt h A ut h oriti es m a y r e q uir e t h e S p o ns ors of cli ni c al st u di es 
t o o bt ai n a n d s u p pl y d et ails a b o ut o w n ers hi p i nt er ests i n t h e S p o ns or or I n v esti g ati o n al M e di ci n al 
Pr o d u ct a n d a n y  ot h er fi n a n ci al ti es wit h t h e S p o ns or. T h e S p o ns or will us e a n y s u c h i nf or m ati o n 
s ol el y for t h e p ur p o s e of c o m pl y i n g wit h t h e r e g ul at or y re q uir e m e nts. I t h er ef or e a gre e t o s u p pl y 
t h e S p o ns or wit h a n y n e c e s s ar y  inf or m ati o n r e g ar di n g o w n ers hi p i nt er est a n d fi n a n ci al ti es 
i n cl u di n g t h os e of my s p o us e a n d d e p e n d e nt c hil dr e n, a n d t o pr o vi d e u p d at es as n e c ess ar y t o m e et 
H e alt h A ut h orit y  r e q uir e m e nts.

_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _

Si g n at ur e D at e of Si g n at ur e

N a m e, a c a d e mi c d e gr e e:

F u n cti o n / Titl e:

I nstit uti o n:

A d dr ess:

T el e p h o n e n u m b er:

F a x n u m b er:

E -m ail a d dr ess:

D o c u m e nt N o. 

O bj e ct N o. 
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A p p e n di x II: P r ot o c ol A m e n d m e nt Hist o r y

T h e i nf or m ati o n f or t h e c urr e nt a m e n d m e nt is o n t h e titl e p a g e.

Pr ot o c ol Hist or y
V e rsi o n a n d D at e of P r ot o c ol C o m m e nts

V ersi o n 7. 0, 2 8 A pril 2 0 1 9
C h a n g e of St u d y D esi g n a n d Pl a n

 T h e d e v el o p m e nt of M 4 3 4 4 i n c o m bi n ati o n wit h c yt ot o xi c a g e nts li k e 
c ar b o pl ati n, g e m cit a bi n e, a n d cis pl ati n w as d e pri oriti z e d, a n d 
c o ns e q u e ntl y t h e i niti all y pl a n n e d P arts B 2, B 3, a n d C w er e r e m o v e d.

 3 n e w  st u d y p arts ( P arts C 1, C 2, a n d C 3) wer e a d d e d t o i n v esti g at e t h e 
p ot e nti al a ntit u m or effi c a c y i n p arti ci p a nts w h os e t u m ors h a v e c ert ai n 
bi o m ar k ers t h at h a v e b e e n i d e ntifi e d t o s e nsiti z e t o A T R i n hi biti o n i n 
pr e cli ni c al m o d els a n d f or w h o m n o st a n d ar d tr e at m e nt o pt i o ns ar e 
a v ail a bl e. T h e r e c o m m e n d e d P h as e II d os e ( R P 2 D) d et er mi n e d i n P art 
A or A 2 will b e us e d i n P arts C 1, C 2, a n d C 3.

 P art A 2: O n c e Pr ot o c ol V ersi o n 7. 0 ( 2 8 A pril 2 0 1 9) h as b e e n a p pr o v e d 
a n d i m pl e m e nt e d at all p arti ci p ati n g c e nt ers, a B a y esi a n o pti m al 
i nt er v al d esi g n will r e pl a c e t h e 3 + 3 d esi g n if a n y c h a n g e i n t h e 
s c h e d ul e of M 4 3 4 4 a d mi nistr ati o n o c c urs ( e. g., t o a o n c e d ail y 
a d mi nistr ati o n, or a dr u g h oli d a y s c h e d ul e ).

 T e xt w as m o difi e d t o all o w  p arti ci p a nts w h o r e q uir e c o n c o mit a nt 
tr e at m e nt wit h pr oto n p u m p i n hi bit ors ( P PI) t o c o nti n u e tr e at m e nt i n 
t h e tri al. 

 T h e r ati o n al e f or i ntr o d u cti o n of BI D d osi n g i n P art A 2 (i n t h e 
pr e vi o us a m e n d m e nt) w as i m pr o v e d f or cl arit y.

C h a n g e i n N u m b er a n d L o c ati o n of Sit es E x p e ct e d t o P arti ci p at e

 T h e n u m b er of sit es a n d c o u ntri es p arti ci p ati n g i n t h e st u d y w as 
u p d at e d t o r efl e ct c urr e nt e x p e ct ati o ns.

C h a n g e i n P h ar m a c o d y n a mi c/ Bi o m ar k er t e xt

 A d d e d ass ess m e nt of tr e at m e nt-r el at e d c h a n g es i n p h ar m a c o d y n a mi c 
m ar k ers i n P B M C i n P art A 2 t o e x p a n d t h e ass ess m e nt of 
tr e at m e nt-r el at e d c h a n g es i n p h ar m a c o d y n a mi c m ar k ers .

D o c u m e nt N o. 
O bj e ct N o. 
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U p d at e t o C o ntr a c e pti o n M et h o ds

 D et ails a n d d efi niti o ns f or a p pr o pri at e a n d a c c e pt a bl e m et h o ds of 
c o ntr a c e pti o n w er e u p d at e d.

E dit ori al C h a n g es

 F urt h er m or e , t his a m e n d m e nt i n c or p or at ed cl arifi c ati o ns a n d c h a n g es 
t o all o w i n v esti g ati v e sit es a d diti o n al e as e i n e nr olli n g a n d a d h eri n g t o 
t h e pr ot o c ol.

 D at e of l ast p arti ci p a nt o ut w as c h a n g e d fr o m 2 0 1 9 t o 2 0 2 1 t o r efl e ct 
c h a n g e i n st u d y p arts.

V ersi o n 6. 0, 0 2 F e br u ar y 2 0 1 8 C h a n g e of St u d y D esi g n a n d Pl a n

 G e n er all y, At a xi a t el a n gi e ct a si a m u t at e d a n d R a d 3-r el at e d pr ot ei n 
(A T R) si g n ali n g is r e q uir e d t o e n a bl e c a n c er c ells t o pr o gr ess t hr o u g h 
t o S/ G 2-p h as e, a n d i n hi biti o n of A T R l et h all y c o m pr o mis es t his 
pr o c ess. R e p e at e d or pr ol o n g e d A T R i n hi biti o n is e x p e ct e d t o r es ult i n 
i n cr e as e d a ntit u m or effi c a c y ( V X -9 7 0 I n v e sti g at or Br o c h ur e 2 0 1 7 ). 
F or M 4 3 4 4 m o n ot h er a p y, pr e cli ni c al m uri n e x e n o gr aft st u di es of 
M 4 3 4 4 i n alt er n ati v e l e n gt h e ni n g of t el o m er es (A L T + ) m o d els 
d e m o nstr at e t h at i n cr e as e d fr e q u e n c y of d osi n g is ass o ci at e d w it h, a n d 
p ossi bl y r e q uir e d, f or o pti m al a ntit u m or a cti vit y i n t h e m o n ot h er a p y 
s etti n g ( V ert e x R e p ort E 0 4 5 3 -U 1 6 0 7 2 0 1 6 ) w hil e m ai nt ai ni ng 
t ol er a bilit y b as e d o n b o d y w ei g ht a n d m ort alit y. T h es e d at a s u g g est
t h at pr ol o n g e d or r e p e at e d i n hi biti o n of A T R n ot o nl y p ot e nti at es t h e 
c y t ot o xi c eff e cts of d e o x yri b os e n u cl ei c a ci d ( D N A ) d a m a g e, b ut it 
m a y als o b e effi c a ci o us as m o n ot h er a p y i n c a n c ers w hi c h ar e r eli a nt o n 
A T R si g n ali n g ( Fl y n n 2 0 1 5 ). Of n ot e, si mil ar a ntit u m or a cti vit y w as 
o bs er v e d f or t h e s a m e t ot al w e e kl y d os e w h e n a d mi nist er e d o n c e d ail y 
or t w i c e d ail y i n t h e pr e cli ni c al st u d y (V ert e x R e p ort E 0 4 5 3 -U 1 6 0 7 
2 0 1 6 ). T h er ef or e, t wi c e d ail y (BI D ), d ail y d osi n g w as s el e ct e d as t h e 
i niti al s c h e d ul e f or P art A 2 t o s ust ai n A T R i n hi biti o n a n d mi ni mi z e 
p ot e nti al f or m a xi m u m c o n c e ntr ati o n ( C m a x ) r el at e d a d v ers e e v e nts. 

 A 1 0 0 -m g si n gl e d os e a d mi nist er e d BI D ( 2 0 0 m g d ail y) w as s el e ct e d 
as st arti n g d o s e f or P art A 2.

 T his st arti n g d os e is b as e d o n t h e a v ail a bl e cli ni c al e x p eri e n c e i n 3 6 
p arti ci p a nts tr e at e d w it h u p t o t h e 1 2 0 0 m g t wi c e w e e kl y d osi n g 
s c h e d ul e i n P art A. As of D e c e m b er 2 0 1 7, i n t ot al 1 0 p arti ci p a nts h a v e 
c o m pl et e d t h e d os e li miti n g t o xi cit y (D L T ) p eri o d at t h e 1 2 0 0 m g d os e 
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l e v el. O n e D L T of Gr a d e 3 f e v er was o bs er v e d a n d t h e crit eri a f or 
M T D w er e n ot y et f ulfill e d. T h e 1 2 0 0 m g t wi c e w e e kl y s c h e d ul e 
r es ults i n a t ot al w e e kl y d os e of 2 4 0 0 m g. A 1 0 0 -m g d os e a d mi nist er e d 
t wi c e d ail y r e s ults i n a t ot al w e e kl y d os e of 1 4 0 0 m g a n d is t h er ef or e 
e x p e ct e d t o b e a t ol er a bl e st arti n g d os e. 

 T h e t ar g et d os e f or o pti m al a cti vit y as m o n ot h er a p y i n h u m a ns is 
a p pr o xi m at el y 4 0 0 m g BI D d ail y b as e d o n pr e cli ni c al st u di es. At t his 
d os e, t h e m aj orit y of p a rti ci p a nts ar e pr e di ct e d t o h a v e a n a v er a g e 
w e e kl y c o n c e ntr ati o n of M 4 3 4 4 t h at m e ets or e x c e e ds t h e o pti m al 
a v er a g e c o n c e ntr ati o n i d e ntifi e d fr o m pr e cli ni c al m o d els. Si n c e t h e 
t er mi n al h alf-lif e of M 4 3 4 4 is a p pr o xi m at el y 2 h o urs, mi ni m al dr u g 
a c c u m ul ati o n i s e x p e ct e d wit h t h e t wi c e d ail y or o n c e d ail y s c h e d ul es.

 W h e n M 4 3 4 4 is a d mi nist er e d t wi c e d ail y, t h e s e c o n d d ail y d os e is 
h y p ot h esi z e d t o b e o pti m all y a d mi nist er e d at 1 2 -h o ur i nt er v als t o 
pr o vi d e s ust ai n e d A T R i n hi biti o n. H o w e v er, a 4 -h o ur w i n d o w ( 8 t o 1 6
h o urs) is p er mitt e d f or p arti ci p a nt c o n v e ni e n c e.

Cl arifi c ati o n of P h ar m a c o d y n a mi c/ Bi o m ar k er t e xt

 S o m e c h a n g es i n p h ar m a c o d y n a mi c / bi o mar k er 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 art B a n d P art C s c h e d ul e of ass ess m e nts, a n d 
ot h er bi o m ar k er t e xt w er e m a d e i n or d er t o pr o vi d e cl arit y a n d 
c orr e ct n ess of c o n c e pts a n d r e d u c e r e d u n d a n ci es.

E dit ori al C h a n g es

 Mi n or e dit ori al c h a n g es (i n cl u di n g t h e c h a n g e fr o m “s u bj e ct ” or 
“ p ati e nt ” t o “ p arti ci p a nt ”, w h er e a p pli c a bl e) w er e m a d e f or r e a d a bilit y, 
cl arit y, a n d fl o w,  a n d, al o n g wit h n e w r ef er e n c es, ar e n ot i n cl u d e d i n 
t h e f oll o wi n g c o m p aris o n t a bl e.

D o c u m e nt N o. 
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V ersi o n 5. 0, 1 6 A u g ust 2 0 1 7 C h a n g e of S p o ns or

 T h e st u d y will tr a nsiti o n fr o m V ert e x P h ar m a c e uti c als I n c or p or at e d, t o 
M er c k K G a A, Fr a n kf urt er Str ass e 2 5 0, 6 4 2 9 3 D ar mst a dt, G er m a n y f or 
sit es i n t h e U K a n d T h e N et h erl a n ds, a n d t o E M D S er o n o R es e ar c h & 
D e v el o p m e nt I nstit ut e, I n c., 4 5 A Mi d dl es e x T ur n pi k e, Bill eri c a, M A, 
U S A f or sit es i n t h e U S A. 

C h a n g e of Dr u g n a m e

 T h e dr u g n a m e V X -8 0 3, us e d i n t h e V ert e x st u di es, c h a n g e d t o M 4 3 4 4 
d uri n g t h e tr a nsiti o n t o M er c k.

D el et e 1 0 m g t a bl ets of st u d y dr u g

O nl y 5 0 m g t a bl ets of M 4 3 4 4 will b e s u p pli e d.

V ersi o n 4. 0, 0 3 J u n e 2 0 1 6 T h e f oll o w i n g c h a n g es t o t h e o v er all st u d y d esi g n w er e m a d e t h at aff e ct e d 
m ulti pl e s e cti o ns i n t h e pr ot o c ol:

 D u e t o s p o ns or d e cisi o n t o f o c us o n s oli d t u m ors, s u bj e cts wit h 
l y m p h o m as will n o l o n g er b e i n cl u d e d i n t h e st u d y. 

 I n or d er t o e v al u at e t h e s af et y a n d t ol er a bilit y of V X -8 0 3 i n 
c o m bi n ati o n wit h g e m cit a bi n e a n d w it h cis pl ati n, d os e es c al ati o n of 
V X -8 0 3 i n c o m bi n ati o n wit h g e m cit a bi n e ( P art B 2) a n d i n 
c o m bi n ati o n wit h cis pl ati n ( P art B 3) w er e a d d e d. P art s B 2 a n d B 3 ar e 
o pti o n al a n d m a y b e p urs u e d d e p e n di n g o n t h e s af et y a n d t ol er a bilit y 
d at a fr o m t h e i niti al d os e l e v els e x pl or e d i n P art B 1 a n d s p o ns or 
d e cisi o n.

 O n -tr e at m e nt t u m or bi o ps y s u bst u d y w as a d d e d t o P art B i n a n eff ort 
t o d e m o nstr at e A T R i n hi biti o n i n r es p o ns e t o V X -8 0 3 i n c o m bi n ati o n 
wit h c ar b o pl ati n ( P art B 1), g e m cit a bi n e ( P art B 2), a n d cis pl ati n ( P art 
B 3).

 S u bj e ct n u m b ers i n P art s A a n d B w er e u p d at e d t o r efl e ct c h a n g es i n 
t h e st u d y d esi g n.

 P art C w as u p d at e d t o i n cl u d e t h e o pti o n of d osi n g V X -8 0 3 i n 
c o m bi n ati o n wit h cis pl ati n if t his c o m bi n ati o n is f elt t o b e m or e 
a p pr o pri at e f or a p ati e nt t h a n t h e c o m bi n ati o n of V X -8 0 3 wit h 
c ar b o pl ati n.

F o o d -eff e ct st u d y w as d el et e d fr o m P art C as it w as d et er mi n e d fr o m 
m o d eli n g t h at d osi n g i n t h e f e d st at e is u nli k el y t o i m pr o v e t h e s yst e mi c 
e x p os ur e of V X -8 0 3. 

 T o f urt h er e v al u at e t h e p h ar m a c o ki n eti c ( P K ) of V X -8 0 3 a n d its 
m et a b olit es, uri n e P K c oll e cti o n w a s a d d e d t o P art B 1.

D o c u m e nt N o. 
O bj e ct N o. 
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 I n or d er t o f oll o w s u bj e cts aft er t h e 2-w e e k S af et y F oll o w -u p V isit, a 
R a di ol o gi c F oll o w - u p Visit w as a d d e d t o P art B. Als o, a d diti o n al 
i ma gi n g s c a ns w e r e a d d e d t o P art C f or s u bj e cts w h o c o m pl et e at l e ast 
6 c y cl es of tr e at m e nt a n d dis c o nti n u e tr e at m e nt f or r e as o ns ot h er t h a n 
dis e as e pr o gr essi o n. 

 F l u or ot h y mi di n e p ositr o n e missi o n t o m o gr a p h y [1 8 F] -F L T -P E T s c a ns 
w er e d el et e d fr o m P art B a n d cir c ul ati n g t u m or c ells ( C T Cs ) w e r e 
d el et e d fr o m P art s B a n d C. [ 1 8 F] -F L T -P E T s c a n s w er e r e m o v e d 
b e c a us e sit es i n di c at e d t h at 3 s c a ns i n o n e c y cl e ar e n ot f e asi bl e. 
C oll e cti o n of C T Cs w er e r e m o v e d b e c a us e, i n a s e p ar at e cli ni c al st u d y, 
w e h a v e d e m o nstr at e d t h at t h e n u m b ers of tr a diti o n al C T Cs/ m L of 
bl o o d ar e e xtr e m el y l o w ( a p pr o xi m at el y 1 -5 C T Cs/ m L) , m a ki n g 
ass ess m e nt of g H 2 A X l e v els i n C T Cs c h all e n gi n g as a t ar g et 
e n g a g e m e nt r e a d o ut. 

 I ntr as u bj e ct d os e es c al ati o n w as a d d e d t o P art A a n d is p er mitt e d o nl y 
if V X-8 0 3 st u d y dr u g at t h at d os e l e v el is n o l o n g er a v ail a bl e f or t h e 
s u bj e ct w h o is c o nti n ui n g d osi n g, r es p o n di n g t o tr e at m e nt, a n d h as n o 
si g nifi c a nt t o xi cit y.

 B as e d o n r e vi e w  of t h e a v ail a bl e cli ni c al a n d n o n cli ni c al d at a a n d 
o utsi d e e x p ert o pi ni o n, t h e f oll o w i n g c h a n g es w er e m a d e t o t h e D L T 
d efi niti o n:

o E x cl u d e tr a nsi e nt el e v ati o ns i n li v er f u n cti o n t ests. 

 E x cl u d e Gr a d e 3 or 4 i n cr e as e i n bilir u bi n, if t h e i n cr e as e is ass ess e d 
as arisi n g fr o m i n hi biti o n of bilir u bi n gl u c ur o ni d ati o n. If t h e i n cr e as e 
i n bilir u bi n is ass ess e d as arisi n g fr o m i n hi biti o n of bilir u bi n 
gl u c ur o ni d ati o n, t h e n o nl y bilir u bi n l e v els a b o v e 1 5 m g/ d L 
( 2 5 7 µ m ol/ L) will b e c o nsi d er e d D L Ts. 

 I n cl usi o n crit eri o n 6f w as u p d at e d t o i n cl ud e m i ni m u m s er u m al b u mi n 
v al u e n e e d e d at S cr e e ni n g.

 E x cl usi o n crit eri o n 1 1 c w as u p d at e d t o e x cl u d e s u bj e cts w h o h a v e 
b e e n di a g n os e d wit h Li -Fr a u m e ni S y n dr o m e or at a xi a t el a n gi e ct asi a. 
T his c h a n g e w as m a d e b e c a us e i n c ell st u di es, d e pl eti o n of a t a xi a 
t el a n gi e ct asi a m ut at e d (A T M) or p 5 3 i n n o n -c a n c er c ells l e a ds t o 
m ar k e d s e nsiti z ati o n t o t h e c o m bi n ati o n of a n A T R i n hi bit or a n d t h e 
D N A d a m a gi n g dr u g cis pl ati n. T his m a y i n di c at e t h e p ot e nti al f or 
n or m al tiss u e t o b e s e nsiti v e t o t h e c o m bi n ati o n of a n A T R i n hi bit or 
a n d t h e D N A d a m a gi n g dr u g i n t h e e v e nt eit h er p 5 3 or A T M is 
f u n cti o n all y i m p air e d.

D o c u m e nt N o. 
O bj e ct N o. C CI
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 Cl arifi c ati o n w as a d d e d i n P arts B a n d C t h at m a g n eti c r es o n a n c e 
i ma gi n g ( M RI ) m a y b e us e d as a n alt er n ati v e t o c o m p ut e d t o m o gr a p h y 
(C T ) s c a ns f or dis e as e ass es s m e nt , b ut e a c h s u bj e ct s h o ul d b e f oll o w e d 
usi n g t h e s a m e s c a n t e c h ni q u e f or ass essi n g r es p o ns e t hr o u g h o ut t h e 
st u d y if p ossi bl e.

 D os e m o difi c ati o n s e cti o n w as u p d at e d t o pr o vi d e m or e d et ails f or 
d os e es c al ati o ns f or t h e diff er e nt c h e m ot h er a p e uti c a g e nts.

 T h e d efi niti o n of F ull A n al ysis S et w as u p d at e d.

 Pr ot o c ol s y n o psis w as u p d at e d t o ali g n wit h c h a n g es m a d e t hr o u g h o ut 
t h e pr ot o c ol.

V ersi o n 3. 0, 3 1 A u g ust 2 0 1 5  P art A w a s r e vi s e d t o all o w e nr oll m e nt of u p t o 2 a d diti o n al s u bj e cts ( 3 
p er c o h ort) at t h e dis cr eti o n of t h e In v esti g at ors a n d S p o ns or, i n t h e 
si n gl e s u bj e ct c o h ort at a n y d os e l e v el, irr es p e cti v e of t h e t o xi cit y, t o 
f urt h er e x pl or e s af et y a n d/ or P K.

 Cl arifi c ati o n w as a d d e d t h at V X -8 0 3 d o s e s w ill b e es c al at e d b y u p t o 
5 0 % d uri n g d os e es c al ati o n i n P art s A a n d B.

 T h e S af et y F oll o w -u p Vi sit wi n d o w  f or all P art s w a s e xt e n d e d fr o m 
3 d a ys t o 7 d a y s a n d t h e R a di ol o gi c F oll o w -u p Visit f or P art C w as 
c h a n g e d fr o m 4 w e e ks t o 5 w e e ks f oll o wi n g t h e l ast c y cl e of tr e at m e nt 
t o all o w s u bj e cts a d diti o n a l fl e xi bilit y.

 W h ol e bl o o d ( all P art s ) a n d p eri p h er al bl o o d m o n o n u cl e ar c ell 
( P B M C) c oll e cti o n (P arts B a n d C) f or p ot e nti al e x pl or at or y e v al u ati o n 
of c orr el ati o ns b et w e e n bi o m ar k ers a n d P K, p h ar m a c o d y n a mi c ( P D) 
w er e d el et e d b e c a us e of t e c h ni c al diffi c ulti es wit h t h e pl a n n e d ass a ys.

 I n r es p o ns e t o r e g ul at or y f e e d b a c k, a h e ari n g ass ess m e nt at t h e 
S cr e e ni n g Visit, o n D a y 1 of e a c h tr e at m e nt c y cl e, a n d at t h e S af et y 
F oll o w -u p Visit w as a d d e d as p art of t h e p h ysi c al e x a mi n ati o n i n 
P art s B a n d C.

 I n r es p o ns e t o r e g ul at or y f e e d b a c k, E x cl usi o n Crit eri o n 1 3 w as u p d at e d 
t o s p e cif y t h at s u bj e cts r e c ei vi n g tr e at m e nt wit h ot ot o xi c or 
n e p hr ot o xi c m e di c ati o ns t h at c a n n ot b e dis c o nti n u e d at l e ast 7 d a ys 
b ef or e t h e first d os e of st u d y dr u g a n d f or t h e d ur ati o n of t h e st u d y, 
will b e e x cl u d e d i n P art s B a n d C.

V ersi o n 2. 0, 1 4 N o v e m b er 2 0 1 4  A d d e d f o ot n ot e t o t h e S c h e d ul e of Ass ess m e nts f or P art s A, B, a n d C
t o pr o vi d e g ui d a n c e o n miss e d ass ess m e nts

 Cl arifi e d eli gi bilit y crit eri a r el at e d t o t h e dis e as e st at us of s u bj e cts i n 
P art s A a n d B

D o c u m e nt N o. 
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 R e vis e d t e xt r el at e d t o 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 A E) Gr a d e 2 or gr e at er dr u g -r el at e d t o xi citi es t o i n cl u d e 
a n y C T C A E Gr a d e 2 or gr e at er t o xi cit y t h at is p ossi bl y, pr o b a bl y, or 
d efi nit el y r el at e d t o st u d y dr u g.

 Cl arifi e d d os e es c al ati o n of V X -8 0 3 f or s u bj e cts i n t h e si n gl e s u bj e ct 
c o h ort i n P art A w h o e x p eri e n c e a C T C A E Gr a d e 2 t o xi cit y t h at is 
p ossi bl y, pr o b a bl y, or d efi nit el y dr u g -r el at e d a n d d o es n ot q u alif y as a 
d o s e -li miti n g t o xi cit y ( D L T).

 D e cr e as e d t h e n u m b er of a d diti o n al s u bj e cts e v al u at e d i n t h e i niti al 
e x p a nsi o n c o h ort w h e n a si n gl e D L T o c c urs fr o m 5 s u bj e cts t o 
2 s u bj e cts. A n a d diti o n al 3 s u bj e cts wo ul d b e i n cl u d e d at t h e s a m e d os e 
o nl y if n o D L Ts o c c ur i n t h e 2 a d diti o n al s u bj e cts.

 U p d at e d d ur at i o n of l o n g-t er m f oll o w-u p f or s u bj e cts i n P art C wit h o ut 
d o c u m e nt e d dis e as e pr o gr essi o n at l ast st u d y visit t o e v er y 3 m o nt hs t o 
m a k e c o nsist e nt wit h S e cti o n 3 a n d S e cti o n 8. 1. 1 0 .

 M o difi e d t h e d efi niti o n of a D L T t o n o l o n g er e x cl u d e Gr a d es 3 or 4 
m u c ositis i n s u bj e cts w h o h a v e n ot r e c ei v e d o pti m al t h er a p y; Gr a d es 3 
or 4 m u c ositis w o ul d n o w b e c o nsi d er e d a D L T.

 Cl arifi e d t h at i n a d diti o n t o all s af et y d at a, r e vi e w of a v ail a bl e 
p h ar m a c o ki n eti c ( P K) d at a w o ul d b e c o n d u ct e d d uri n g d os e es c al ati o n 
i n P art A.

 I n cl usi o n crit eri a w er e m a d e m or e s p e cifi c:

1. S u bj e cts wit h k n o w n or s us p e ct e d Gil b ert’s s y n dr o m e ar e 
e x e m pt e d fr o m s er u m bilir u bi n e x cl usi o n

2. Al k ali n e p h os p h at as e m ust b e of li v er ori gi n

 U p d at e d h e m o gl o bi n a n d esti m at e d gl o m er ul ar filtr ati o n r at e v al u es 
r e q uir e d f or a d mi nistr ati o n of V X-8 0 3 or c h e m ot h er a p y o n D a y 1 of 
C y cl e 1 i n T a bl e 1 0 - 1 f or c o nsist e n c y wit h i n cl usi o n crit eri a s p e cifi e d 
i n S e cti o n 9. 1 . I n r es p o ns e t o i n v esti g at or f e e d b a c k, esti m at e d 
gl o m er ul ar filtr ati o n r at e v al u es r e q uir e d f or a d mi nistr ati o n of V X -8 0 3 
or c h e m ot h er a p y o n D a y 1 of all c y cl es b e y o n d C y cl e 1 i n T a bl e 1 0 - 1
w a s c h a n g e d fr o m " ≥ 2 0 m L/ mi n " t o " D o es n ot m e et D L T crit eri a. "

 M o difi e d E x cl usi o n Crit eri o n 2 t o all o w  f or t h e i n cl usi o n of s u bj e cts i n 
P art B 1 w h o h a v e r e c ei v e d m or e t h a n 6 c y cl es of pri or t h er a p y wit h 
c ar b o pl ati n if dis c uss e d wit h a n d a p pr o v e d b y t h e V ert e x m e di c al 
m o nit or.

D o c u m e nt N o. 
O bj e ct N o. 
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 Cl arifi e d t h at i nt err u pti o n of tr e at m e nt is r e q uir e d, a n d w as n ot at t h e 
dis cr eti o n of t h e i n v esti g at or, f or Gr a d e 3 or gr e at er t o xi cit y b e y o n d 
C y cl e 1.

 Cl arifi e d d et ails r e g ar di n g st u d y dr u g s u p pl y a n d h a n dli n g.

 Cl arifi e d t h e d efi niti o n of a n a d v ers e e v e nt.

 Cl arifi e d t h e s eri o us a d v ers e e v e nt crit eri a r el at e d t o h os pit ali z ati o ns 
a n d m o v e d t his t e xt fr o m S e cti o n 1 3. 1. 1. 1 t o S e cti o n 1 3. 1. 2. 1 .

V ersi o n 1. 0, 1 9 S e pt e m b er 2 0 1 4 Ori gi n al v ersi o n

D o c u m e nt N o. 
O bj e ct N o. 
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