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B L Q  B el o w Li mit of Q u a ntifi c ati o n  

B O R  B est O v er all R e s p o n s e  

B U N  Bl o o d ur e a nitr o g e n  

CI  C o nfi d e n c e I nt er v al  

C N S  C e ntr al N er v o u s S y st e m  

C R  C o m pl et e R e s p o n s e  

C R F  C as e R e p ort F or m  

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 nts  

C V  C o effi ci e nt of V ari ati o n  

D B P  Di ast oli c Bl o o d Pr es s ur e  

D C R  Dis e a s e C o ntr ol R at e  

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

D M C  D at a M o nit ori n g C o m mitt e e  

D O R  D ur ati o n of R es p o n s e  

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

E C O G  E ast er n C o o p er ati v e O n c ol o g y Gr o u p  

E O R T C  E ur o p e a n Or g a ni z ati o n f or R es e ar c h a n d Tr e at m e nt of C a n c er  
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E O R T C -Q L Q -C 3 0  E O R T C q u alit y -of -lif e c or e 3 0 q u esti o n n air e 

E O R T C -Q L Q -L C 1 3  E O R T C q u alit y -of -lif e q u esti o n n air e l u n g c a n c er s u p pl e m e nt  

E Q -5 D -5 L  E ur o Q o L 5 di m e n si o n h e alt h st at u s q u esti o n n air e ( 5 l e v el)  

H R  H a z ar d R ati o  

I T T I nt e nt-t o-Tr e at  

I V I ntr a v e n o u s 

I W R S I nt er a cti v e W e b R e s p o n s e S y st e m 

L S  L e ast S q u ar e  

M A R  Mis si n g At R a n d o m  

M C M C  M ar k o v C h ai n M o nt e C arl o  

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 e s  

MI  M ulti pl e I m p ut ati o n  

M N A R  Mis si n g N ot At R a n d o m  

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

O R R  O bj e cti v e R e s p o n s e R at e  

O S  O v er all S ur vi v al  

P D  Pr o gr es si v e di s e a s e or dis e as e pr o gr e s si o n  

P F S  Pr o gr es si o n Fr e e S ur vi v al  

P GI -C  P ati e nt Gl o b al I m pr e ssi o n of C h a n g e  

P GI -S  P ati e nt Gl o b al I m pr e ssi o n of S e v erit y  

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

P R  P arti al R es p o n s e  

P R O  P ati e nt R e p ort e d O ut c o m e  

P T  Pr ef err e d T er m  

Q o L  Q u alit y of Lif e  

C CI
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Q T c F  Q T i nt er v al, Fri d eri ci a c orr e cti o n  

R A N O  R es p o n s e A ss es s m e nt i n N e ur o -O n c ol o g y  

R B C  R e d Bl o o d C ell  

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

R S  R a w S c or e  

S B P  S y st oli c Bl o o d Pr e s s ur e  

S A E  S eri o u s A d v er s e E v e nt  

S A P  St atisti c al A n al y si s Pl a n  

S C L C  S m all C ell L u n g C a n c er  

S D  St a bl e Dis e as e  

S O C  S y st e m Or g a n Cl as s  

T E A E  Tr e at m e nt E m er g e nt A d v ers e E v e nt  

T T F  Ti m e t o Tr e at m e nt F ail ur e  

U G T 1 A 1  Uri di n e di p h o s p h at e Gl u c ur o n o s yl Tr a n sf er a s e 1 A 1  

U G T 1 A 1 * 2 8  U G T 1 A 1 p h ar m a c o g e n eti c v ari a nt * 2 8  

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  

 

  

C CI
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2.  IN T R O D U C TI O N  

T his d o c u m e nt d es cri b es t h e r ul es a n d c o n v e nti o n s t o b e u s e d i n t h e pr es e nt ati o n a n d a n al y sis of effi c a c y a n d 
s af et y d at a f or Pr ot o c ol M M -3 9 8 -0 1 -0 3 -0 4.   It d es cri b es t h e d at a t o b e s u m m ari z e d a n d a n al y z e d, i n cl u di n g 
s p e cifi c s of t h e st ati sti c al a n al y s es t o b e p erf or m e d.  T his a n al y sis pl a n d o es n ot c o v er P K a n d Bi o m ar k er a n al y s e s 
w hi c h will b e d e s cri b e d i n a s e p ar at e pl a n.   T h e P ati e nt R e p ort e d O ut c o m e s ( P R O) will al s o b e c o v er e d i n a 
s e p ar at e pl a n pr e p ar e d b y t h e R e al -W orl d A n al yti cs a n d S ol uti o n s gr o u p.  

T his st atisti c al a n al y si s pl a n ( S A P) is b as e d o n pr ot o c ol v ersi o n 8 . 0 d at e d 0 7 O C T 2 0 2 1 . 

3.  S T U D Y O BJ E C TI V E S  

T his st u d y will b e c o n d u ct e d i n t w o p arts:  a n o p e n -l a b el, si n gl e-ar m, s af et y r u n -i n ( P art 1) t o c o nfir m t h e P art 2 
d o s e of iri n ot e c a n li p o s o m e i nj e cti o n, f oll o w e d b y  a r a n d o mi z e d, o p e n -l a b el c o m p ari s o n of iri n ot e c a n li p o s o m e 
i nj e cti o n a n d t o p ot e c a n i n p ati e nts wit h S m all C ell L u n g C a n c er  (S C L C ). 

3. 1.  P A R T 1  O BJ E C TI V E S  

3. 1. 1.  P RI M A R Y O BJ E C TI V E S  

T h e pri m ar y o bj e cti v e s of P art 1 ar e:  

•  D es cri b e t h e s af et y a n d t ol er a bilit y of iri n ot e c a n li p o s o m e i nj e cti o n m o n ot h er a p y a d mi nist er e d e v er y 2 
w e e ks  

•  T o d et er mi n e t h e iri n ot e c a n li p o s o m e i nj e cti o n m o n ot h er a p y d o s e ( 8 5 m g / m 2  or 7 0 m g / m 2  
a d mi nist er e d e v er y 2 w e e k s) f or P art 2 of t his st u d y.  

3. 1. 2.  S E C O N D A R Y O BJ E C TI V E S  

T h e s e c o n d ar y o bj e cti v es of P art 1 ar e t o a ss e s s t h e pr eli mi n ar y effi c a c y of iri n ot e c a n li p o s o m e i nj e cti o n ( at 
eit h er t h e 8 5 m g/ m 2  d o s e l e v el or t h e 7 0 m g / m 2  d o s e l e v el) a s d et er mi n e d b y  

•  O bj e cti v e r e s p o n s e r at e ( O R R)  

•  Pr o gr es si o n fr e e s ur vi v al ( P F S)  

•  O v er all s ur vi v al ( O S)  

3. 1. 3.  E X P L O R A T O R Y O BJ E C TI V E S  

•  T o d es cri b e Q T c F f oll o wi n g tr e at m e nt wit h iri n ot e c a n li p o s o m e i nj e cti o n  

C CI
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•  T o e x pl or e t h e bi o m ar k er s a s s o ci at e d wit h t o xi cit y a n d effi c a c y  f oll o wi n g tr e at m e nt wit h iri n ot e c a n 

li p o s o m e i nj e cti o n i n t his p ati e nt p o p ul ati o n 

•  T o d es cri b e t h e a s s o ci ati o n b et w e e n U G T 1 A 1 * 2 8 a n d ot h er U G T 1 A 1 g e n ot y p es, S N -3 8 c o n c e ntr ati o n 
a n d s af et y  

•  T o e v al u at e t h e p h ar m a c o ki n eti cs a n d t h e r el ati o n s hi p b et w e e n p h ar m a c o ki n eti c e x p o s ur e a n d effi c a c y 
a n d s af et y f oll o wi n g iri n ot e c a n li p o s o m e i nj e cti o n i n t his p ati e nt p o p ul ati o n  

•  T o e x pl or e p ati e nt -r e p ort e d o ut c o m e s ( P R O s) b et w e e n ar m s u si n g E ur o p e a n Or g a ni z ati o n f or R es e ar c h 
a n d Tr e at m e nt of C a n c er Q u alit y of Lif e Q u e sti o n n air e C or e 3 0 ( E O R T C -Q L Q -C 3 0) a n d E ur o p e a n 
Or g a ni z ati o n f or R es e ar c h a n d Tr e at m e nt of C a n c er Q u alit y of Lif e Q u e sti o n n air e L u n g C a n c er 1 3 
( E O R T C-Q L Q -L C 1 3), P ati e nt Gl o b al I m pr es si o n of S e v erit y ( P GI -S), P ati e nt Gl o b al I m pr es si o n of C h a n g e 
( P GI-C), a n d E ur o Q o L 5 di m e n si o n s h e alt h st at u s q u e sti o n n air e ( 5 l e v el) ( E Q -5 D -5 L)  

3. 2.  P A R T 2  O BJ E C TI V E S A N D E S TI M A N D S  

3. 2. 1.  P RI M A R Y O BJ E C TI V E S  

T h e pri m ar y o bj e cti v e of P art 2 is t o c o m p ar e o v er all s ur vi v al f oll o wi n g tr e at m e nt wit h iri n ot e c a n li p o s o m e 
i nj e cti o n wit h o v er all s ur vi v al f oll o wi n g tr e at m e nt wit h I V t o p ot e c a n. 

3. 2. 2.  S E C O N D A R Y  O BJ E C TI V E S  

T h e s e c o n d ar y o bj e cti v es of P art 2 ar e t o c o m p ar e t h e f oll o wi n g b et w e e n t h e tr e at m e nt ar ms:  

•  Pr o gr es si o n fr e e s ur vi v al ( P F S)  

•  O bj e cti v e R e s p o n s e  r at e ( O R R) 

•  P ati e nt R e p ort e d O ut c o m es ( P R O)  

•  S af et y pr ofil e  

3. 2. 3.  E X P L O R A T O R Y O BJ E C TI V E S  

•  T o e x pl or e t h e bi o m ar k er s a s s o ci at e d wit h t o xi cit y a n d effi c a c y f oll o wi n g tr e at m e nt wit h iri n ot e c a n 
li p o s o m e i nj e cti o n i n t his p ati e nt p o p ul ati o n 

•  T o d es cri b e t h e a s s o ci ati o n b et w e e n U G T 1 A 1 * 2 8 a n d ot h er U G T 1 A 1 g e n ot y p es, S N -3 8  c o n c e ntr ati o n 
(iri n ot e c a n li p o s o m e i nj e cti o n tr e at e d p ati e nts o nl y) a n d s af et y  

•  T o e v al u at e t h e p h ar m a c o ki n eti cs a n d t h e r el ati o n s hi p b et w e e n p h ar m a c o ki n eti c e x p o s ur e a n d effi c a c y 
a n d s af et y f oll o wi n g iri n ot e c a n li p o s o m e i nj e cti o n i n t his p ati e nt p o p ul ati o n  

•  T o c o m p ar e t h e r at e of d e v el o p m e nt/ti m e t o d e v el o p m e nt of c e ntr al n er v o u s s yst e m ( C N S) pr o gr es si o n 
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a n d d e v el o p m e nt of n e w C N S m et a st a s e s  b et w e e n tr e at m e nt ar ms  

•  T o c o m p ar e ti m e t o tr e at m e nt f ail ur e ( T T F) b et w e e n tr e at m e nt ar m s  

•  T o a s s e ss t h e pr o p orti o n of p ati e nts wit h i m pr o v e m e nt i n s y m pt o ms a s m e a s ur e d b y E O R T C Q L Q -
C 3 0/ L C 1 3 d y s p n e a s c al e  

•  T o a s s e ss t h e pr o p orti o n of p ati e nts wit h i m pr o v e m e nt i n s y m pt o ms a s m e a s ur e d b y t h e E O R T C Q L Q -
L C 1 3 c o u g h s c al e  

•  T o c o m p ar e t h e eff e ct of iri n ot e c a n li p o s o m e i nj e cti o n v er s es t o p ot e c a n o n s y m pt o m s ( ot h er t h a n 
d y s p n e a a n d c o u g h), f u n cti o ni n g a n d gl o b al h e alt h st at u s a s m e a s ur e d b y E O R T C -Q L Q -C 3 0, E O R T C Q L Q -
L C 1 3 a n d E Q -5 D -5 L  

3. 2. 4.  E S TI M A N D S  

T h e pri m ar y a n d s e c o n d ar y effi c a c y e sti m a n d s f or p art 2 ar e d es cri b e d i n t h e f oll o wi n g t a bl e.  

C CI
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T a bl e 1:  E sti m a n d s  
Esti m a n d  Att ri b ut es  

T r e at m e nt  P o p ul ati o n  V a ri a bl e ( o r 
e n d p oi nt)  

I nt e r c u r r e nt e v e nt s ( I C Es)  P o p ul ati o n l e v el s u m m a r y  

D es c ri pti o n  H a n dli n g st r at e g y  
Pri m ar y  R a n d o mi z e d 

iri n ot e c a n 
li p o s o m e 
i nj e cti o n or I V 
t o p ot e c a n 

P ati e nts wit h S C L C 
w h o h a v e pr o gr ess e d 
o n or aft er pl ati n u m -
b as e d first -li n e 
t h er a p y as s p e cifi e d 
i n t h e i n cl usi o n a n d 
e x cl u si o n crit eri a 
( Pr ot o c ol S e cti o n 4. 1 
a n d S e cti o n  4 . 2), 
r es p e cti v el y 

O v er all 
s ur vi v al, 
d efi n e d as t h e 
ti m e fr o m 
r a n d o mi z ati o n 
d at e t o t h e d at e 
of d e at h  

1. Wit h dr a w al 
fr o m st u d y a n d 
l o st t o f oll o w u p 
2. St art of n e w 
a nti c a n c er 
tr e at m e nt 
3. P er m a n e ntl y 
dis c o nti n u at i o n 
fr o m st u d y 
tr e at m e nt d u e t o 
a n y r e a s o ns  

1. W hil e ali v e str at e g y  
: P ati e nts wit h I C E 1 
will b e c e ns or e d at 
t h eir l ast k n o w n ali v e 
d at e.  
2. Tr e at m e nt p oli c y 
str at e g y: I C E 2 a n d 3 
will n ot aff e ct t h e 
ass es s m e nt of O S.  

M e di a n O S c al c ul at e d wit h 
K a pl a n -M ei er ( K M) 
esti m at or f or e a c h tr e at m e nt 
gr o u p. T h e diff er e n c e i n O S 
b et w e e n tr e at m e nt gr o u p s 
will b e t est e d usi n g a 
str atifi e d l o g -r a n k t e st. T h e 
h a z ar d r ati o  ( H R) will b e 
esti m at e d i n a  str atifi e d C o x 
pr o p orti o n al h a z ar d s m o d el.   

S e c o n d ar y  As d es cri b e d f or 
t h e pri m ar y 
esti m a n d 
a n al ysis  

As d es cri b e d f or t h e 
pri m ar y esti m a n d 
a n al ysis  

Pr o gr essi o n 
fr e e s ur vi v al, 
d efi n e d as ti m e 
fr o m 
r a n d o mi z ati o n 
t o first 
d o c u m e nt e d 
o bj e cti v e 
dis e a s e 
pr o gr essi o n 
( P D) or d e at h . 

1. St art of n e w 
a nti c a n c er 
tr e at m e nt 
2. P er m a n e ntl y 
dis c o nti n u ati o n 
fr o m st u d y 
tr e at m e nt d u e t o 
a n y r e a s o ns  
3. T w o a n d m or e 
c o ns e c uti v el y 
mis si n g 
s c h e d ul e d t u m or 
ass es s m e nt s  

1. H y p ot h eti c al 
str at e g y  
: P ati e nts wit h I C E 1, 2 
a n d 3 will b e c e n s or e d 
at l ast t u m or 
ass es s m e nt 
d o c u m e nti n g n o P D or 
d e at h pri or t o I C Es  

M e di a n P F S c al c ul at e d wit h 
K a pl a n -M ei er ( K M) 
esti m at or f or e a c h tr e at m e nt 
gr o u p. T h e diff er e n c e i n P F S 
b et w e e n tr e at m e nt gr o u p s 
will b e t est e d usi n g a 
str atifi e d l o g -r a n k t e st. T h e 
h a z ar d r ati o  ( H R) will b e 
esti m at e d i n a  str atifi e d C o x 
pr o p orti o n al h a z ar d s m o d el.  

S e c o n d ar y  As d es cri b e d f or 
t h e pri m ar y 
esti m a n d 
a n al ysis  

As d es cri b e d f or t h e 
pri m ar y esti m a n d 
a n al ysis  

O bj e cti v e 
R es p o ns e R at e, 
d efi n e d as 
pr o p orti o n of 

1. P er m a n e ntl y 
dis c o nti n u ati o n 
fr o m st u d y 
tr e at m e nt d u e t o 

1. C o m p o sit e str at e g y: 
P ati e nts wit h B O R as 
N ot E v al u a bl e ( N E) 
a n d I C E 1 pri or t o 

T h e  diff er e n c e i n O R R 
b et w e e n tr e at m e nt gr o u p s 
will b e c o m p ar e d usi n g 
C o c hr a n -M a nt el -H a e ns z el 
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p ati e nts wit h a 
B est O v er all 
R es p o ns e 
( B O R) [ 1] 
c h ar a ct eri z e d 
as eit h er a 
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 n y r e a s o ns  
 

dis e a s e pr o gr essi o n or 
d e at h will b e tr e at e d as 
n o n -r es p o n d er. 

m et h o d, i n c or p or ati n g 
a n al ysis str atifi c ati o n f a ct or s 
(r e gi o n a n d pl ati n u m 
s e n siti vit y)  

S e c o n d ar y  As d es cri b e d f or 
t h e pri m ar y 
esti m a n d 
a n al ysis  

As d es cri b e d f or t h e 
pri m ar y esti m a n d 
a n al ysis  

C h a n g e fr o m 
B as eli n e t o 
W e e k 1 2 i n 
E O R T C -
C 3 0/ L C 1 3 
d ys p n e a, 
r e g ar dl ess of 
pr e m at ur e 
st u d y tr e at m e nt 
dis c o nti n u ati o n  

1. P er m a n e ntl y 
dis c o nti n u ati o n 
fr o m st u d y 
tr e at m e nt pri or t o 
W e e k 1 2 visit 
d u e t o a n y 
r e a s o ns 
2. St art of n e w 
a nt i c a n c er 
tr e at m e nt 
3. D e at h  

1. Tr e at m e nt p oli c y 
str at e g y: A n y v al u es 
p o st -tr e at m e nt 
dis c o nti n u ati o n ( u ntil 
st art n e w a nti c a n c er 
tr e at m e nt or d e at h) 
will b e c oll e ct e d a n d 
i n cl u d e d i n t h e 
a n al ysis.  
2. H y p ot h eti c al 
str at e g y: A n y v al u es 
aft er I C E 2 a n d 3 will 
b e c o nsi d er e d mi ssi n g.  

T h e diff er e n c e of C h a n g e 
fr o m B as eli n e t o W e e k 1 2 i n 
E O R T C -C 3 0/ L C 1 3 d ys p n e a 
s c or e b et w e e n tr e at m e nt 
gr o u p s will b e t est e d usi n g 
a n A N C O V A m o d el. 
Missi n g v al u es will b e 
i m p ut e d usi n g m ulti pl e 
i m p ut ati o n s u n d er a M A R 
ass u m pti o n.  
 

S e c o n d ar y  As d es cri b e d f or 
t h e pri m ar y 
esti m a n d 
a n al ysis  

As d es cri b e d f or t h e 
pri m ar y esti m a n d 
a n al ysis  

C h a n g e fr o m 
B as eli n e t o 
W e e k 1 2 i n 
E O R T C -L C 1 3 
c o u g h, 
r e g ar dl ess of 
pr e m at ur e 
st u d y tr e at m e nt 
dis c o nti n u ati o n  

S a m e as d ys p n e a  S a m e as d ys p n e a  T h e diff er e n c e of C h a n g e 
fr o m B as eli n e t o W e e k 1 2 i n 
E O R T C -L C 1 3 c o u g h s c or e 
b et w e e n tr e at m e nt gr o u p s 
will b e t est e d usi n g a n 
A N C O V A m o d el. Missi n g 
v al u e s will b e i m p ut e d u si n g 
m ulti pl e i m p ut ati o ns u n d er a 
M A R as s u m pti o n.  

C CI
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4.  S T U D Y D E SI G N  

4. 1.   G E N E R A L D E S C RI P TI O N  

T his st u d y will b e c o n d u ct e d i n t w o p arts: a n o p e n -l a b el, si n gl e-ar m, s af et y r u n -i n p eri o d ( P art 1) f oll o w e d b y a 
r a n d o mi z e d p eri o d ( P art 2) a s s e ssi n g  iri n ot e c a n li p o s o m e i nj e cti o n v er s u s i ntr a v e n o u s (I V) t o p ot e c a n i n p ati e nts 
wit h S C L C w h o h a v e pr o gr es s e d o n or aft er pl ati n u m -b as e d fir st li n e t h er a p y.  

P art 1  is a n o p e n-l a b el, si n gl e-ar m, s af et y r u n -i n e v al u ati o n of iri n ot e c a n li p o s o m e i nj e cti o n a d mi nist er e d e v er y 2 
w e e ks, i nt e n d e d t o c o nfir m t h e a nti ci p at e d P art 2 r e gi m e n ( 8 5 m g/ m 2 ), b as e d o n s af et y a n d pr eli mi n ar y effi c a c y.  
A c o nti n g e n c y h as b e e n i n cl u d e d f or e v al u ati o n of iri n ot e c a n li p o s o m e i nj e cti o n at a d o s e l e v el of 7 0 m g / m 2 , 
s h o ul d t h e hi g h er d o s e l e v el of 8 5 m g / m 2  r e s ult i n u n a c c e pt a bl e t o xi cit y.   At eit h er d o s e l e v el of iri n ot e c a n 
li p o s o m e i nj e cti o n, u p t o 2 4 p ati e nts will b e e nr oll e d.  T h e s af et y a ss es s m e nt a n d t h e c orr es p o n di n g e x p a n si o n 
will b e c o n d u ct e d a c c or di n g t o a “ 6 + 6 ” d esi g n f oll o w e d b y e nr ol m e nt of a n a d diti o n al 1 2 p ati e nts ( a s d e s cri b e d 
b el o w).  P ati e nt s will i niti all y b e tr e at e d wit h iri n ot e c a n li p o s o m e i nj e cti o n 8 5 m g/ m 2 e v er y 2 w e e ks .  D o s e 
li miti n g t o xi citi es ( D L T s) will b e e v al u at e d f or t h e fir st 1 2 p ati e nts tr e at e d, d uri n g t h e fir st 2 8 d a y s of tr e at m e nt 
( or u p t o 1 4 d a y s aft er t h e s e c o n d d o s e of st u d y tr e at m e nt if t h er e i s a tr e at m e nt d el a y d u e t o n o n -D L T r el at e d 
r e as o n s). 

•  A m o n g t h e fir st 6 p ati e nts r e c ei vi n g iri n ot e c a n li p o s o m e i nj e cti o n 8 5 m g / m 2 , (i. e. 8 5 m g/ m2  c o h ort) if ≤ 2 
p ati e nts e x p eri e n c e a D L T, a n ot h er 6 p ati e nts will b e e nr oll e d.  Ot h er wi s e, e nr oll m e nt i nt o t h e 7 0 
m g/ m 2  c o h ort will b e i niti at e d.  

•  A m o n g t h e fir st 1 2 p ati e nts r e c ei vi n g iri n ot e c a n li p o s o m e i nj e cti o n 8 5 m g / m 2 , if ≤ 2 p ati e nts e x p eri e n c e 
a D L T, t his c o h ort wi ll b e e x p a n d e d b y 1 2 a d diti o n al p ati e nts.  Ot h er wi s e, t h e e nr oll m e nt of t h e 8 5 
m g/ m 2  c o h ort will b e st o p p e d a n d t h e e nr oll m e nt of t h e 7 0 m g/ m 2  c o h ort will b e i niti at e d.  

T h e s a m e d e si g n will b e f oll o w e d f or t h e 7 0 m g/ m 2  c o h ort.  

 

P art 2  will b e r a n d o mi z e d a n d a ss e s s t h e effi c a c y of iri n ot e c a n li p o s o m e i nj e cti o n v er s u s I V t o p ot e c a n.   
A p pr o xi m at el y 4 5 0 eli gi bl e p ati e nts will b e r a n d o mi z e d i n a 1: 1 r ati o b et w e e n t h e e x p eri m e nt al ar m ( Ar m A: 
b as e d o n t h e fi n di n gs of P art 1 ( 8 5 m g / m 2  or 7 0 m g/ m 2  of iri n ot e c a n li p o s o m e i nj e cti o n) ) a n d t h e c o ntr ol ar m 
( Ar m B: I V t o p ot e c a n).  P ati e nts will b e r a n d o mi z e d t o t h e tr e at m e nt ar m s u si n g t h e I nt er a cti v e W e b R e s p o n s e 
S y st e m (I W R S) at a c e ntr al l o c ati o n.  R a n d o mi z ati o n will b e str atifi e d, b as e d o n t h e f oll o wi n g f a ct ors:   

•  R e gi o n ( N ort h A m eri c a v s A si a vs Ot h er)  

•  Pl ati n u m s e n siti vit y (s e n siti v e vs r esi st a nt).  Pr o gr e ssi o n wit hi n 9 0 d a y s fr o m t h e c o m pl eti o n of first -li n e 
pl ati n u m t h er a p y is c o n si d er e d “ pl ati n u m r esist a nt ” a n d t h e ot h ers “ pl ati n u m s e n siti v e ”.  

•  P erf or m a n c e st at u s ( E C O G 0 v s 1)  

•  Pri or i m m u n ot h er a p y ( y es vs n o)  

O nl y r e gi o n ( N ort h A m eri c a vs Asi a v s Ot h er) a n d pl ati n u m s e n siti vit y ( s e n siti v e vs r esi st a nt ) will b e u s e d f or t h e 
C CI
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stratified efficacy analysis.

Tumor responses will be measured and recorded every 6 weeks (+/- 1 week), using the RECIST guideline (V1.1) 
(Parts 1 and 2) and Response Assessment in Neuro-Oncology (RANO) criteria for central nervous system (CNS 
lesions) in Part 2.  Patients who discontinue study treatment, for reasons other than disease progression, should 
continue to be followed-up until radiological documentation of progressive disease with the same schedule of 
tumor assessments (every 6 weeks ± 1 week) until radiological documentation of progressive disease or until the 
start of new anti-neoplastic therapy. All patients will be followed at least monthly for survival status until death, 
loss to follow-up or study closure, whichever comes first.

A quality of life assessment will be performed using the EORTC-QLQ-C30, EORTC-QLQ-LC13, PGI-C, PRI-S and EQ-
5D-5L (Part 2 only) questionnaires.  All patients reported outcome will be administered at baseline and prior to 
dosing at 6 week intervals following start of treatment, at treatment discontinuation and at the 30-day follow-up 
visit.  Adverse events (AEs) will be evaluated according to the National Cancer Institute’s (NCI) Common 
Terminology Criteria for Adverse Events version 5.0 (CTCAE Version 5.0).  For summary of AEs, events will be 
coded using the latest Medical Dictionary for Regulatory Activities (MedDRA) dictionary version at the start of 
the study.

Each part will consist of three stages: screening stage, treatment/active follow-up stage and long-term follow-up 
stage.  Once consented, patients will enter a screening stage.  Upon first dose of study treatment in Part 1 or 
randomization (Part 2), patients will enter the treatment/active follow-up stage.  Once a decision is made to 
permanently discontinue the patient from study treatment, a 30-day follow-up visit will occur and the patient 
will enter the long-term follow-up stage. It is intended that all patients in Part 1 and Part 2 will be treated until 
progressive disease or unacceptable toxicity.  After permanent discontinuation of study treatment, patients will 
return to the study site for a 30-day follow up visit.  

Figure 1: Study Scheme

Note: ONIVYDE is also known as irinotecan liposome injection, liposomal irinotecan or nal-IRI

CCI
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4. 2.  S C H E D U L E O F E V E N T S  

S c h e d ul e of e v e nts c a n b e f o u n d i n S e cti o n 7. 1 a n d 7. 2 of t h e pr ot o c ol.  

4. 3.  C H A N G E S T O A N A L Y SI S F R O M P R O T O C O L  

N o c h a n g es t o a n al y sis fr o m pr ot o c ol.  

5.  P L A N N E D A N A L Y S E S  

T h e f oll o wi n g a n al y s e s will b e p erf or m e d f or t his st u d y:  

 

P art 1:  

•  Fi n al A n al y sis : aft er t h e l a st p ati e nt  of P art 1 fi nis h e d t h eir f oll o w-u p vi sit a n d t h e d at a b as e  w a s cl e a n e d 
a n d g ot l o c ke d . 

P art 2:  

A n al y s es f or D at a M o nit ori n g C o m mitt e e ( D M C) m e eti n g s .   

•  T h e fir st D M C will o c c ur aft er t h e 3 0 t h p ati e nt is r a n d o mi z e d a n d tr e at e d f or at l e ast o n e c y cl e or 
p er m a n e ntl y dis c o nti n u e s st u d y dr u g, w hi c h e v er o c c ur s fir st.  

I nt eri m A n al y si s:   

•  A n I nt eri m A n al y si s f or O S f utilit y is pl a n n e d at a p pr o xi m at el y t h e 2 9 % i nf or m ati o n ti m e, aft er at l e ast 
1 0 0 O S e v e nt s h a v e o c c urr e d . 

•  A s u p pl e m e nt ar y  i nt eri m a n al y sis i s pl a n n e d o n d at a c olle ct e d 2 4 w e e k s aft er t h e l a st p ati e nt h as b e e n 
r a n d o mi z e d b as e d o n t h e I T T P o p ul ati o n.  

Pri m ar y  A n al y sis i s pl a n n e d w h e n at l e ast 3 5 0 O S e v e nts h a v e o c c urr e d i n p art 2 . 

5. 1.  D A T A M O NI T O RI N G C O M MI T T E E ( D M C)  

A n i n d e p e n d e nt D M C will b e est a bli s h e d t o m o nit o r d at a i n P art 2 of t h e st u d y t o e v al u at e t h e pl a n n e d i nt eri m 
a n al y s es a n d t o m a k e r e c o m m e n d ati o n t o t h e s p o n s or b as e d o n t h e r es ults of t h e i nt eri m a n al y s e s o v er 
c o nti n u a ti o n or st o p p a g e of t h e st u d y. At t h e ti m e of t h e i nt eri m a n al y si s f or t h e O S f utilit y a n al y sis, O R R b y 
bli n d e d i n d e p e n d e nt c e ntr al r e vi e w ( BI C R) t u m or as s e ss m e nts will b e a n al y z e d d es cri pti v el y. T h e i n d e p e n d e nt 
D M C will n otif y t h e s p o n s or if pr e -s p e cifi e d crit eri a f or O R R ar e m et, a s d et ail e d i n t h e D M C c h art er . All t h e 
crit eri a will b e pr e -s p e cifi e d i n t h e D M C c h art er d o c u m e nts.  

C CI
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5. 2.  IN T E RI M A N A L Y SI S  

A n i nt eri m O S a n al y si s f or f utilit y  will b e c o n d u ct e d w h e n a p pr o xi m at el y  2 9 % of t h e pl a n n e d fi n al n u m b er of O S 
e v e nts (i. e., 1 0 0 of 3 5 0 O S e v e nts) h as b e e n o b s er v e d i n t h e  P art 2  i nt e nt-t o-tr e at (P 2 I T T) p o p ul ati o n. At t h e ti m e 
of t h e i nt eri m a n al y si s f or t h e O S f utilit y a n al y sis, O R R b y bli n d e d i n d e p e n d e nt c e ntr al r e vi e w ( BI C R) t u m or 
ass es s m e nts will b e a n al y z e d d es cri pti v el y i n t h e fir st 2 0 0 r a n d o mi z e d p ati e nts i n p art 2  (i. e. fir st 1 0 0 p ati e nt s 
fr o m e a c h ar m).  

5. 2. 1.  O S  F U TI LI T Y A N A L Y SI S  

T o  c o ntr ol t y p e I a n d t y p e II err ors, t h e pl a n n e d i nt eri m a n al y s es f or O S will utili z e a n al p h a a n d ( n o n -bi n di n g) 
b et a s p e n di n g f u n cti o n a p pr o a c h wit h H w a n g -S hi h -D e c a ni s p e n di n g a n d γ  p ar a m et er e q u al to  -4. 5 a n d -1 f or 
e a c h err or t y p e, r es p e cti v el y ( H w a n g, 1 9 9 0 ).  N o n-bi n di n g f or t h e f utilit y i n di c at es t h at t h e b o u n d ar y will b e 
c o n str u ct e d i n s u c h a w a y t h at it c a n b e o v err ul e d if d e sir e d wit h o ut i nfl ati n g t h e t y p e I or II err or.   N o mi n al al p h a 
of 0. 0 0 0 1 will b e s p e nt at t h e s u p pl e m e nt al i nt eri m a n al y si s r e q u est e d b y F D A. Si n c e t h e b o u n d ar y is d e p e n d e nt 
o n t h e n u m b er of O S e v e nts , at t h e ti m e of fi n al a n al y si s, t h e a ct u al b o u n d ar y u s e d will b e r e-c al c ul at e d, 
i n c or p or ati n g t h e s p e ndi n g f u n cti o n a s d efi n e d, b as e d o n t h e n u m b er of a ct u al O S e v e nt s a n d t o r efl e ct t h e 
n o mi n al al p h a s p e nt at t h e s u p pl e m e nt al i nt eri m a n al y sis.   T h e P b o u n d ar y  will b e u s e d a s t h e crit eri a f or t h e f or m al 
st atisti c al i nf er e n c e.  

T h e i nt eri m a n d pri m ar y  a n al ysis s p e cifi c ati o n s p er t h e pl a n ar e pr o vi d e d i n t h e t a bl e b el o w:  

 

T a bl e 2:  T y p e I ( α) a n d T y p e II ( β) E rr o r S p e n di n g f or t h e Pl a n n e d O S A n al y s e s  

  F utilit y  Effi c a c y  
A n al ysi s  D  Z b o u n d a r y  p b o u n d a r y  β s p e n d  H R c rit  Z b o u n d a r y  p b o u n d a r y  α s p e n d  H R c rit 
I nt eri m 
a n al ysis  

1 0 0  -0. 2 7 6  0. 6 0 9  0. 0 2 5  1. 0 5 7  -3. 1 8 1  0. 0 0 1  0. 0 0 1  0. 5 2 9  

P ri m ar y 3 5 0  1. 9 7 6  0. 0 2 5  0. 1 3  0. 8 1 0  -1. 9 6 7  0. 0 2 5  0. 0 2 5  0. 8 1 0  

D = # of O S e v e nt s at a n al y sis. Z b o u n d ar y  is t h e criti c al t e st st ati sti c v al u e at w hi c h f utilit y ( < Z) or effi c a c y ( > Z) w o ul d 
b e c o n cl u d e d.  P b o u n d ar y  is t h e criti c al o n e-si d e d p -v al u e t hr e s h ol d f or t h e c o m p ari s o n ( > p f o r f utilit y, < p f or 
effi c a c y). H R crit i s t h e o b s er v e d h a z ar d r ati o t hr es h ol d ( > H R f or f utilit y, < H R f or effi c a c y). 

T h e r e s ults of t h e i nt eri m a n al y s e s will b e b as e d o n t h e u n bli n d e d tr e at m e nt gr o u p s ( o p e n -l a b el st u d y).  T h e li st 
of o ut p uts pr o vi d e d wit h t h e f ull s et of o ut p ut t e m pl at e s ( pl a n n e d f or t h e pri m ar y  a n al y sis) will hi g hli g ht w hi c h of 
t h es e o ut p uts will als o b e pr o vi d e d f or t h e i nt eri m a n al y si s.   D eri v ati o n s a n d d efi niti o n s f or t h e i nt eri m a n al y si s 
will b e b as e d o n t h o s e r e q uir e d f or t h e pri m ar y  a n al y sis c o nt ai n e d i n t his a n al y sis pl a n, u nl es s d e vi ati o n s ar e 
st at e d wit hi n t h e t e xt.  

5. 2. 2.  O R R  A N A L Y SI S  

O R R b y bli n d e d i n d e p e n d e nt c e ntr al r e vi e w ( BI C R) t u m or a ss es s m e nts will b e a n al y z e d d es cri pti v el y i n t h e first 
2 0 0 r a n d o mi z e d p ati e nts i n p art 2  (i. e. fir st 1 0 0 p ati e nt s fr o m e a c h ar m). A n esti m at e of t h e O R R a n d it s 9 5 % CI 

C CI
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will b e c al c ul at e d f or e a c h tr e a t m e nt ar m. A n e sti m at e of D ur ati o n of R es p o n s e ( D O R ) wit h 9 5 % CI will b e 
r e p ort e d f or e a c h ar m t o s u p p ort t h e O R R a n al y sis . Ti m e t o o bj e cti v e r es p o n s e wit h 9 5 % CI will al s o b e r e p ort e d 
f or e a c h ar m. T h e i n d e p e n d e nt D M C will r e vi e w t h e effi c a c y a n d s af et y d at a a n d n otif y t h e s p o n s or if t h e crit eri a 
f or O R R ar e m et. All t h e crit eri a will b e pr e-s p e cifi e d i n t h e D M C c h art er d o c u m e nts.   

S e n siti vit y a n al y sis will b e p erf or m e d f or O R R b y BI C R a c c or di n g t o R E CI S T v 1. 1 g ui d eli n e ( E. A. Eis e n h a u er a 2 0 0 9) 
a n d R A N O -B M crit eri a f or C N S l esi o n s i n t h e p er pr ot o c ol p o p ul ati o n ( P P) f or e a c h tr e at m e nt ar m. 
S u p pl e m e nt ar y a n al y sis f or O R R u si n g BI C R a s s e ss m e nt s will als o b e p erf or m e d by  c o m bi ni n g p ati e nts at t h e 
7 0 m g / m 2  d o s e l e v el i n p art 1 wit h p art 2 Iri n ot e c a n p ati e nts. A n o t h er s u p pl e m e nt ar y  a n al y sis will b e d o n e f or 
O R R u si n g t h e i n v e sti g at or as s es s m e nt r es p o n s e d at a  i n t h e fir st 1 0 0 p art 2 p ati e nts r a n d o mi z e d i nt o Iri n ot e c a n 
li p o s o m e i nj e cti o n ar m a n d als o i n t his p ati e nt c o h ort c o m bi n e d wit h p ati e nts at 7 0 m g/ m2  d o s e l e v el  i n p art 1. 

A n a d diti o n al s e n siti vit y a n al ysis will b e p erf or m e d f or c o nfir m e d r e s p o n s e f or e a c h tr e at m e nt ar m b y BI C R. B e st 
o v er all r es p o n s e n e e d s t o b e d eri v e d b as e d o n c o nfir m e d c o n s e c uti v e C R a n d/ or P R p er t h e BI R C’ s a ss e ss m e nt at 
l e ast 4 w e e k s l at er wit h t h e crit eri a listi n g i n t a bl e 3 of R E CI S T v 1. 1 ( E. A. Eis e n h a u er a 2 0 0 9) i n A p p e n di x 6. 
A n ot h er s e n siti vit y a n al y si s will b e p erf or m e d f or c o nfir m e d r es p o n s e b y t h e i n v esti g at or b as e d o n c o nfir m e d 
c o n s e c uti v e C R a n d/ or P R u si n g t h e s a m e i m a gi n g t e c h ni q u e  at l e a st 4 w e e k s l at er.  

S af et y A n al y si s f or I nt eri m A n al y sis  

T h e s af et y a n al y sis will b e p erf or m e d a s p er s e cti o n 2 0  o n t h e  first 2 0 0 p ati e nts i n t h e s af et y p o p ul a ti o n a n d als o 
i n t h e s af et y p o p ul ati o n f or all p art 2 p ati e nts e nr oll e d b y t h e d at a c ut-off d at e f or t his i nt eri m a n al y si s . 

S u b gr o u p a n al y sis f or O R R  

S u b gr o u p a n al y sis o utli n e d i n s e cti o n 8. 5 will b e p erf or m e d f or t his i nt eri m a n al y sis f or O R R b y BI C R a n d 
i n v e sti g at or as s e ss m e nt f or t h e fir st 1 0 0 p ati e nts e nr oll e d i n e a c h tr e at m e nt ar m i n p art 2. 

5. 3.  S U P P L E M E N T A L IN T E RI M A N A L Y SI S  

A s u p pl e m e nt al  i nt eri m a n al y sis will b e c o n d u ct e d o n d at a c oll e ct e d 2 4 w e e ks aft er t h e l ast p ati e nt h as b e e n 
r a n d o mi z e d b as e d o n t h e I T T p o p ul ati o n . All a n al y sis t h at o c c urr e d f or t h e i nt eri m O S a n al y sis, p er s e cti o n 5. 2. 2 , 
will b e d o n e f or t h e s u p pl e m e nt al  i nt eri m a n al y sis b ut o n all t h e p art 2 r a n d o mi z e d p ati e nts r at h er t h a n t h e first 
2 0 0 r a n d o mi z e d p ati e nts.  

N o mi n al al p h a of 0. 0 0 0 1 will b e s p e nt  f or t h e d e s cri pti v e O S a n al y sis at t his I A . 

5. 4.  P RI M A R Y  A N A L Y SI S  

All pl a n n e d a n al y s es i d e ntifi e d i n t his S A P will b e p erf or m e d b y I Q VI A Bi ost atisti c s f oll o wi n g S p o n s or 
A ut h ori z ati o n of t his St atisti c al A n al y sis Pl a n, D at a b as e L o c k, S p o n s or A ut h ori z ati o n of A n al y sis S ets.  T h e pri m ar y 
a n al y sis is pl a n n e d w h e n at l e ast 3 5 0 O S e v e nts h a v e o c c urr e d i n P art 2.  

A n al y sis of e x pl or at or y bi o m ar k er e n d p oi nt a n d P K a n al y sis will b e p erf or m e d a n d r e p ort e d s e p ar at el y.  
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6.  A N A L Y SI S S E T S  

A gr e e m e nt a n d a ut h ori z ati o n of p ati e nt s i n cl u d e d/ e x cl u d e d fr o m e a c h a n al y si s s et will b e c o n d u ct e d pri or t o t h e 
d at a b as e l o c k .  

6. 1.  A L L P A TI E N T S E N R O L L E D P O P U L A TI O N  

T h e all p ati e nt s e nr oll e d ( E N R) s et will c o nt ai n all p ati e nt s w h o pr o vi d e i nf or m e d c o n s e nt f or t his st u d y.  

6. 2.  P A R T 1  S A F E T Y P O P U L A TI O N  

P ati e nt s e nr oll e d a n d tr e at e d wit h at l e ast o n e d o s e of iri n ot e c a n li p o s o m e i nj e cti o n will c o m pris e t h e P art 1 
S af et y P o p ul ati o n.  

6. 3.  P A R T 1  P K  P O P U L A TI O N  

All iri n ot e c a n li p o s o m e i nj e cti o n tr e at e d P art 1 p ati e nts w h o r e c ei v e d at l e a st o n e d o s e a n d h a d at l e ast o n e 
pl as m a c o n c e ntr ati o n will c o m pris e t h e P art 1 P K P o p ul ati o n.  

6. 4.  P A R T 2  S A F E T Y P O P U L A TI O N  

P ati e nt s r a n d o mi z e d  a n d tr e at e d wit h at l e ast o n e d o s e of  st u d y m e di c ati o n will c o m pri s e  t h e P art 2 S af et y 
P o p ul ati o n.   P ati e nt s will b e a n al y z e d a c c or di n g t o t h e st u d y m e di c ati o n r e c ei v e d.  

6. 5.  P A R T 2  IN T E N T -T O -T R E A T P O P U L A TI O N (I T T) 

P ati e nt s r a n d o mi z e d i n P art 2  will c o m pris e t h e  I nt e nt-t o-Tr e at  P o p ul ati o n.  P ati e nts will b e a n al y z e d a c c or di n g 
t o t h e st u d y m e di c ati o n pl a n n e d. 

6. 6.  P A R T 2  P E R P R O T O C O L P O P U L A TI O N ( P P) 

P ati e nt s fr o m t h e P art 2 I nt e nt -t o-Tr e at P o p ul ati o n wit h o ut a n y m aj or pr ot o c ol d e vi ati o n s  f oll o wi n g m a n u al 
m e di c al  r e vi e w will c o m pris e t h e P er Pr ot o c ol  P o p ul ati o n. Pri or t o  e a c h  d at a b as e l o c k a d at a r e vi e w m e eti n g will 
b e h el d i n or d er t o fi n ali z e t h e P P p o p ul ati o n . M or e i nf or m ati o n will b e d o c u m e nt e d i n t h e pr ot o c ol d e vi ati o n 
pl a n .  

Pr ot o c ol d e vi ati o n s ar e c oll e ct e d t hr o u g h C T M S s y st e m, c riti c al a n d m aj or pr ot o c ol vi ol ati o n t h at c o ul d e x cl u d e a 
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p ati e nt fr o m t h e p o p ul ati o n ar e, b ut n ot li mit e d t o t h e f oll o wi n g:  

- P ati e nt s w h o di d n ot s atisf y i n cl usi o n a n d e x cl usi o n crit eri a  

- P ati e nt s r e c ei v e d i n c orr e ct tr e at m e nt ar m  

- S cr e e ni n g t u m or s c a n a n d R E CI S T 1. 1 a s s e ss m e nt w a s n ot p erf or m e d.  

- P o st b as eli n e t u m or s c a n a n d R E CI S T 1. 1 a s s e ss m e nt w a s n ot p erf or m e d.  

6. 7.  P A R T 2  P K  P O P U L A TI O N  

All iri n ot e c a n li p o s o m e i nj e cti o n tr e at e d P art 2 p ati e nts w h o r e c ei v e d at l e a st o n e d o s e a n d h a d at l e ast o n e 
pl as m a c o n c e ntr ati o n a n d n o m aj or pr ot o c ol d e vi ati o n s aff e cti n g P K v ari a bl es will c o m pris e t h e P art 2 P K 
P o p ul ati o n.  

7.  G E N E R A L C O N SI D E R A TI O N S  

7. 1.  R E F E R E N C E S T A R T D A T E A N D S T U D Y D A Y  

St u d y D a y will b e c al c ul at e d fr o m t h e r ef er e n c e st art d at e  a n d will b e u s e d t o s h o w st art/ st o p d a y of 
ass es s m e nts a n d e v e nts.  

T h e f oll o wi n g r ef er e n c e d at e s will b e u s e d i n t his st u d y:  

1)  I nf or m e d c o n s e nt d at e f or b a c k gr o u n d d at a 

2)  First d o s e d at e f or s af et y a n al y sis a n d P art 1 effi c a c y.  T h e first d o s e of st u d y m e di c ati o n i s t a k e n fr o m 
t h e e x p o s ur e p a g e  of t h e C R F wit h t h e st art d at e a n d ti m e of i nf u si o n, ( d a y 1 is t h e d a y of t h e first d o s e 
of st u d y m e di c ati o n) . F or t u m or ass e s s m e nts i n P art 2 t h e first d o s e d at e i s als o u s e d. 

3)  R a n d o mi z ati o n d at e f or P art 2 effi c a c y  a n al y sis  

 

•  If t h e d at e of t h e e v e nt is o n or aft er t h e r ef er e n c e d at e t h e n:  

St u d y D a y = ( d at e of e v e nt –  r ef er e n c e d at e) + 1. 

 

•  If t h e d at e of t h e e v e nt is pri or t o t h e r efer e n c e d at e t h e n:  

St u d y D a y = ( d at e of e v e nt –  r ef er e n c e d at e). 
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7. 2.  B A S E LI N E  

U nl es s ot h er wis e s p e cifi e d, b as eli n e i s d efi n e d a s t h e l a st n o n -mi ssi n g m e a s ur e m e nt t a k e n pri or t o r ef er e n c e 
st art d at e (i n cl u di n g u n s c h e d ul e d a ss es s m e nts).  F or t h e P R O e n d p oi nts, b a s eli n e i s d efi n e d a s t h e l a st o b s er v e d 
m e a s ur e m e nt pri or t o t h e first dr u g a d mi nistr ati o n.  I n t h e c a s e w h er e t h e l a st n o n-mi ssi n g m e a s ur e m e nt a n d t h e 
r ef er e n c e st art d at e c oi n ci d e, t h at m e as ur e m e nt will b e c o n si d er e d pr e -b as eli n e , b ut Ad v ers e E v e nt s ( A E s) a n d 
m e di c ati o n s c o m m e n ci n g o n t h e r ef er e n c e st art d at e will b e c o n si d er e d p o st -b as eli n e . 

7. 3.  R E T E S T S , U N S C H E D U L E D V I SI T S A N D E A R L Y T E R MI N A TI O N D A T A  

I n g e n er al, f or b y-vi sit s u m m ari es, d at a r e c or d e d at t h e n o mi n al vi sit will b e pr es e nt e d. U n s c h e d ul e d 
m e a s ur e m e n ts will n ot b e i n cl u d e d i n b y-visit s u m m a ri es b ut will b e u s e d f or t h e l a b or at or y s hift t a bl es .  

E arl y t er mi n ati o n d at a will b e m a p p e d t o t h e n e xt a v ail a bl e visit n u m b er f or b y -visit s u m m ari e s.  

Listi n gs will i n cl u d e s c h e d ul e d, u n s c h e d ul e d, r et est a n d e arl y  dis c o nti n u ati o n d at a.  

7. 4.  W I N D O WI N G C O N V E N TI O N S  

F or s u m m ari e s of P R O d at a, a ss es s m e nts will b e a s si g n e d t o c al c ul at e d vi sit wi n d o w s.  T h e ti m e wi n d o ws will b e 
e x h a u sti v e s o t h at d at a r e c or d e d at a n y ti m e p oi nt h a v e t h e p ot e nti al t o b e s u m m ari z e d.  I n cl usi o n wit hi n t h e 
visit wi n d o w will b e b as e d o n t h e a ct u al d at e a n d n ot t h e i nt e n d e d d at e of t h e vi sit.  T h e wi n d o w f or t h e visit s 
f oll o wi n g b as eli n e will b e c o n str u ct e d i n s u c h a w a y t h at t h e u p p er li mit of t h e i nt er v al f alls h alf w a y b et w e e n t h e 
t w o vi sits.  T h e crit eri a t h at will b e u s e d t o d efi n e t h e P R O a ss es s m e nt vi sit ar e di s pl a y e d i n t h e t a bl e b el o w.  

 
T a bl e 3:  Vi sit Wi n d o wi n g  

Vi sit  Wi n d o w  

B a s eli n e  St u d y d a y  aft e r Fi r st D o s e D at e  ≤ 1  

W e e k 6  1 < St u d y d a y  aft e r Fi r st D o s e D at e  ≤	 6 4	  

W e e k 1 2  6 4  < St u d y d a y  aft e r Fi r st D o s e D at e  ≤	 1 0 6	  

W e e k 1 8  1 0 6  < St u d y d a y  aft e r Fi r st D o s e D at e  ≤	 1 4 8	  

W e e k 2 4  1 4 8  < St u d y d a y  aft e r Fi r st D o s e D at e  ≤	 1 9 0  

W e e k 3 0  1 9 0  < St u d y d a y  aft e r Fi r st D o s e D at e  ≤	 2 3 2  

If t h er e i s m or e t h a n o n e v al u e p er p ati e nt wit hi n a n a ss e s s m e nt wi n d o w t h e n t h e cl o s e st t o t h e pl a n n e d st u d y 
d a y v al u e s h o ul d b e s u m m ari z e d, or t h e e arli er i n t h e e v e nt t h e v al u e s ar e e q ui dist a nt fr o m t h e pl a n n e d st u d y 
d a y.  T h e v al u e at a gi v e n ti m e p oi n t will b e mi ssi n g if n o a s s e ss m e nt w a s r e p ort e d wit hi n t h e s p e cifi e d 
ass es s m e nt wi n d o w ar o u n d t h e pl a n n e d st u d y d a y.  
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7. 5.  S T A TI S TI C A L T E S T S  

P art 1  of t h e st u d y will a s s e ss t h e s af et y a n d t ol er a bilit y of iri n ot e c a n li p o s o m e i nj e cti o n m o n ot h er a p y.  N o 
f or m al i nf er e nti al a n al y s e s will d et er mi n e s af et y a n d t ol er a bilit y.  

P art 2  of t h e st u d y, t h e r a n d o mi z e d o p e n -l a b el p orti o n of t h e st u d y, w h er e th e pri m ar y h y p ot h esis is t o t e st 
w h et h er O S i s i n cr e a s e d i n p ati e nt s tr e at e d wit h iri n ot e c a n li p o s o m e i nj e cti o n.  C o m p aris o n s b et w e e n t h e t w o 
tr e at m e nt gr o u p s will b e d o n e at a l e v el of si g nifi c a n c e c o ntr oll e d at t h e o n e -si d e d 0. 0 2 5 l e v el.   T h e s e c o n d ar y 
e n d p oi nts will als o b e t est e d at t h e o n e -si d e d 0. 0 2 5 l e v el  

Ot h er c o m p aris o n s will b e d o n e at t h e si g nifi c a n c e  l e v el of  ( 5 %); c o nfi d e n c e i nt er v als will b e 9 5 % a n d  all t est s will 
b e t w o -si d e d . 

7. 6.  C O M M O N C A L C U L A TI O N S  

F or q u a ntit ati v e m e a s ur e m e nts, c h a n g e fr o m b a s eli n e will b e c al c ul at e d a s:  

•  T e st V al u e at Vi sit X –  B a s eli n e V al u e  

T h e p er c e nt c h a n g e fr o m b as eli n e will b e c al c ul at e d a s:  

•  ( T e st V al u e at Vi sit X –  B a s eli n e V al u e)/ B as eli n e V al u e  

7. 7.  S O F T W A R E V E R SI O N  

All a n al y s es will b e c o n d u ct e d u si n g S A S v er si o n 9. 4 .  

8.  S T A TI S TI C A L C O N SI D E R A TI O N S  

8. 1.  A DJ U S T M E N T S F O R C O V A RI A T E S  A N D F A C T O R S T O B E IN C L U D E D I N A N A L Y S E S  

T h e f oll o wi n g c o v ari at e s a n d f a ct ors ar e u s e d as str at a i n t h e a n al y s es. 

•  R e gi o n: N ort h A m eri c a, Asi a, Ot h er  

•  Pl ati n u m S e nsiti vit y: S e n siti v e, R esi st a nt  

8. 2.  M U L TI C E N T E R S T U DI E S  

T his st u d y will b e c o n d u ct e d b y m ulti pl e i n v e sti g at or s at m ulti pl e c e nt er s i nt er n ati o n all y , ar o u n d 1 3 7 sit es will 
p arti ci p at e .  R a n d o mi z ati o n t o tr e at m e nt ar m s is str atifi e d b y f a ct ors i n cl u di n g r e gi o n.   
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W h e n s p e cifi e d, st ati sti c al a n al y sis will b e a dj u st e d f or g e o gr a p hi c r e gi o n.   

8. 3.  M I S SI N G D A T A 

Mis si n g s af et y d at a will n ot b e i m p ut e d.  

Mis si n g effi c a c y d at a will b e h a n dl e d a s d es cri b e d i n  s e cti o n  1 9  of t his a n al y sis pl a n.  

8. 4.  M U L TI P L E C O M P A RI S O N S /  M U L TI P LI CI T Y  

K e y s e c o n d ar y e n d p oi nts i n P art 2, w hi c h ar e: P F S, O R R, P R O e n d p oi nts (i n cl u di n g c h a n g e fr o m b as eli n e f or 
d y s p n e a a n d c h a n g e fr o m b as eli n e f or c o u g h ). 

K e y s e c o n d ar y e n d p oi nts will b e t est e d n o m or e t h a n o n c e. T o c o ntr ol t h e o v er all T y p e I err or r at e f or t h e 
c o m p aris o n b et w e e n iri n ot e c a n li p o s o m e i nj e cti o n a n d t o p ot e c a n f or t h e pri m ar y a n d s e c o n d ar y e n d p oi nts, a 
hi er ar c hi c al a p pr o a c h will b e a p pli e d t o t h e st atisti c al t e sti n g of t h e s e c o n d ar y e n d p oi nts. T h e st atisti c al 
i nf er e n c e f or t h e first s e c o n d ar y e n d p oi nt of P F S will o nl y b e p erf or m e d if t h e pri m ar y e n d p oi nt ( O S), is 
st atisti c all y si g nifi c a nt. T h e s e c o n d s e c o n d ar y e n d p oi nt of O R R will o nl y b e t e st e d if P F S is st atisti c all y si g nifi c a nt. 
Si mil arl y, t h e P R O e n d p oi nts will o nl y b e t est e d if O R R i s st atisti c all y si g nifi c a nt. A n y p ar a m et er w hi c h is n ot 
st atisti c al l y si g nifi c a nt will b e r e g ar d e d a s d e s cri pti v e a n d e x pl or at or y. 

W h er e tr e at m e nt c o m p ari s o n s ar e b y str atifi e d a n al y sis, str atifi c ati o n f a ct ors will b e r e gi o n a n d pl ati n u m 
s e n siti vit y wit h cl a s sifi c ati o n a c c or di n g t o t h e r a n d o mi z ati o n d esi g n ati o n.  

If all O S, P F S a n d O R R ar e f o u n d si g nifi c a nt, t h e n t h e d y s p n e a a n d c o u g h s y m pt o ms will b e t est e d u si n g t h e 
B e nj a mi ni -H o c h b er g c orr e cti o n ( B e nj a mi ni & H o c h b er g, 1 9 9 5) f or a o n e -si d e d α l e v el t esti n g of t w o pl a n n e d 
c o m p aris o n s ( t w o s y m pt o m s fr o m t h e E O R T C -Q L Q , d y s p n e a a n d c o u g h ).  A dj u st e d p-v al u es will b e r e p ort e d, 
u si n g S A S P R O C M U L T T E S T wit h F D R o pti o n or e q ui v al e nt al g orit h m.  A n y p ar a m et er w hi c h is n ot st atisti c all y 
si g nifi c a nt will b e r e g ar d e d a s d es cri pti v e a n d e x pl or at or y.  

T h e B e nj a mi ni & H o c h b er g pr o c e d ur e will b e a p pli e d t o c o ntr ol f or m ulti pli cit y of t h e st ati sti c al t e sts.  T h e d et ail s 
of t h e pr o c e d ur e ar e a s f oll o w s:  

•  P -v al u es of t h e 2  t est s will b e s ort e d i n a s c e n di n g or d er:  

o  L et p 1 , p2  b e t h e r a w p -v al u e s o bt ai n e d w h e n t esti n g t h e 2  c o m p ari s o n s r el at e d t o  t h e t w o 
E O R T C -Q L Q s y m pt o ms  

o  L et p ( 1)< p ( 2) b e t h e c orr es p o n di n g or d er e d p -v al u es.  T h e F D R -a dj u st e d p -v al u e s 𝑝 (i) ar e o bt ai n e d 
as f oll o ws w h er e m = 2  i n o ur p arti c ul ar t e sti n g s c h e m e: 

   
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o  Usi n g P R O C M U L T T E S T wit h o pti o n F D R i n S A S t h e a dj u st e d p -v al u e s will b e o bt ai n e d.  T h es e 

a dj u st e d p -v al u e s will t h e n b e c o m p ar e d t o t h e l e v el of t y p e -1 err or u s e d f or t e sti n g O S  as 
d efi n e d b y t h e al p h a -s p e n di n g f u n cti o n.  

8. 5.  E X A MI N A TI O N O F S U B G R O U P S  

S u b gr o u p a n al y s es will b e c o n d u ct e d as st at e d i n t h e s u b gr o u p  a n al y sis s e cti o n s  f or P art 2 o nl y. It s h o ul d b e 
n ot e d t h at t h e st u d y w as n ot d esi g n e d t o d et e ct tr e at m e nt diff er e n c e s wit h hi g h st ati sti c al p o w er wit hi n 
s u b gr o u p s  R e s ults will b e pr e s e nt e d if all t h e s u b c at e g ori e s will b e e q u al t o or m or e t h a n 5 p ati e nts . 

T h e f oll o wi n g s u b gr o u p s will  b e a ss es s e d a n d  d es cri b e d wit hi n t h e s u b gr o u p  a n al y sis s e cti o n s : 

o  G e n d er:  
  F e m al e  
  M al e  

o  A g e ( y e ar s):  
  < 6 5  
  ≥ 6 5  

o  R a c e i n 2 c at e g ori e s:  
  Bl a c k/ Afri c a n A m eri c a n  
  All ot h er r a c es c o m bi n e d ( A m eri c a n I n di a n / Al as k a N ati v e, Asi a n, N ati v e H a w aii a n / Ot h er 

P a cifi c I sl a n d ers, or W hit e)  
o  R e gi o n:  

  N ort h A m eri c a  
  Asi a  
  Ot h er  

o  C orr e ct e d Pl ati n u m S e nsiti vit y  
  S e n siti v e  
  R esi st a nt  

o  Br ai n m et a st a s e s dis e as e at b as eli n e  
  Y e s  
  N o  

o  Pri or i m m u n ot h er a p y  
  Y e s  
  N o  

T h e f oll o wi n g s u b gr o u p will als o b e a s s e ss e d as a s e n siti vit y a n al y sis : 

o  Ori gi n al Pl ati n u m S e n siti vit y :  
  S e n siti v e  
  R esi st a nt  
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9.  O U T P U T P R E S E N T A TI O N S  

A p p e n di x 1 s h o ws c o n v e nti o n s f or pr e s e nt ati o n of d at a i n o ut p uts.  

T h e t e m pl at es pr o vi d e d wit h t his S A P d e s cri b e t h e pr e s e nt ati o n s f or t his st u d y a n d t h er ef or e t h e f or m at a n d 
c o nt e nt o f t h e s u m m ar y t a bl es, fi g ur e s a n d listi n g s t o b e p r o vi d e d b y I Q VI A Bi ost ati sti c s.  

1 0.  D I S P O SI TI O N A N D W I T H D R A W A L S 

All p ati e nt s w h o pr o vi d e i nf or m e d c o n s e nt will b e a c c o u nt e d f or i n t his s t u d y.  

F or P art 1 a n d P art 2 of t h e st u d y, t h e n u m b er a n d p er c e nt a g e  of p ati e nt s s cr e e n e d, r a n d o mi z e d  ( P art 2 o nl y), 
tr e at e d a n d w h o dis c o nti n u e d fr o m st u d y a n d tr e at m e nt, a s w ell a s t h eir r e a s o n s f or di s c o nti n u ati o n will b e 
s u m m ari z e d b y p art a n d b y tr e at m e nt gr o u p. T h e n u m b er of p ati e nts  i n l o n g t er m f oll o w-u p will al s o b e i n cl u d e d.  
P ati e nt s w h o dis c o nti n u e d st u d y or tr e at m e nt d u e t o C O VI D -1 9 will als o b e s u m m ari z e d.  

P ati e nt  dis p o siti o n a n d wit h dr a w als will b e pr e s e nt e d f or t h e all p ati e nt  e nr oll e d  s et.  

1 1.  P R O T O C O L D E VI A TI O N S  

All i n st a n c e s of d e vi ati o n s fr o m t h e pr ot o c ol will b e d o c u m e nt e d i n t h e Cli ni c al Tri al M a n a g e m e nt S y st e m ( C T M S) 
l o g w hi c h will i n cl u d e a n y pr o gr a m m a bl e d e vi ati o n s . A d e vi ati o n o c c urs w h e n a n i n v e sti g at or sit e, or st u d y 
p ati e nt , d o es n ot a d h er e t o pr ot o c ol sti p ul at e d r e q uir e m e nt s. D e vi ati o n s will b e a ss es s e d a n d c at e g ori z e d a s 
eit h er M aj or or Mi n or. T h e Pr ot o c ol D e vi ati o n l o g m u st b e a p pr o v e d b y I p s e n pri or t o d at a b as e l o c k.  

B ot h M aj or a n d Mi n or pr ot o c ol d e vi ati o n s i n t h e C T M S l o g f or p ati e nts  i n t h e s af et y  p o p ul ati o n will b e 
s u m m ari z e d, f or p art 1 a n d p art 2 s e p ar at el y, dis pl a yi n g t h e n u m b er a n d p er c e nt a g e of p ati e nt s  wit h a n y 
pr ot o c ol d e vi ati o n a s w ell a s t h e c at e g ori e s f or t h e d e vi ati o n s. All d e vi ati o n s r e s ulti n g i n s u bj e cts e x cl u d e d fr o m 
t h e P P p o p ul ati o n will als o b e s u m m ari z e d s e p ar at el y.  

All pr ot o c ol d e vi ati o n s will b e list e d.  A s e p ar at e li sti n g will b e pr e p ar e d f or p ati e nts wit h pr ot o c ol d e vi ati o n s 
r el at e d t o t h e C O VI D-1 9 p a n d e mi c.  A s e p ar at e listi n g will al s o b e pr e p ar e d f or C O VI D -1 9 r el at e d st u d y disr u pti o n 
b y s u bj e ct a n d b y i n v esti g ati o n al sit e a s r e c or d e d i n t h e C R F.    

1 2.  D E M O G R A P HI C A N D O T H E R  B A S E LI N E C H A R A C T E RI S TI C S  

D e m o gr a p hi c d at a a n d b as eli n e c h ar a ct eristi cs will b e pr e s e nt e d f or t h e S af et y P art 1 a n d t h e I nt e nt-t o-Tr e at  f or 
t h e P art 2  of t h e st u d y s e p ar at el y.   T h e diff er e nt s u b gr o u p v ari a bl es will b e s u m m ari z e d f or P art 2 wit hi n t h e 
s a m e t a bl e.  

N o st atisti c al t e sti n g will b e c arr i e d o ut f or d e m o gr a p hi c or b a s eli n e c h ar a ct eristi cs.  

T h e f oll o wi n g 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 eri sti cs will b e r e p ort e d f or t hi s st u d y:  
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D e m o gr a p hi cs : 

o  A g e ( y e ar s) - c al c ul at e d r el ati v e t o d at e of c o n s e nt  
o  S e x  
o  R a c e ( A m eri c a n I n di a n or Al as k a N ati v e, Asi a n, Bl a c k or Afri c a n A m eric a n, N ati v e H a w aii a n o r Ot h er 

P a cifi c I sl a n d ers, W hit e, Ot h er , N ot R e p ort e d) 
o  Et h ni cit y  ( His p a ni c or L ati no, N ot His p a ni c or L ati n o, N ot R e p ort e d/ U n k n o w n)  
o  W ei g ht ( k g)  at s cr e e ni n g  
o  H ei g ht ( c m)  
o  B MI ( k g/ m 2 ) 
o  B as eli n e E C O G st at u s  
o  R e gi o n  
o  U G T 1 A 1 * 2 8 all el e st at u s ( h o m o z y g o u s T A 7/ 7 –  Y e s  or N o)  

Dis e a s e Hi st or y:  

o  Ti m e si n c e di a g n o si s  ( w e e k s) 
o  Ti m e si n c e m o st r e c e nt pr o gr es si o n d at e ( w e e k s) 
o  Dis e a s e St a g e at Di a g n o sis (li mit e d, e xt e n si v e)  
o  Pl ati n u m S e nsiti vit y ( s e n siti v e, r esist a nt)  
o  Pri or I m m u n ot h er a p y ( y es, n o)  
o  Pri or C h e m ot h er a p y ( y es, n o)  
o  S y m pt o m ati c fr o m S m all C ell L u n g C a n c er ( d y s p n e a, c o u g h, f ati g u e, p ai n, w ei g ht  l ost i n t h e l ast 6 0 

d a y s, ot h er, n o)  
o  Dis e a s e st at u s (l o c all y a d v a n c e d, m et a st ati c)  
o  Dis e a s e Sit e p er Or g a n ( p ati e nts m a y h a v e m or e t h a n o n e)  

P ati e nt Hist or y  

o  Pri or M e di c al C o n diti o n  ( y e s, n o) 
o  P a st S ur gi c al Pr o c e d ur e ( y e s, n o)  
o  P a st R a di ot h er a p y f or S m all C ell L u n g C a n c er ( y e s, n o)  
o  P a st C a n c er Tr e at m e nt R e gi m e n s f or S m all C ell L u n g C a n c er ( y es, n o)  
o  T o b a c c o u s e ( n e v er, c urr e nt, f or m er)  
o  Ti m e si n c e st art of t o b a c c o u s e  ( m o nt h s) 
o  Ti m e si n c e st o p of t o b a c c o u s e ( m o nt h s) 
o  D ur ati o n of t o b a c c o u s e ( m o nt h s) 

 

T h e f oll o wi n g p ati e nt c h ar a ct eristi cs  will b e s u m m ari z e d b y pl ati n u m s e n siti vit y ( pl ati n u m s e n siti v e a n d pl ati n u m 
r esi st a nt) i n all p art 2 p ati e nts  f or e a c h tr e at m e nt gr o u p. 

o  A g e ( y e a r s) - c al c ul at e d r el ati v e t o d at e of c o n s e nt  
o  S e x  
o  R a c e ( A m eri c a n I n di a n or Al as k a N ati v e, Asi a n, Bl a c k or Afri c a n A m eri c a n, N ati v e H a w aii a n or Ot h er 

P a cifi c I sl a n d ers, W hit e, Ot h er, N ot R e p ort e d)  
o  Dis e a s e st at u s (l o c all y a d v a n c e d, m et a st ati c)  
o  E C O G ( 0, 1)  
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o  O n Tr e at m e nt at c ut -off ( Y, N)  

1 2. 1.  D E RI V A TI O N S  

o  B MI ( k g/ m 2 ) = w ei g ht ( k g)/ h ei g ht ( m)2  
o  Ti m e si n c e di a g n o si s  ( w e e k s) = ( (d at e of i nf or m e d c o n s e nt –  i niti al di a g n o sis d at e) + 1) / 7 
o  Ti m e si n c e m o st r e c e nt pr o gr es si o n d at e  ( w e e k s) = ( (d a t e of i nf or m e d c o n s e nt –  d at e o f r e c e nt 

pr o gr es si o n) + 1 )/ 7 
o  Ti m e si n c e st art of t o b a c c o u s e  ( m o nt h s) = ( (i nf orm e d c o n s e nt d at e - t o b a c c o st art d at e) + 

1 )/ 3 0. 4 3 75  
o  Ti m e si n c e st o p of t o b a c c o u s e  ( m o nt h s) =  

  if st o p d at e is pri or t o c o n s e nt d at e t h e n = ((i nf or m e d c o n s e nt d at e –  t o b a c c o st o p d at e) + 
1 )/ 3 0. 4 3 75  

  if st o p d at e i s aft er c o n s e nt d at e t h e n = (t o b a c c o st o p d at e –  i nf or m e d c o n s e nt 
d at e )/ 3 0. 4 3 75  

o  D ur ati o n of t o b a c c o u s e  ( m o nt h s) = ( (t o b a c c o st o p d at e –  t o b a c c o st art d at e) + 1)/ 3 0. 4 3 75  

I m p ut ati o n f or p arti al t o b a c c o u s e d at es a n d r e c e nt pr o gr es si o n is d e s cri b e d i n Err or! R ef er e n c e s o ur c e n ot 
f o u n d.. 

1 3.  S U R GI C A L A N D M E DI C A L H I S T O R Y 

S ur gi c al a n d M e di c al Hist or y  i nf or m ati o n will b e pr es e nt e d f or t h e S af et y P o p ul ati o n  f or P art 1 a n d P art 2 
s e p ar a t el y.  

o  Pri or M e di c al C o n diti o n will b e c o d e d u si n g  t h e m o st c urr e nt M e d D R A di cti o n ar y. 
  D at a c a pt ur e d o n t h e P erti n e nt Pri or M e di c al C o n diti o n s p a g e of t h e C R F will b e pr e s e nt e d 

b y S O C ( S y st e m Or g a n Cl a ss) a n d P T ( Pr ef err e d T er m).  
  A s e p ar at e s u m m ar y will b e pr o vi d e d o n t h e c a n c er r el at e d pri or m e di c ati o n c o n diti o n s.  
  A b y p ati e nt listi n g will als o b e pr o vi d e d.  

o  P a st S ur g eri e s a n d M e di c al or S ur gi c al Pr o c e d ur es  will b e c o d e d u si n g t h e m o st c urr e nt M e d D R A 

di cti o n ar y . 
  D at a c a pt ur e d o n t h e P a st S ur g eri es  a n d M e di c al or S ur gi c al Pr o c e d ur e s  p a g e o f t h e C R F 

will b e pr e s e nt e d b y S O C ( S y st e m Or g a n Cl a s s) a n d P T ( Pr ef err e d T er m).   
  A b y p ati e nt listi n g will als o b e pr o vi d e d.  

 
o  P a st R a di ot h er a p y  

  T h e n u m b er of sit es of r a di ot h er a p y, t h e t ot al d o s e r e c ei v e d, ti m e si n c e l a st r a di ot h er a p y  
( d eri v e d as t h e d at e of first d os e of st u d y dr u g  –  e n d d at e of l ast r a di ot h er a p y) , tr e at m e nt 
i nt e nt ( a dj u v a nt, n e o-a dj u v a nt, p alli ati v e,  c ur ati v e)  a n d b e st r es p o n s e will b e s u m m ari z e d 
d es cri pti v el y  

  A b y p ati e nt listi n g will als o b e pr o vi d e d . 
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o  Pr e vi o u s S m all C ell L u n g C a n c er Tr e at m e nt R e gi m e n s  

  C a n c er t h er a p y a g e nt s c a pt ur e d o n t h e Pr e vi o u s S m all C ell L u n g C a n c er Tr e at m e nt 
R e gi m e n s  p a g e of t h e C R F will b e pr es e nt e d b y  r e gi m e n n a m e. 

  A b y p ati e nt listi n g will als o b e pr o vi d e d.  

1 4.  C O N C O MI T A N T P R O C E D U R E S  

C o n c o mit a nt Pr o c e d ur e s  will b e pr es e nt e d f or t h e S af et y P o p ul ati o n P art 1 a n d P art 2 . 

o  C o n c o mit a nt Pr o c e d ur e s  will b e c o d e d u si n g  t h e m o st c urr e nt M e d D R A di cti o n ar y .  
  C o n c o mit a nt Pr o c e d ur es  ar e t h o s e w hi c h st art e d pri or t o or at S cr e e ni n g a n d ar e o n g oi n g 

at t h e d at e of S cr e e ni n g.  
  D at a c a pt ur e d o n t h e C o n c o mit a nt Pr o c e d ur e s  p a g e of t h e C R F will b e pr es e nt e d b y S O C 

( S yst e m Or g a n Cl a ss) a n d P T ( Pr ef erre d T er m).  
  C o n c o mit a nt Pr o c e d ur e s will b e pr es e nt e d i n a b y p ati e nt  listi n g.  

 

1 5.  C O N C O MI T A N T R A DI O T H E R A P Y  

C o n c o mit a nt R a di ot h er a p y will b e pr es e nt e d f or t h e S af et y P o p ul ati o n P art 1 a n d P art 2 . 

o  T h e n u m b er of sit e s of r a di ot h er a p y, t h e t ot al d o s e r e c ei v e d, t h e  tr e at m e nt i n di c ati o n a n d t h e b est 
r es p o n s e aft er c o n c o mit a nt r a di ot h er a p y will b e s u m m ari z e d i n a t a bl e.  

  C o n c o mit a nt R a di ot h er a p y  ar e  t h o s e w hi c h st art e d pri or t o or at S cr e e ni n g a n d ar e 
o n g oi n g at t h e d at e of S cr e e ni n g.  

  C o n c o mit a nt R a di ot h er a p y  will b e pr es e nt e d i n a b y p ati e nt  listi n g.  

1 6.  P RI O R A N D C O N C O MI T A N T M E DI C A TI O N S  

M e di c ati o n s will b e pr e s e nt e d f or t h e S af et y P o p ul ati o n P art 1 a n d P art 2  a n d c o d e d u si n g  t h e m ost c urr e nt 
W H O dr u g di cti o n ar y.  

S e e A p p e n di x 2 f or h a n dli n g of p arti al d at es f or m e di c ati o n s, i n t h e c a s e w h er e it is n ot p o ssi bl e t o d efi n e a 
m e di c ati o n a s pri or, c o n c o mit a nt, or p o st tr e at m e nt, t h e m e di c ati o n will b e cl a s sifi e d b y t h e w orst c a s e; i. e. 
c o n c o mit a nt.  

o  ‘ Pri or’ m e di c ati o n s ar e m e di c ati o n s w hi c h st art e d a n d st o p p e d pri or t o t h e first d o s e of st u d y 
m e di c ati o n.  

o  ‘ C o n c o mit a nt’ m e di c ati o n s ar e m e di c ati o n s w hi c h:  
  st art e d pri or t o, o n or aft er t h e first d o s e of st u d y m e di c ati o n a n d st art e d n o l at er t h a n  

t h e l a st d o s e of st u d y dr u g t a k e n,  
  A N D e n d e d o n or aft er t h e d at e of first d o s e of st u d y m e di c ati o n or w er e o n g oi n g at t h e 

e n d of t h e st u d y.  
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o  ‘ P o st’ m e di c ati o n s ar e m e di c ati o n s w hi c h st art e d aft er  t h e l ast d o s e of st u d y m e di c ati o n.  

T h e n u m b er a n d p er c e nt a g e  of p ati e nts t a ki n g m e di c ati o n s 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 pri or 
a n d c o n c o mit a nt m e di c ati o n s  u si n g  dr u g cl ass ( A T C l e v el 2, i. e. t h er a p e uti c gr o u p) a n d pr ef err e d t er m.  
M e di c ati o n s will b e s ort e d al p h a b eti c all y b y dr u g cl ass a n d b y pr ef err e d t er m wit hi n dr u g cl ass.  If a p ati e nt h as 
m or e t h a n o n e q u alif yi n g r e c o r d f or a m e di c ati o n, t h e p ati e nt will b e c o u nt e d o nl y o n c e.  

P o st tr e at m e nt will b e i n cl u d e d i n listi n gs.  P o st -tr e at m e nt a nti-c a n c er pr o c e d ur e s will b e m o nit or e d, fl a g g e d a n d 
list e d. 

1 7.  E X T E N T O F D I S E A S E A T B A S E LI N E  

N u m b er of p ati e nts wit h t ar g et l esi o n s o nl y , n o n-t ar g et l esi o n s o nl y, a n d b ot h t ar g et a n d n o n -t ar g et l e si o n s will 
b e s u m m ari z e d.  I n di vi d u al dis e a s e sit e f or t ar g et or n o n -t ar g et l e si o n s will b e s u m m ari z e d. 

1 8.  S T U D Y M E DI C A TI O N E X P O S U R E  

F or P art 1 a n d P art 2 t h e f oll o wi n g will b e s u m m ari z e d  b as e d o n t h e S af et y P o p ul ati o n . 

T h e e xt e nt of e x p o s ur e will b e s u m m ari z e d f or Iri n ot e c a n li p o s o m e a n d T o p ot e c a n (f or P art 2 o nl y) as f oll o w s:  

•  N u m b er a n d p er c e nt a g e of p ati e nt s b e gi n ni n g 1, 2, 3 , 4, 5, 6,…,  > x  c y cl es  

•  N u m b er of c y cl e s st art e d a s a c o nti n u o u s v ari a bl e  

•  T ot al A ct u al D os e r e c ei v e d d efi n e d a s a ct u al d o s e ( m g) , s u m m e d a cr o s s all a d mi nistr ati o n s 

•  T ot al pl a n n e d d o s e is d efi n e d as t h e c u m ul ati v e pl a n n e d d o s e i n e a c h c y cl e (r e g ar dl e ss of d o s e s ki p p e d 
or tr e at m e nt dis c o nti n u ati o n). If a p ati e nt dis c o n ti n u es t h e tr e at m e nt mi d c y cl e t h e pl a n n e d d o s e i n 
f oll o wi n g d o si n g vi sits i n t h at c y cl e will b e i m p ut e d wit h t h e l a st a v ail a bl e v al u e wit hi n t h e c y cl e.  

•  R el ati v e A ct u al D o s e = [ T ot al a ct u al d o s e ( m g) di vi d e d b y T ot al i nt e n d e d d o s e ( m g)] X 1 0 0, w h er e t ot al 
i nt e n d e d d o s e is d efi n e d a s t h e pl a n n e d d o s e a s pr e s cri b e d w hi c h is s u m m e d fr o m fir st t o l a st i nt a k e 
d at e irr es p e cti v e of mis s e d , i nt err u pte d , or u n pl a n n e d r e d u ce d d o s e s .  U p t o t hr e e d o s e r e d u cti o n s of 
iri n ot e c a n li p o s o m e i nj e cti o n or u p t o t w o d o s e r e d u cti o n s of t o p ot e c a n p er p ati e nt ar e p er mitt e d d u e 
t o t o xi citi es a n d will b e c o n si d er e d i n t h e pl a n n e d d o s e.  

•  T ot al E x p o s ur e ( w e e k s) d eri v e d a s (l ast d o s e d at e –  fir st d o s e d at e +1 4 ) / 7 f or p ati e nt s i n t h e Iri n ot e c a n 
ar m or (l ast d o s e d at e –  fir st d o s e d at e + 2 1)/ 7 f or p ati e nts i n t h e T o p ot e c a n ar m.  

•  R el ati v e t ot al d o s e i nt e n sit y ( % ) will b e s u m m ari z e d a s a ct u al t ot al  d o s e i nt e n sit y  di vi d e d b y  pl a n n e d  
t ot al d o s e i nt e n sit y * 1 0 0 .   

o  T h e a ct u al t ot al  d o s e int e n sit y ( m g/ m 2 / w e e k) = ( c u m ul ati v e a ct u al d o s e i n m g/ m 2 ) / (tr e at m e nt 
d ur ati o n), w h er e t h e tr e at m e nt d ur ati o n is d eri v e d a s (l a st d o s e d at e –  first d o s e d at e +1 4 )/ 7 
f or p ati e nts i n t h e Iri n ot e c a n ar m or (l ast d o s e d at e –  fir st d o s e d at e + 2 1)/ 7 f or p ati e nts i n t h e 
T o p ot e c a n ar m.    
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o  T h e  pl a n n e d t ot al do s e int e n sit y ( m g/ m 2 / w e e k) = ( c u m ul ati v e pl a n n e d d o s e i n m g/ m 2 ) / 

(tr e at m e nt d ur ati o n), a n d tr e at m e nt d ur ati o n ( w e e k s) = 6 w e e k s * t h e n u m b er of c y cl es t h at a 
p ati e nt r e c ei v e s a d o s e at . If a p ati e nt dis c o nti n u es t h e tr e at m e nt mi d c y cl e  t h e n t h e pl a n n e d 
d o s e a n d t h e B S A i n f oll o wi n g d o si n g vi sits  i n t h at c y cl e will b e i m p ut e d wit h t h e l a st a v ail a bl e 
v al u e wit hi n t h e c y cl e.  

Tr e at m e nt d el a y s a n d d o s e m o difi c ati o n  

D efi niti o n s:  

A d o s e r e d u cti o n is d efi n e d f or Iri n ot e c a n Li p o s o m e, a s a n a ct u al d o s e t h at is r e d u c e d d u e t o  h e m at ol o gi c al 
t o xi citi e s s u c h a s n e utr o p e ni a, l e u k o p e ni a, or t hr o m b o c yt o p e ni a Gr a d e 3 or 4 N e utr o p e ni c f e v er a n d all 
n o n h e m at ol o gi c al t o xi citi es ( e x c e pt ast h e ni a a n d a n or e xi a), Gr a d e 3 or 4.  U p t o t hr e e d o s e r e d u cti o n s ar e 
all o w e d.  D o s e r e d u cti o n of t o p ot e c a n is all o w e d at i n v e sti g at or dis cr eti o n a s cli ni c all y i n di c at e d aft er t h e i niti al 
f ull st arti n g d o s e of 1. 5 m g/ m 2, u p t o t w o d o s e r e d u cti o n s i n t o p ot e c a n ar e  all o w e d.   D os e r e d u cti o n s a r e 
r e c or d e d i n t h e C R F b y t h e i n v esti g at or.   

A d o s e d el a y e d/i nt err u pt e d/ wit h dr a w n will b e d o c u m e nt e d b y t h e i n v esti g at or a n d r e c or d e d i n t h e C R F.  

F or P art 1 a n d P art 2 of t h e st u d y, t h e fr e q u e n c y a n d p er c e nt a g e of t h e f oll o wi n g will b e s u m m ari z e d : 

•  P ati e nt s wit h at l e a st o n e d o s e r e d u cti o n o v er all a n d b y c y cl e  

•  P ati e nt s wi t h at l e a st o n e d o s e r e d u cti o n d u e t o a n a d v ers e e v e nt  

•  T ot al n u m b er of d o s e r e d u cti o n s p er p ati e nt  

•  N u m b er of d o s e r e d u cti o n s  o v er all a n d b y c y cl e  

•  P ati e nt s wit h d o s e d el a y e d, i nt err u pt e d a n d wit h dr a w n o v er all a n d b y c y cl e.  

1 9.  E F FI C A C Y O U T C O M E S  

1 9. 1.  P RI M A R Y E F FI C A C Y  

T his s e cti o n o nl y c o v ers P art 2 pri m ar y effi c a c y, a s f or P art 1 t h e pri m ar y o bj e cti v e i s S af et y.  

1 9. 1. 1.  P RI M A R Y E F FI C A C Y V A RI A B L E &  D E RI V A TI O N  

O S is d efi n e d a s t h e ti m e fr o m r a n d o mi z ati o n d at e t o t h e d at e of d e at h fr o m a n y c a u s e. I n t h e a b s e n c e of 
c o nfir m ati o n of d e at h, s ur vi v al ti m e will b e c e n s or e d at t h e l ast d at e t h e p ati e nt is k n o w n t o b e ali v e.  T h e d at e 
l ast k n o w n t o b e ali v e will b e t a k e n fr o m t h e O v er all S ur vi v al  C R F f or m, b ut c h e c ks w ill al s o b e m a d e of 
l a b or at or y s a m pl e d at es, a d v er s e e v e nt st art a n d st o p d at es, c o n c o mit a nt m e di c ati o n st art a n d st o p d at es, a s 
w ell a s n or m al visit/f oll o w -u p d at es i n or d er t o o bt ai n t h e l a st r e c or d e d d at e t h at a p ati e nt w as k n o w n t o b e still 
ali v e.  P at i e nt s wit h n o p o st-r a n d o mi z ati o n i nf or m ati o n will b e c e ns or e d o n t h e d at e of r a n d o mi z ati o n.  O S 
c al c ul ati o n s ( m o nt h s) will b e t h e f oll o wi n g:  
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 [ D e at h/ C e n s ori n g D at e –  R a n d o mi z ati o n  D at e + 1] / 3 0. 4 3 7 5  

1 9. 1. 2.  P RI M A R Y A N A L Y SI S O F P RI M A R Y E F FI C A C Y V A RI A B L E  

T h e n ull h y p ot h esis i s t h at t h e O S is t h e s a m e f or t h e t w o tr e at m e nt s.  T h e alt er n ati v e h y p ot h esis i s t h at 
Iri n ot e c a n Li p o s o m e I nj e cti o n ( O NI V Y D E ®)  h as a l o n g er O S c o m p ar e d t o T o p ot e c a n I V.  
T h e pri m ar y effi c a c y a n al y sis will b e p erf or m e d f or t h e P art 2 I n t e nt-t o-Tr e a t P o p ul ati o n. 

T h e pri m ar y a n al y si s will b e p erf or m e d u si n g a str atifi e d l o g -r a n k t est ( str atifi e d b y r e gi o n  ( N ort h A m eri c a vs. A si a 
vs. Ot h er)  a n d pl ati n u m s e n siti vit y  (s e n siti v e vs. r esist a nt) c o m p ari n g t h e O S b et w e e n t w o tr e at m e nt gr o u p s  wit h 
l e v el of sig nifi c a n c e c o ntr oll e d at t h e o n e -si d e d 0. 0 2 5 l e v el.  K a pl a n -M ei er m et h o d s will b e u s e d t o esti m at e 
m e di a n O S ( wit h 9 5 % c o nfi d e n c e i nt er v al s) a n d t o dis pl a y O S ti m e gr a p hi c all y.  A str atifi e d  C o x pr o p orti o n al 
h a z ar d s m o d el, (str atifi e d b y r e gi o n a n d pl ati n u m s e n siti vit y ) will b e u s e d t o esti m at e t h e tr e at m e nt h a z ar d r ati o 
a n d it s c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v al.   

T h e t a b ul ar s u m m ar y f or O S will pr e s e nt t h e fr e q u e n c y distri b uti o n of O S st at u s ( di e d or c e ns or e d), fr e q u e n c y 
distri b uti o n of t h e r e as o n s f or c e ns ori n g at t h e ti m e of t h e d at a c ut-off  ( ali v e, wit h dr a w n fr o m st u d y, l o st t o 
f oll o w-u p), K a pl a n -M ei er e sti m at es of m e di a n s ur vi v al t i m e, q u artil es a n d  K a pl a n -M ei er e sti m at es of O S r at e f or 
m o nt h s 3, 6, 9 , 1 2  or m or e . 

A fi g ur e di s pl a yi n g t h e K a pl a n -M ei er s ur vi v al c ur v es f or e a c h tr e at m e nt will b e pr es e nt e d.  

1 9. 1. 3.  S E N SI TI VI T Y A N A L Y SI S O F P RI M A R Y E F FI C A C Y V A RI A B L E  

N o s e n siti vit y a n al y sis pl a n n e d.  

1 9. 1. 4.  A N A L Y S E S O F S U B G R O U P S  

T o a s s e ss t h e r o b u st n e s s of r e s ults, s u b gr o u p a n al y s e s of o v er all s ur vi v al will b e p erf or m e d t o e x a mi n e 
diff er e n c e s i n t h e eff e ct s of tr e at m e nt i n d iff er e nt s e g m e nt s of t h e st u d y po p ul ati o n.  T h e f a ct ors e x pl or e d will 
i n cl u d e t h o s e i d e ntifi e d i n S e cti o n 8. 5 . 

A s e p ar at e C o x r e gr es si o n a n al y sis o n o v er all s ur vi v al will b e c o n d u ct e d f or e a c h f a ct or u si n g a m o d el c o nt ai ni n g 
tr e at m e nt gr o u p, t h e f a ct or, a n d t h e tr e at m e nt gr o u p -b y -f a ct or i nt er a cti o n.  F or c at e g ori c al f a ct ors, t h e h a z ar d 
r ati o will b e e sti m at e d wit hin e a c h s u b gr o u p fr o m t h e m o d el ( e. g., s e p ar at el y f or m al e s a n d f e m al e s i n t h e 
ass es s m e nt of s e x) a n d a t est of h o m o g e n eit y will b e c o n d u ct e d (t h e t e st of t h e tr e at m e nt gr o u p -b y -f a ct or 
i nt er a cti o n) t o a ss es s t h e c o n sist e n c y of t h e tr e at m e nt gr o u p eff e ct a m on g s u b gr o u p s.   

K a pl a n -M ei er pl ot s o f e sti m at e d s ur vi v al f u n cti o n will b e cr e at e d f or e a c h c o m bi n ati o n of tr e at m e nt ar m a n d 
s u b gr o u p.  F or e a c h p air wis e tr e at m e nt ar m c o m p ari s o n, a s u m m ar y of t h e s u b gr o u p a n al y s es will b e pr e s e nt e d 
i n f or est pl ot s, s h o wi n g h a z ar d r ati o  esti m at e s a n d u n a dj u st e d 9 5 % CI s f or e a c h s u b gr o u p.  T h es e a n al y s e s will b e 
p erf or m e d o n t h e  P art 2 I nt e nt -t o-Tr e at  p o p ul ati o n.  
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1 9. 2.  S E C O N D A R Y E F FI C A C Y  

T h e s e c o n d ar y effi c a c y a n a l y s es will b e p erf or m e d o n t h e S af et y P o p ul ati o n f or P art 1 p ati e nt s a n d o n t h e I nt e nt -
t o-Tr e at P o p ul ati o n f or P art 2 p ati e nt s.  F or  P art 1 p ati e nt s, o nl y d es cri pti v e st ati sti cs will b e pr o vi d e d.  

1 9. 2. 1.  S E C O N D A R Y E F FI C A C Y V A RI A B L E S &  D E RI V A TI O N S  

1 9. 2. 1. 1.  Pr o gr essi o n -fr e e s ur vi v al  

T h e d et er mi n ati o n of P F S will b e b a s e d o n BI C R t u m or a ss es s m e nt  u si n g  R E CI S T v ersi o n 1. 1 , wit h P F S b as e d o n 
i n v e sti g at or t u m or as s e ss m e nts a s a s e n siti vit y a n al y sis.  N o s e p ar at e pr o gr a m mi n g b as e d o n R E CI S T f or  t h e 
r es p o n s es will b e p erf or m e d.  All P F S c al c ul ati o n s ( m o nt h s) will b e t h e f oll o wi n g: 

[ Pr o gr e s si o n / D e at h/ C e n s ori n g D at e –  R a n d o mi z ati o n D at e + 1]/( 3 0. 4 3 7 5)  

F or P art 1  t h e pr o gr es si o n-fr e e s ur vi v al ti m e i s t h e ti m e fr o m fir st d o s e of st u d y dr u g t o t h e first d o c u m e nt e d 
o bj e cti v e dis e a s e pr o gr es si o n ( P D) u si n g R E CI S T V er si o n 1. 1 or d e at h d u e t o a n y c a u s e, w hi c h e v er o c c urs fir st.  

F or P art 2  th e pr o gr es si o n -fr e e s ur vi v al i s t h e ti m e fr o m r a n d o mi z ati o n i n P art 2 t o t h e first d o c u m e nt e d 
o bj e cti v e dis e a s e pr o gr es si o n ( P D) u si n g R E CI S T V er si o n 1. 1  ( or R A N O-B M crit eri a f or C N S l esi o n s)  or d e at h d u e 
t o a n y c a u s e, w hi c h e v er o c c ur s fir st.  D et er mi n ati o n of P F S will b e p er l o c al r a di ol o g y r e vi e w a n d/ or i n v e sti g at or 
ass es s m e nt.     

C e n s or s hi p:  I n g e n er al, p ati e nts ar e c e n s or e d at t h e d at e of t h e l a st o bj e cti v e di s e a s e a s s es s m e nt t h at v erifi e d 
l a c k of di s e a s e pr o gr es si o n if t h e y ar e l a st k n o w n t o b e  ali v e, o n -tr e at m e nt or wit hi n 30 d a y s f oll o wi n g tr e at m e nt 
dis c o nti n u ati o n a n d pr o gr essi o n -fr e e. C e n s ori n g i s e x pli citl y d es cri b e d b el o w a n d i n t a bl e 4 . 

•  P ati e nt s wit h i n a d e q u at e/i n c o m pl et e  b a s eli n e di s e a s e a ss es s m e nt will b e c e n s or e d at t h e d at e of 
r a n d o mi z ati o n. 

•  P ati e nt s n ot r e as s e ss e d aft er r a n d o mi z ati o n will b e c e n s or e d at t h e d at e of r a n d o mi z ati o n u nl ess d e at h 
o c c urr e d wit hi n t h e ti m e wi n d o w f or t h e fir st t w o as s e ss m e nt visit s, pr o vi d e d  t h e p ati ent is still o n -
st u d y tr e at m e nt or < = 30 d a y s aft er st u d y tr e at m e nt dis c o nti n u ati o n 

•  P ati e nt s wit h at l e a st o n e o n -st u d y dis e as e a s s e ss m e nt w h o dis c o nti n u e tr e at m e nt wit h o ut d o c u m e nt e d 
dis e as e pr o gr e s si o n or d e at h ar e c e ns or e d at t h e d at e of t h e l a st o bj e cti v e di s e a s e a s s e s s m e nt 
d o c u m e nti n g n o pr o gr es si o n.  

T h er e ar e t w o e x c e pti o n s.  

•  If o bj e cti v e pr o gr essi o n or d e at h is d o c u m e nt e d < = 3 0 d a y s aft er st u d y tr e at m e nt dis c o nti n u ati o n t h e n 
pr o gr es si o n or d e at h is a n e v e nt  

•  If a n e w a nti-c a n c er tr e at m e nt is st art e d pri or t o o bj e cti v e pr o gr es si o n a n d < = 6 0 d a y s aft er st u d y 
tr e at m e nt dis c o nti n u ati o n, t h e n c e ns or s hi p is at t h e d at e of t h e l a st o bj e cti v e dis e a s e a s s es s m e nt t h at 
v erifi e d l a c k of di s e a s e pr o gr e ssi o n pri or t o t h e n e w tr e at m e nt  

P ati e nt s wit h d o c u m e nt ati o n of pr o gr es si o n or d e at h aft er a n u n a c c e pt a bl e l o n g i nt er v al (i. e. 2 or m or e mi ss e d 
or i n d et er mi n at e/ n ot e v al u a bl e a s s e ss m e nt s) si n c e t h e l a st t u m or ass es s m e nt will b e c e n s or e d at t h e ti m e of l a st 
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o bj e cti v e a ss e ss m e nt pri or t o t h e mis s e d/i n d et er mi n at e/ n ot e v al u a bl e a s s e s s m e nts.  

 

T a bl e 4 :  E v al u ati o n of D o c u m e nt e d Di s e a s e Pr o gr e s si o n a n d C e n s o ri n g  

Sit u ati o n  D at e of  O ut c o m e  

I n a d e q u at e b a s eli n e t u m or a s s e s s m e nt 

R a n d o mi z ati o n  

 

 

C e n s or e d  

 

N o p o st -b a s eli n e a s s e s s m e nt pri or t o fir st 
s c h e d ul e d a s s e s s m e nt  

C e n s or e d  

 

D e at h or d o c u m e nt e d P D aft er ≥ 2 
c o n s e c uti v el y mi s s e d a n d/ or n ot e v al u a bl e 
s c h e d ul e d t u m or a s s e s s m e nt s  

L a st t u m or a s s e s s m e nt d o c u m e nti n g 
n o P D ( pri or t o t h e mi s s e d/ n ot 

e v al u a bl e a s s e s s m e nt s)  

C e n s or e d  

N e w a nti c a n c er tr e at m e nt pri or t o P D or d e at h  
L a st t u m or a s s e s s m e nt d o c u m e nti n g 

n o P D pri or t o n e w a nti c a n c er 
tr e at m e nt 

C e n s or e d  

St u d y tr e at m e nt di s c o nti n u ati o n d u e t o t o xi cit y, 
u n d o c u m e nt e d pr o gr e s si o n, or ot h er r e a s o n 
a n d n o d o c u m e nt e d P D  or d e at h  pri or t o 
tr e at m e nt di s c o nti n u ati o n 

L a st t u m or a s s e s s m e nt d o c u m e nti n g 
n o P D pri or t o st u d y di s c o nti n u ati o n  C e n s or e d  

Ali v e, o n -tr e at m e nt, a n d n o d o c u m e nt e d P D L a st t u m or a s s e s s m e nt d o c u m e nti n g 
n o P D  C e n s or e d  

D o c u m e nt e d di s e a s e pr o gr e s si o n wit hi n 2 
c o n s e c uti v e s c h e d ul e d t u m or a s s e s s m e nt s of 
b a s eli n e or t h e l a st n o n -P D t u m or a s s e s s m e nt  

Fir st t u m or a s s e s s m e nt d o c u m e nti n g 
P D  

Pr o gr e s si o n  

( E v e nt) 

D e a t h wit h o ut d o c u m e nt e d P D a n d wit hi n 2 
c o n s e c uti v e s c h e d ul e d t u m or a s s e s s m e nt s of 
b a s eli n e or t h e l a st n o n -P D t u m or a s s e s s m e nt  

D e at h  D e at h ( E v e nt)  

N ot e:  T u m or  as s es s m e nts ar e pl a n n e d e v er y 6  w e e k s, wit h a wi n d o w of +/ -7  d a y s f or e a c h a ss e ss m e nt.  T h u s, a 
p ati e nt will b e c o n si d er e d t o h a v e mi s s e d ≥ 2 c o n s e c uti v e a ss es s m e nts if t h e ti m e b et w e e n t w o e v al u a bl e 
ass es s m e nts i s >  1 4 w e e ks ( 9 8  d a y s).  F oll o w -u p s c a n s c a n b e p erf or m e d u p t o 4 w e e ks fr o m l a st d o s e d at e 
a c c or di n g t o t h e pr ot o c ol.  

1 9. 2. 1. 2.  O bj e cti v e R es p o ns e  R at e ( O R R)  

B est O v er all R e s p o n s e ( B O R) i s r e c or d e d fr o m r a n d o mi z ati o n f or P art 2 or d at e of first  tr e at m e nt d o s e f or P art 1 
u ntil d o c u m e nt e d dis e a s e pr o gr es si o n or d e at h.  O R R is d efi n e d a s t h e pr o p orti o n of p ati e nts wit h a B O R 
c h ar a ct eri z e d a s ei t h er a C o m pl et e R e s p o n s e ( C R) or P arti al R es p o n s e ( P R) a s d efi n e d  a c c or di n g t o R E CI S T V 1. 1 
g ui d eli n e  i n P art 2 r el ati v e t o t h e t ot al n u m b er of p ati e nts  i n t h e I T T p o p ul ati o n. P er R E CI S T V 1. 1 g ui d eli n e s, 
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p ati e nts wit h d o c u m e nt e d P R or C R will n ot n e e d c o nfir m at or y t u m or ass e ss m e nt s t o d o c u m e nt t u m or r e s p o n s e.  
P ati e nt s w it h o ut b as eli n e or p o st-b as eli n e t u m or a ss es s m e nts will b e c o n si d er e d n o n -e v al u a bl e f or t his a n al y sis.   

P ati e nt s wit h a B O R of C R or P R will b e c o n si d er e d a r e s p o n d er f or t h e O R R a n al y si s, w hil e p ati e nts wit h a B O R of 
S D, P D, N ot E v al u a bl e or N ot D o n e will  b e c o n si d er e d a n o n -r e s p o n d er. 

T h e O R R will b e d et er mi n e d f or t h e P art 1 a n d t h e P art 2.   F or P art 2  all p ati e nts will b e r e p ort e d u si n g t h e R E CI S T 
1. 1 crit eri a f or  t h e O R R. F or p ati e nts w h o h a v e C N S dis e as e at b as eli n e t h e R A N O crit eri a will b e u s e d f or t h e C N S 
l esi o n s.  

T h e d et er mi n ati o n of O R R i n p art 2 will b e b as e d o n BI C R t u m or ass es s m e nt u si n g R E CI S T v ersi o n 1. 1, wit h O R R 
b as e d o n i n v e sti g at or t u m or a ss es s m e nts a s a s e n siti vit y a n al y sis.  

T h e d ur ati o n of o bj e cti v e r e s p o n s e will als o b e s u m m ari z e d.  It is d efi n e d a s f oll o w s:  D ur ati o n ( w e e k s) = ((D at e of 
P D/ d e at h / c e n s ori n g ) mi n u s d at e of O R  ( C R or P R w hi c h e v er o c c urs fir st)) + 1)/ 7.  If pr o gr e s si o n or d e at h h as n ot 
b e e n d o c u m e nt e d, a p ati e nt’ s d ur ati o n of O R  will b e c e ns or e d at t h e d at e of t h e l a st v ali d t u m or ass es s m e nt.  
P ati e nt s wit h a n e w a nti -c a n c er t h er a p y aft er t h e fir st r e s p o n s e b ut pri or t o d o c u m e nt e d P D or d e at h will b e 
c e n s or e d at t h e l a st t u m or as s es s m e nt pri or t o n e w a nti -c a n c er t h er a p y.  

T h e ti m e t o o bj e cti v e r e s p o n s e will al s o b e s u m m ari z e d.  T his is t h e ti m e fr o m r a n d o mi z ati o n t o t h e fir st 
o bj e cti v e t u m or r e s p o n s e o b s er v e d f or p ati e nt w h o a c hi e v e d a C R or P R a n d is d efi n e d a s f oll o w s:  Ti m e t o O R  
( w e e k s) = (( D at e of O R / c e n s ori n g ) mi n u s d at e of r a nd o mi z ati o n + 1)/ 7.  If o bj e cti v e r e s p o n s e h as n ot o c c urr e d , a 
p ati e nt’ s ti m e t o O R will b e c e n s or e d at t h e d at e of t h e l a st v ali d t u m or as s e ss m e nt.  P ati e nts wit h a n e w a nti -
c a n c er t h er a p y pri or t o O R will b e c e ns or e d at t h e l a st t u m or ass e s s m e nt pri or t o n e w  a nti -c a n c er t h er a p y.  

1 9. 2. 1. 3.  O v er all S ur vi v al P art 1  

T h e O S f or t h e P art 1 w hi c h is d efi n e d a s t h e ti m e fr o m fir st d o s e of st u d y dr u g t o t h e d at e of d e at h fr o m a n y 
c a u s e.  I n t h e a b s e n c e or c o nfir m ati o n of d e at h, s ur vi v al ti m e will b e c e n s or e d at t h e l a st d at e t h e p ati e nt is 
k n o w n t o b e ali v e.  T h e d at e l ast k n o w n ali v e will b e t a k e n fr o m t h e O v er all S ur vi v al  C R F f or m, b ut c h e c ks will 
als o b e m a d e of l a b or at or y s a m pl e d at es, a d v er s e e v e nt st art a n d st o p d at es, c o n c o mit a nt m e di c ati o n st art a n d 
st o p d at es, a s w ell as n or m al visit /f oll o w -u p d at es i n or d er t o o bt ai n t h e l a st r e c or d e d d at e t h at a p ati e nt w as 
k n o w n t o b e still ali v e.  P ati e nts wit h n o p o st -first d o s e of st u d y dr u g i nf or m ati o n will b e c e ns or e d o n t h e d at e of 
first d o s e of st u d y dr u g.  O S c al c ul ati o n s ( m o nt h s) will b e t h e f oll o wi n g: 

 

 [ D e at h/ C e n s or D at e –  Fir st St u d y Dr u g D os e  D at e + 1]/ 3 0. 4 3 7 5  

1 9. 2. 1. 4.  P ati e nts wit h S y m pt o m of c o u g h a n d d ys p n e a  

T h e E O R T C Q L Q -L u n g C a n c er 1 3 ( L C 1 3) is a 1 3 -it e m, l u n g c a n c er-s p e cifi c m o d ul e t o b e u s e d i n c o nj u n cti o n wit h 
t h e E O R T C Q L Q -C 3 0.  T h e L C 1 3 c o v er s t y pi c al l u n g c a n c er -ass o ci at e d s y m pt o ms s u c h a s c o u g h a n d d y s p n e a .  
S c or e will r a n g e fr o m 0 t o 1 0 0 o n c e tr a n sf or m e d.  A hi g h s c or e r e pr e s e nts a hi g h l e v el of 
s y m pt o m at ol o g y/ pr o bl e ms.  T h e i n str u m e nt a n d s c ori n g al g orit h m  f or E O R TC Q L Q C 3 0  c a n b e f o u n d  i n a p p e n di x 
4 a n d f or E O R T C Q L Q L C 1 3 c a n b e f o u n d i n a p p e n di x 5.  

T h e c h a n g e fr o m b as eli n e t o w e e k 1 2 i n E O R T C  Q L Q -C 3 0/ L C 1 3 d y s p n e a a n d  i n E O R T C-Q L Q -L C 1 3  c o u g h will b e 
c o m p ut e d.  
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1 9. 2. 2.  A N A L Y SI S O F S E C O N D A R Y E F FI C A C Y V A RI A B L E S  

1 9. 2. 2. 1.  A n al ysis of Pr o gr essi o n Fr e e S ur vi v al  

F or P arts 1 a n d P art 2 K a pl a n -M ei er m et h o d s will b e u s e d t o esti m at e m e di a n  a n d q u artil es P F S ( wit h 9 5 % 
c o nfi d e n c e i nt er v al s) a n d esti m at es of P F S at 3, 6, 9 a n d 1 2 m o nt h s a n d t o dis pl a y P F S ti m e gr a p hi c all y.  

T h e t a b ul ar s u m m ar y f or P F S will pr e s e nt t h e fr e q u e n c y distri b uti o n of P F S st at u s ( e v e nt or c e n s or e d) a n d t h e 
fr e q u e n c y distri b uti o n of t h e r e as o n s f or c e n s ori n g at t h e ti m e of t h e d at a c ut -off.  

F or P art 2 t h e diff er e n c e i n P F S b et w e e n tr e at m e nts will b e e v al u at e d u si n g a str atifi e d l o g -r a n k t est ( str atifi e d b y 
r e gi o n ( N ort h A m eri c a v s. Asi a vs. Ot h er) a n d c orr e ct e d pl ati n u m s e n siti vit y  ( s e n siti v e v s. r esi st a nt)).  A str atifi e d 
C o x pr o p orti o n al h a z ar d s m o d el will b e u s e d t o esti m at e t h e P F S h a z ar d r ati o a n d it s c orr es p o n di n g 9 5 % 
c o nfi d e n c e i nt er v al. T h e C o x pr o p orti o n al h a z ar d m o d el will i n cl u d e t h e r a n d o mi z ati o n str atifi c ati o n f a ct ors  
(r e gi o n a n d pl ati n u m s e n siti vit y).   

F or t h e P art 2, t h e f oll o wi n g s e n siti vit y a n al y sis will b e p erf or m e d:  

•  E arl y dis c o nti n u ati o n s e n siti vit y a n al y sis:  P ati e nts wit h o ut d o c u m e nt e d P D w h o h a d s u b s e q u e nt 
t h er a p y or w er e dis c o nti n u e d fr o m tr e at m e nt d u e t o n o n -pr o gr es si o n r e a s o n s ar e c o n si d er e d a s P D at 
t h e ti m e of t h e s e e v e nts 

•  Mis si n g d at a s e n siti vit y a n al y sis:  d at e of P D i s b a c k d at e d t o t h e e x p e ct e d d at e of t h e first mis s e d t u m or 
ass es s m e nt if o n e or m or e t u m or as s e ss m e nt s w er e mi s si n g i m m e di at el y pr e c e di n g P D  

1 9. 2. 2. 2.  A n al ysis of O bj e cti v e  R es p o ns e  R at e  

A n esti m at e of t h e O R R  a n d it s 9 5 % CI will b e c al c ul at e d.  T h e diff er e n c e i n O R R b et w e e n tr e at m e nt gr o u p s will 
b e c o m p ar e d u si n g C o c hr a n -M a nt el -H a e n sz el m et h o d, i n c or p or ati n g a n al y sis str atifi c ati o n f a ct ors (r e gi o n a n d 
pl ati n u m s e n siti vit y) . 

A n al y s es will b e pr o vi d e d f or P art 1 a n d P art 2.   F or P art 1, n o tr e at m e nt c o m p ari s o n s will b e d o n e, o nl y 
d es cri pti v e s u m m ari e s will b e pr es e nt e d.  

T h e d ur ati o n of o bj e cti v e r e s p o n s e will als o b e c o m p ar e d u si n g a l o g -r a n k t est str atifi e d b y r e gi o n a n d pl ati n u m 
s e n siti vit y.  

1 9. 2. 2. 3.  O v er all S ur vi v al f or P art 1  

T h e P art 1 O S a n al y si s will b e b as e d o n t h e P art 1 S af et y P o p ul ati o n .  K a pl a n-M ei er m et h o d s will b e u s e d t o 
esti m at e m e di a n O S ( wit h 9 5 % c o nfi d e n c e i nt er v als) a n d t o dis pl a y O S ti m e gr a p hi c all y.     

T h e t a b ul ar s u m m ar y f or O S will pr e s e nt t h e fr e q u e n c y distri b uti o n of O S st at u s ( di e d or c e ns or e d), fr e q u e n c y 
distri b uti o n of t h e r e as o n s f or c e ns ori n g at t h e ti m e of t h e d at a c ut ( ali v e, wit h dr a w n fr o m st u d y, l o st t o f oll o w -
u p), K a pl a n -M ei er es ti m at e s of m e di a n s ur vi v al ti m e a n d K a pl a n -M ei er esti m at e s of O S r at e f or m o nt h s 3, 6, 9 , 
1 2.  

A fi g ur e di s pl a yi n g t h e K a pl a n -M ei er s ur vi v al c ur v es will b e pr es e nt e d.  
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1 9. 2. 2. 4.  S u m m ar y of T u m or R es p o ns e  

T h e f oll o wi n g t u m or r e s p o n s e c at e g ori e s will b e s u m m ari z e d b y pl ati n u m s e n siti vit y ( pl ati n u m s e n siti v e a n d 
pl ati n u m r esi st a nt) f or all p ati e nts  i n p art 2 s plit b y tr e at m e nt gr o u p. T um or r es p o n s e a c c or di n g t o R E CI S T 1. 1 
a n d R A N O crit eri a will b e s u m m ari z e d s e p ar at el y f or b ot h t h e I n v e sti g at or r e s p o n s e i n t h e C R F a n d t h e 
i n d e p e n d e nt r e vi e w er r e s p o n s e. 

o  B est O v er all R e s p o n s e ( B O R) ( C R, P R, S D, P D, N E)  
o  O R R ( Y es, N o)  
o  Dis e a s e C o ntr ol R at e ( D C R) ( Y es, N o) w h er e D C R is d efi n e d a s pr o p orti o n of p ati e nts  wit h C R, P R or 

S D f or at l e ast 1 2 w e e k s  
o  D ur ati o n of r es p o n s e  

1 9. 2. 2. 5.  P ati e nts wit h S y m pt o m of C o u g h a n d D y s p n e a  

A t a bl e wit h d es cri pti v e st atisti cs f or t h e c h a n g e fr o m b as eli n e i n d y s p n e a a n d c o u g h a n d c orr es p o n di n g 9 5 % 
c o nfi d e n c e i nt er v al s ( CI), will b e pr es e nt e d b y tr e at m e nt gr o u p f or e a c h p o st -b as eli n e a s s e ss m e nt.  

C h a n g e fr o m b a s eli n e t o W e e k 1 2 i n t h e p ati e nt’ s p er c ei v e d d y s p n e a a n d c o u g h s c or es will b e a n al y s e d b y m e a n s 
of m ulti pl e i m p ut ati o n u n d er t h e mis si n g at r a n d o m ( M A R) ass u m pti o n i n t h e pri m ar y a n al y sis a n d b y m e a n s of 
p att er n -mi xt ur e m o d el u n d er t h e mis si n g n ot at r a n d o m ( M N A R) a ss u m pti o n i n t h e s e n siti vit y a n al y sis.  

M ulti pl e I m p ut ati o n ( MI)  

T h e a n al y sis will i n cl u d e o b s er v e d v al u es w hil e a d h e ri n g t o t h e i niti al r a n d o mi z e d tr e at m e nt as w ell a s 
o b s er v ati o n s aft er di s c o nti n u ati o n of t h e r a n d o mi z e d tr e at m e nt.  

It is a c k n o wl e d g e d t h at p ati e nts will di s c o nti n u e tr e at m e nt at diff er e nt ti m e p oi nts d uri n g t h e st u d y a n d t h at t his 
is a n i m p ort a nt ti m e with r e g ar d s t o P R O d at a c oll e cti o n. I n or d er t o i n cl u d e t h e 3 0 d a y s s af et y f oll o w -u p vi sits i n 
t h e a n al y sis, a n a n al y sis vi sit v ari a bl e will b e d eri v e d f or e a c h p ati e nt a n d a ss ess m e nt, s o t h at t h e 3 0 d a y s s af et y 
f oll o w-u p visits will b e r e -m a p p e d a n d will b e  assi g n e d a s e q u e nti al n u m b er.  

P ati e nt s h a vi n g mis si n g b as eli n e, W e e k 6, or W e e k 1 2 s c or e s will h a v e t h eir mis si n g s c or e i m p ut e d u n d er t h e 
M A R a s s u m pti o n u si n g t h e MI m et h o d ol o g y a s f oll o ws.  

W e disti n g ui s h b et w e e n m o n ot o n e a n d n o n -m o n ot o n e mis si n g v al u es. N o n -m o n ot o n e missi n g v al u e s ar e v al u es 
mis si n g i nt er mitt e ntl y, w h er e a p ati e nt m a y miss s o m e P R O ass es s m e nts b ut h as P R O as s e ss m e nt s f or t h e s a m e 
s c or e l at er o n. M o n ot o n e mis si n g v al u es ar e s u c h t h at o n c e a v al u e is mis si n g f or a gi v e n s c or e, n o s u b s e q u e nt  
v al u e s f or t his s c or e ar e a v ail a bl e. A n y gi v e n p ati e nt m a y h a v e a c o m bi n ati o n of n o n -m o n ot o n e a n d m o n ot o n e 
mis si n g v al u es.  

T h e i m p ut ati o n will b e p erf or m e d u si n g t h e f oll o wi n g s e q u e n c e:  

St e p 1 : N o n-m o n ot o n e mi ssi n g d at a will b e i m p ut e d fir st. N o n -m o n ot o n e mi ssi n g v al u e s ar e a ss u m e d t o b e M A R 
a n d will b e m ulti pl y -i m p ut e d u si n g a M ar k o v C h ai n M o nt e C arl o ( M C M C) m et h o d of Pr o c MI i n S A S. T h e 
i m p ut ati o n m o d el will i n cl u d e t h e tr e at m e nt gr o u p, str atifi c ati o n f a ct ors (r e gi o n, pl ati n u m s e n siti vit y), P R O s c or e 
at  b as eli n e a n d at all ot h er ti m e p oi nts ( e. g., W e e k 6 a n d W e e k 1 2), a g e, s e x, pri or c h e m ot h er a p y, a n d dis e as e 
st at u s (l o c all y a d v a n c e d v s. m et a st ati c).  

St e p 2 : T h e i m p ut ati o n of b a s eli n e d at a. T h e i m p ut ati o n will b e d o n e u si n g a pr e di cti v e m e a n m at c hi n g m ult i pl e 
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i m p ut ati o n m o d el a n d a m et h o d of F ull y C o n diti o n al S p e cifi c ati o n a s i m pl e m e nt e d i n t h e S A S Pr o c e d ur e MI ( F C S 
st at e m e nt). T h e i m p ut ati o n m o d el will i n cl u d e t h e tr e at m e nt gr o u p, str atifi c ati o n f a ct ors (r e gi o n, pl ati n u m 
s e n siti vit y, p erf or m a n c e st at u s, p ri or i m m u n ot h er a p y), P R O s c or e at b as eli n e, a g e, s e x, pri or c h e m ot h er a p y, a n d 
dis e as e st at u s (l o c all y a d v a n c e d vs. m et a st ati c).  

St e p 3 : T h e i m p ut ati o n of m o n ot o n e mis si n g d at a. T h e i m p ut ati o n will b e d o n e o nl y o n e ti m e-p oi nt at a ti m e, i n 
c hr o n ol o gi c al or d er, u si n g a pr e di cti v e m e a n m at c hi n g m ulti pl e i m p ut ati o n m o d el. T h e i m p ut ati o n m o d el will 
i n cl u d e t h e tr e at m e nt gr o u p, str atifi c ati o n f a ct or s (r e gi o n, pl ati n u m s e n siti vit y, p erf or m a n c e st at u s, pri or 
i m m u n ot h er a p y), P R O s c or e at b as eli n e, t h e P R O s c or e at th e c orr e s p o n di n g ti m e p oi nt, a g e, s e x, pri or 
c h e m ot h er a p y, a n d dis e as e st at u s (l o c all y a d v a n c e d v s. m et ast ati c).  

T h e n u m b er of cl os est o b s er v ati o n s u s e d t o s a m pl e a n i m p ut e d v al u e b y t h e pr e di cti v e m e a n m at c hi n g m et h o d 
will b e 5 ( S A S d ef a ult s etti n g). O n e h u n dr e d ( 1 0 0) m ulti pl y -i m p ut e d d at as ets will b e g e n er at e d. T h e r a n d o m s e e d 
u s e d i n t h e P R O C MI pr o c e d ur e will b e 1 2 3 4 5.  

E a c h i m p ut e d d at as et will b e a n al y s e d u si n g a n A n al y sis of C o v ari a n c e ( A N C O V A ) m o d el ( n ot r e p e at e d m e a s ur e s, 
a n d wit h n o r a n d o m eff e ct s)  wit h t h e f oll o wi n g c o v ari at es u si n g t h e S A S Pr o c Mi x e d pr o c e d ur e: tr e at m e nt gr o u p, 
str atifi c ati o n f a ct or s (r e gi o n, pl ati n u m s e n siti vit y), a n d P R O s c or e at b as eli n e.  

T h e r e s ults fr o m m ulti pl e i m p ut e d d at as ets will b e c o m bi n e d u si n g R u bi n’ s r ul e a s i m pl e m e n t e d i n t h e S A S 
Pr o c e d ur e MI A N A L Y Z E.  

T h e s a m e m o d el will b e c o n si d er e d f or d y s p n e a a n d c o u g h.  

 

S e n siti vit y A n al y si s ( P att er n Mi xt ur e M o d el ( P M M) ) 

A s e n siti vit y a n al y si s will b e p erf or m e d b y m e a n s of p att er n -mi xt ur e m o d el b y r e as o n s of dis c o nti n u ati o n u si n g 
m ulti pl e i m p ut ati o n a s d e s cri b e d b y O’ K ell y a n d R atit c h .  

Si mil ar t o t h e pri m ar y a n al y si s, n o n -m o n ot o n e mis si n g d at a will b e i m p ut e d first, f oll o w e d b y t h e i m p ut ati o n of 
b as eli n e a n d t h e n m o n ot o n e mis si n g d at a. Si mil ar i m p ut ati o n m o d els a s d es cri b e d a b o v e will b e c o n si d er e d f or 
t h e n o n-m o n ot o n e mi ssi n g d at a a n d b as eli n e mis si n g d at a.  

T o i m p ut e m o n ot o n e mis si n g v al u e s, w e d efi n e p att er n s d e p e n di n g o n r e as o n a n d ti mi n g of mis si n g n e s s a s 
f oll o w s: 

•  P att er n 1: mi ssi n g v al u e s b ef or e or at  W e e k 1 2 aft er st u d y tr e at m e nt dis c o nti n u ati o n d u e t o a d v ers e 
e v e nts ( A E s) or pr o gr e ssi o n b ut pri or t o d e at h;  

•  P att er n 2: mi ssi n g v al u e s b ef or e or at W e e k 1 2 wit h mi ssi n g n ess t h at d o es n ot s ati sf y c o n diti o n s of 
P att er n 1.  

T h e f oll o wi n g a s s u m pti o n s will b e m a d e f or t h e mis si n g d at a i n e a c h p att er n:  

F or p att er n 1, i m p ut ati o n s will b e p erf or m e d f or b ot h tr e at m e nt ar m s u si n g a r ef er e n c e -gr o u p a p pr o a c h, w h er e 
t h e r ef er e n c e gr o u p is d efi n e d a s p ati e nts  fr o m t h e s a m e tr e at m e nt gr o u p w h o dis c o nti n u e d tr e at m e nt b ut h a v e 
p o st -dis c o nti n u ati o n d at a c orr es p o n di n g t o W e e k 1 2.  

F or p att er n 2, d at a will b e a ss u m e d t o b e M A R i n b ot h tr e at m e nt ar m s.  

O n e h u n dr e d ( 1 0 0) m ulti pl y -i m p ut e d d at as ets will b e g e n er at e d. T h e r a n d o m s e e d u s e d i n t h e P R O C MI 
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pr o c e d ur e will b e 1 2 3 4 5.  

E a c h i m p ut e d d at as et will b e a n al y s e d u si n g a n A N C O V A m o d el ( n ot r e p e at e d m e as ur e s, a n d wit h n o r a n d o m 
eff e ct s) wit h t h e f oll o wi n g c o v ari at e s u si n g t h e S A S Mi x e d pr o c e d ur e: tr e at m e nt gr o u p, str atifi c ati o n f a ct or s 
(r e gi o n, pl ati n u m s e n siti vit y), a n d P R O s c or e at b as eli n e.  

T h e r e s ults fr o m m ulti pl e i m p ut e d d at as ets will b e c o m bi n e d u si n g R u bi n’ s r ul e a s i m pl e m e nt e d i n t h e S A S 
Pr o c e d ur e MI A N A L Y Z E.  

T h e tr e at m e nt diff er e n c es will b e esti m at e d fr o m t h e fi n al m o d el wit h L S -m e a n s diff er e n c es. T h e L S m e a n 
tr e at m e nt diff ere n c e, 9 5 % CI, a n d p -v al u e will b e pr es e nt e d.  

T h e a b o v e a n al y sis will b e p erf or m e d o nl y if s uffi ci e nt n u m b ers of p ati e nts h a v e P R O o ut c o m e s c oll e ct e d aft er 
st u d y dr u g dis c o nti n u ati o n. If t his is n ot t h e c a s e, t h e P M M u si n g s e q u e nti al m o d elli n g wit h m ulti pl e  i m p ut ati o n 
a n d d elt a -a dj u st m e nt ( d e s cri b e d b el o w) will b e p erf or m e d.  

A d elt a -a dj u st m e nt a n al y sis a ss u m e s t h at p ati e nts w h o dis c o nti n u e d t h e st u d y h a d o ut c o m e s t h at w er e w ors e 
t h a n ot h er wis e si mil ar p ati e nts t h at r e m ai n e d i n t h e st u d y.  

T h e diff er e n c e ( a dj u st m e nt) i n o ut c o m es b et w e e n dr o p o uts a n d t h o s e w h o r e m ai n will b e i m pl e m e nt e d a s a 
s hift i n l o c ati o n (t h at is, a s hift i n m e a n of a p ati e nt’ s i m p ut e d P R O s c or e).  

T o i m p ut e m o n ot o n e mis si n g v al u e s, w e d efi n e p att er n s d e p e n di n g o n r e as o n a n d ti mi n g of mis si n g n e s s a s 
f oll o w s: 

•  P att er n 1: mi ssi n g v al u e s b ef or e or at W e e k 1 2 aft er st u d y tr e at m e nt di s c o nti n u ati o n d u e t o a d v ers e 
e v e nts ( A E s) b ut pri or t o pr o gr es si o n / d e at h;  

•  P att er n 2: mi ssi n g v al u e s b ef or e or at W e e k 1 2 aft er pr o gr e ssi o n b ut pri or t o d e at h;  

•  P att er n 3: mi ssi n g v al u e s b ef or e or at W e e k 1 2 wit h mi ssi n g n ess t h at d o es n ot s ati sf y c o n diti o n s of 
P att er n s 1 t o 2.  

T h e f oll o wi n g a s s u m pti o n s will b e m a d e f or t h e mis si n g d at a i n e a c h p att er n:  

F or p att er n 1, a cli ni c all y pl a usi bl e a s s u m pti o n i s t h at t o xi cit y will  pr o d u c e s o m e eff e cts o n p ati e nts’ P R Os. 
T h er ef or e, it i s a ss u m e d t h at p ati e nts w h o dis c o nti n u e t h e st u d y tr e at m e nt d u e t o A E s at a gi v e n ti m e p oi nt 
w o ul d, o n a v er a g e, h a v e t h eir u n o b s er v e d s c or e ri g ht aft er a n A E t h at l e d t o tr e at m e nt dis c o nti n u ati o n w ors e  b y 
s o m e a m o u nt δ c o m p ar e d t o t h e o b s er v e d s c or es of p ati e nts at t h at ti m e p oi nt. T his a s s u m pti o n a p pli es t o b ot h 
tr e at m e nt ar m s. 

F or p att er n 2, a c o n s er v ati v e ass u m pti o n i s t h at P R O s c or e s will d et eri or at e c o nti n u o u sl y aft er dis e as e 
pr o gr es si o n. It will b e  a ss u m e d t h at u n o b s er v e d s c or e s aft er dis e as e pr o gr e ssi o n w o ul d b e w ors e b y s o m e 
a m o u nt δ at e a c h vi sit aft er pr o gr es si o n c o m p ar e d t o p ati e nts wit h a v ail a bl e d at a ( a n d n o pr o gr es si o n). T hi s 
ass u m pti o n will b e a p pli e d t o b ot h tr e at m e nt ar ms.  

F or p att er n 3,  d at a will b e a ss u m e d t o b e M A R i n b ot h tr e at m e nt ar m s.  

T h e i m p ut ati o n of m o n ot o n e mis si n g d at a will b e d o n e s e q u e nti all y f or e a c h s c h e d ul e d P R O a ss es s m e nt vi sit, 
k = k 1, …, K ( w h er e k 1 c orr e s p o n d s t o t h e first visit u p t o W e e k 1 2 wit h a n y m o n ot o n e mis si n g d at a, a n d K 
c orr es p o n d s t o W e e k 1 2) a s f oll o ws:  

1.  I m p ut e all m o n ot o n e mi ssi n g v al u e s at visit k u si n g a n M A R-b as e d m ulti pl e i m p ut ati o n pr e di cti v e m e a n 

C CI



 
St ati sti c al A n al y si s Pl a n  

I P S E N Bi o s ci e n c e, I n c 
P R O T O C O L M M -3 9 8 -0 1 -0 3 -0 4  

P a g e 4 5  of 7 5  

 
m at c hi n g m o d el i n cl u di n g t h e eff e ct s f or b as eli n e c o v ari at e s a s li st e d f or t h e i m p ut ati o n m o d el of n o n -
m o n ot o n e mi ssi n g d at a a b o v e a n d P R O v al u es at e a c h s c h e d ul e a ss es s m e nt ti m e p oi nt u p t o ( k -1). T h e 
i m p ut ati o n m o d el will b e esti m at e d fr o m all st u d y p ati e nts wit h a v ail a bl e d at a at vi sit k, r e g ar dl e ss of 
tr e at m e nt dis c o nti n u ati o n, i n cl u di n g t h o s e i m p ut e d i n st e p ( a) a b o v e. 

2.  A dj u st t h e m o n ot o n e i m p ut e d v al u es at vi sit k b y a m o u nt δ i n t h e dir e cti o n of s c or e w ors e ni n g f or t h e 
f oll o wi n g c a s e s:  

•  F or p att er n 1, f or p ati e nts f or w h o m vi sit k is t h e first s c h e d ul e d P R O a ss e ss m e nt ti m e p oi nt aft er 
st u d y tr e at m e nt dis c o nti n u ati o n.  

•  All v al u e s i n p att er n 2, t h at is all m o n ot o n e i m p ut e d v al u e s w h er e vi sit k is aft er p ati e nt’ s dis e as e 
pr o gr es si o n.  

T h e δ a dj u st m e nt will b e p erf or m e d f or b ot h tr e at m e nt ar ms. T h e a dj u st m e nt will b e i m pl e m e nt e d u si n g M N A R 
st at e m e nt i n Pr o c MI, u si n g ti m e p oi nt -s p e cifi c fl a gs t o d e si g n at e v al u e s r e q uiri n g δ a dj u st m e nt.  

T h e a b o v e st e p s ( a) -( b) ar e p erf or m e d f or e a c h vi sit k, b ef or e pr o c e e di n g wit h t h e i m p ut ati o n s of t h e n e xt vi sit 
( k + 1). 

F or p att er n 1, t his i m p ut ati o n str at e g y m at c h es t h e si n gl e e v e nt of t o xi cit y l e a di n g t o t h e st u d y tr e at m e nt 
dis c o nti n u ati o n wit h a si n gl e w ors e ni n g ( δ a dj u st m e nt) i n t h e P R Os ri g ht aft er t h e st u d y  tr e at m e nt 
dis c o nti n u ati o n; t h e w ors e ni n g i m p o s e d at t his ti m e p oi nt aff e ct s s u b s e q u e nt ti m e p oi nt s vi a t h e c orr el ati o n s 
b et w e e n vi sits t h at ar e e sti m at e d i n t h e i m p ut ati o n m o d el. Si n c e t h e i m p ut ati o n m o d el i s esti m at e d fr o m t h e 
d at a of p ati e nts w h o h a d t h ei r P R Os c oll e ct e d, t h e a s s u m pti o n of t his a n al y sis i s t h at t h e f ut ur e v al u e s aft er t h e 
o n e -ti m e δ a dj u st m e nt w o ul d r es e m bl e t h e o ut c o m e s of p ati e nts w h o h a d a si mil ar tr aj e ct or y pri or t o t h e 
p ati e nt’ s mis si n g v al u e.  

F or p att er n 2, t his i m p ut ati o n str at e g y a s s u m es t h at P R O s c or es will d et eri or at e ( b y s o m e a m o u nt δ) e v e n 
f urt h er aft er pr o gr es si o n i n b ot h tr e at m e nt ar ms. F or t his p att er n, t h e δ a dj u st m e nt will b e a p pli e d at e a c h visit, 
i n a d diti o n t o u si n g pr e vi o u sl y δ-a dj u st e d v al u e s a s pr e di ct ors of s u b s e q u e n t P R O s. It e x pli citl y e nf or c e s a n 
ass u m pti o n t h at pr o gr es si o n i s a s s o ci at e d wit h w ors e ni n g t h at p ersist s t hr o u g h o ut s u b s e q u e nt ti m e p oi nts 
c o m p ar e d t o p ati e nts  wit h o ut pr o gr es si o n a n d d o es n ot r el y e x cl usi v el y o n t h e esti m at e d c orr el ati o n s b et w e e n 
ti m e p oi nts e m b e d d e d i n t h e i m p ut ati o n m o d el i n or d er t o pr o p a g at e t h e eff e ct of δ t hr o u g h ti m e.  

T h e δ v al u e s w e will i m p o s e ( w or s e ni n g) f or e a c h P R O s c or e f or p att er n s 1 a n d 2 c orr e s p o n d t o t h e h alf of t h e 
est a bli s h e d cli ni c all y m e a ni n gf ul t hr es h ol d f or c h a n g e ( e. g ., 5 p oi nts).   

A t ot al of 1 0 0 m ulti pl y -i m p ut e d d at as ets will b e cr e at e d f or e a c h P R O. T h e r a n d o m n u m b er g e n er at or s e e d f or 
t h e i m p ut ati o n of n o n-m o n ot o n e mis si n g v al u es u si n g M C M C will b e 5 4 1 4, a n d t h e r a n d o m s e e d f or i m p ut ati o n 
of m o n ot o n e mi ssi n g v al u e s  will b e 5 4 1 4 + k, f or k = 1, 2, … f or e a c h s e q u e nti al visit wit h m o n ot o n e mi ssi n g d at a.  

A n A N C O V A m o d el ( n ot r e p e at e d m e a s ur es, a n d wit h n o r a n d o m eff e cts) wit h t h e s a m e c o v ari at e s a s i n t h e 
pri m ar y a n al y sis will b e p erf or m e d at W e e k 1 2 u si n g t h e S A S Mi x e d pr o c e d ur e.  

T h e S A S MI A n al y z e pr o c e d ur e will b e u s e d t o c o m bi n e t h e r es ults of t h es e a n al y s e s f or t h e i m p ut ati o n s. F or a 
m or e d et ail e d d es cri pti o n of t h e i m pl e m e nt ati o n M N A R i m p ut ati o n, s e e R atit c h B a n d O’ K ell y  M 7.  

T h e tr e at m e nt diff er e n c es will b e esti m at e d fr o m t h e fi n al m o d el wit h L S -m e a n s diff er e n c es. T h e L S m e a n 
tr e at m e nt diff er e n c e, 9 5 % CI, a n d p-v al u e will b e pr es e nt e d  
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1 9. 3.  E X P L O R A T O R Y E F FI C A C Y  

1 9. 3. 1.  E X P L O R A T O R Y E F FI C A C Y V A RI A B L E S &  D E RI V A TI O N S  

1 9. 3. 1. 1.  Q T c F  f oll o wi n g tr e at m e nt wit h iri n ot e c an li p o s o m e i nj e cti o n  

F or P art 1 p ati e nts t h e Q T c will b e c oll e ct e d a n d d eri v e d u si n g Fri d eri ci a’ s c orr e cti o n m et h o d a s f oll o w:  

 

1 9. 3. 1. 2.  Ti m e t o Tr e at m e nt F ail ur e ( T T F)  

Tr e at m e nt f ail ur e , a ss es s e d i n P art 2 o nl y, is d efi n e d a s tr e at m e nt di s c o nti n u ati o n f or a n y r e as o n s u c h a s di s e a s e 
pr o gr es si o n, d e at h or t o xi cit y .  Ti m e t o tr e at m e nt f ail ur e is c o m p ut e d a s: 

T T F  ( m o nt h s)= (e arli e st d at e of [ P D, d e at h, st u d y tr e at m e nt dis c o nti n u ati o n] –  d at e of r a n d o mi z ati o n + 
1) / 3 0. 4 3 7 5. 

T h e tr e at m e nt -f ail ur e d at e f or p ati e nts w h o dis c o nti n u e f or r e as o n s ot h er t h a n R E CI S T V ersi o n 1. 1 pr o gr e ssi o n 
will b e t h e d at e of t h e l a st st u d y dr u g a d mi nistr ati o n.  P ati e nts w h o h a v e n ot dis c o nti n u e d tr e at m e nt pri or t o t h e 
d at a c ut -off d at e will b e c e n s or e d at t h e d at e of l a st t u m or a ss e s s m e nt d o c u m e nti n g n o o bj e cti v e pr o gr e ssi o n.  

1 9. 3. 1. 3.  E O R T C -Q L Q -C 3 0 a n d L C 1 3  

T h e f oll o wi n g s c or e s will b e d eri v e d a s p er t h e P R O S A P.  

E O R T C Q L Q -C 3 0  

- Gl o b al H e alt h St at u s  

- F u n cti o n al s c al e s:  

o  P h y si c al f u n cti o ni n g  

o  R ol e f u n cti o ni n g  

o  E m oti o n al f u n cti o ni n g  

o  C o g niti v e f u n cti o ni n g  

o  S o ci al f u n cti o ni n g  

- S y m pt o m s c al e s/it e ms:  

o  F ati g u e  

o  N a u s e a a n d v o miti n g  

o  P ai n  
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o  D y s p n e a  

o  I n s o m ni a 

o  A p p etit e l o s s  

o  C o n sti p ati o n  

o  Di arr h e a  

o  Fi n a n ci al diffi c ulti es  

E O R T C Q L Q -L C 1 3  

- S y m pt o m s c al e s/it e ms:  

o  C o u g hi n g  

o  H e m o pt y si s  

o  D y s p n e a  

o  S or e m o ut h  

o  D y s p h a gi a  

o  P eri p h er al n e ur o p at h y  

o  Al o p e ci a  

o  P ai n i n c h est  

o  P ai n i n ar m/s h o ul d er  

o  P ai n i n ot h er p arts  

1 9. 3. 1. 4.  P ati e nt Gl o b al I m pr essi o n of C h a n g e ( P GI -C) a n d S e v erit y ( P GI -S)  

T h e f oll o wi n g r e s p o n s es will b e a n al y s e d  as p er t h e P R O S A P.  

P GI -S:  

- N o n e  

- Mil d  

- M o d er at e  

- S e v er e  

- V er y S e v er e  

P GI -C:  

- V er y m u c h i m pr o v e d 

- M u c h i m pr o v e d  

- Mi ni m all y i m pr o v e d  
C CI
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- N o c h a n g e  

- Mi ni m all y w or s e  

- M u c h w ors e  

- V er y m u c h w or s e  

1 9. 3. 1. 5.    E Q -5 D -5 L  

T h e f oll o wi n g r e s p o n s es will b e a n al y s e d  p er t h e P R O S A P.  

- M o bilit y  

o  N o pr o bl e ms i n w al ki n g  

o  Sli g ht pr o bl e m s i n w al ki n g  

o  M o d er at e pr o bl e m s i n w al ki n g  

o  S e v e r e pr o bl e m s i n w al ki n g 

o  U n a bl e t o w al k  

- S elf -C ar e  

o  N o pr o bl e ms w a s hi n g or dr es si n g  

o  Sli g ht pr o bl e m s w a s hi n g or dr es si n g  

o  M o d er at e pr o bl e m s w a s hi n g or dr essi n g  

o  S e v er e pr o bl e m s w a s hi n g or dr es si n g  

o  U n a bl e t o w as h or dr e ss  

- Us u al a cti viti e s  

o  N o pr o bl e ms d oi n g u s u al a cti viti es  

o  Sli g ht pr o bl e m s d oi n g u s u al a cti viti es  

o  M o d er at e pr o bl e m s d oi n g u s u al a cti viti e s  

o  S e v er e pr o bl e m s d oi n g u s u al a cti viti e s  

o  U n a bl e t o d o u s u al a cti viti e s  

- P ai n/ Dis c o mf ort  

o  N o p ai n or dis c o mf ort  

o  Sli g ht p ai n or dis c o mf ort  

o  M o d er at e p ai n or dis c o mf ort  

o  S e v e r e p ai n or dis c o mf ort 

o  E xtr e m e p ai n or dis c o mf ort  
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- A n xi et y / D e pr es si o n  

o  N ot a n xi o u s or d e pr ess e d  

o  Sli g htl y a n xi o u s or d e pr es s e d  

o  M o d er at el y a n xi o u s or d e pr e s s e d  

o  S e v er el y a n xi o u s or d e pr es s e d  

o  E xtr e m el y a n xi o u s or d e pr e s s e d  

1 9. 3. 1. 6.    Ti m e t o C N S pr o gr essi o n  ( P art 2) 

T h e t i m e t o C N S pr o gr e ssi o n is d efi n e d a s t h e ti m e fr o m r a n d o mi z ati o n t o t h e d e v el o p m e nt of C N S pr o gr es si o n 
as d efi n e d b y  t h e R A N O-B M w or ki n g gr o u p  r es p o n s e a s s e s s m e nt crit eri a, b y BI C R a n d b y i n v esti g at or 
ass es s m e nt .  T h e o v er all a ss es s m e nt will b e t a k e n fr o m t h e C R F p a g e a n d will n ot b e pr o gr a m m e d. 

 [ Pr o gr e ssi o n d at e fr o m t h e R A N O-B M w or ki n g gr o u p crit eri a –  r a n d o mi z ati o n d at e + 1]/ 3 0. 4 3 7 5  

P ati e nt s w h o d o n ot h a v e pr o gr es si v e di s e a s e a c c or di n g t o R A N O -B M  crit eri a , will b e c e n s or e d t o t h e l ast v ali d 
R A N O -B M e v al u ati o n.  

1 9. 3. 2.  A N A L Y SI S O F E X P L O R A T O R Y E F FI C A C Y V A RI A B L E S  

E x pl or at or y a n al y s es will b e p erf or m e d o n t h e P art 1 S af et y P o p ul ati o n f or P art 1 a n al y s es, a n d I nt e nt -t o-Tr e at 
P o p ul ati o n f or P art 2 a n al y s es.   

1 9. 3. 2. 1.  Q T c F a n al y sis ( P art 1  o nl y ) 

D es cri pti v e s u m m ari es of o b s er v e d a n d c h a n g e fr o m b as eli n e v al u e s will b e pr es e nt e d f or Q T c i nt er v al u si n g 
Fri d eri ci a’ s c orr e cti o n m et h o d.  

1 9. 3. 2. 2.  Ti m e t o Tr e at m e nt F ail ur e ( T T F)  

F or P art 2, t i m e t o tr e at m e nt f ail ur e ( T T F) will b e c o m p ar e d b et w e en t h e 2 tr e at m e nt ar ms u si n g str atifi e d 
l o gr a n k t ests.  K a pl a n-M ei er a n al y s es will b e p erf or m e d o n  e a c h tr e at m e nt gr o u p t o o bt ai n  t h e m e di a n T T F wit h 
t h e 9 5 % CI.  A str atifi e d C o x pr o p orti o n al h a z ar d s r e gr es si o n will b e u s e d t o e sti m at e t h e h a z ar d r ati os a n d t h eir 
c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v al s.  

T h e s u m m ar y f or T T F will pr es e nt t h e fr e q u e n c y distri b uti o n of T T F st at u s (tr e at m e nt f ail ur e, d e at h or c e n s or e d), 
fr e q u e n c y distri b uti o n of t h e r e as o n s f or c e n s ori n g at t h e ti m e of t h e d at a c ut ( ali v e a n d n ot f ail e d tr e at m e nt, 
wit h dr a w n fr o m st u d y, l o st t o  f oll o w-u p), K a pl a n -M ei er e sti m at es of m e di a n T T F, a n d t w o -si d e d p -v al u e s fr o m 
t h e l o gr a n k t ests.  S u m m ari es a n d a n al y s es will b e pr es e nt e d f or t h e P art 2 I nt e nt -t o-Tr e at  p o p ul ati o n.  

A fi g ur e di s pl a yi n g t h e K a pl a n -M ei er T T F c ur v e s f or e a c h tr e at m e nt will b e pr es e nt e d.  

T h e a n al y sis will b e p erf or m e d o n P art 1 a n d P art 2.  F or P art 1, o nl y d es cri pti v e s u m m ar y will b e pr es e nt e d, n o 
c o m p aris o n s b et w e e n tr e at m e nt gr o u p s a s t h er e i s o nl y o n e tr e at m e nt gr o u p . 
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1 9. 3. 2. 3.  E O R T C -Q L Q -C 3 0 a n d L C 1 3  

D es cri pti v e s u m m ari es of o b s er v e d a n d c h a n g e fr o m b as eli n e v al u e s will b e pr es e nt e d e a c h f u n cti o n.  

1 9. 3. 2. 4.  P ati e nt Gl o b al I m pr essi o n of C h a n g e ( P GI -C) a n d S e v erit y ( P GI -S)  

P GI -S:  

F r e q u e n ci e s a n d p er c e nt a g es will b e pr e s e nt e d f or e a c h of t h e r es p o n s es . 

P GI -C:  

F r e q u e n ci e s a n d p er c e nt a g es will b e p r e s e nt e d f or e a c h of t h e r es p o n s es. 

1 9. 3. 2. 5.    E Q -5 D -5 L  

Fr e q u e n c y a n d p er c e nt a g e s will b e pr es e nt e d f or e a c h of t h e r es p o n s e s f or e a c h it e m . 

 

T h e V A S s c or e o n h o w g o o d or b a d h e alt h is t o d a y will b e s u m m ari z e d d e s cri pti v el y.  

1 9. 3. 2. 6.    Ti m e t o C N S pr o gr essi o n  

F or P art 2, t i m e t o C N S pr o gr e ssi o n will b e c o m p ar e d b et w e e n t h e 2 tr e at m e nt ar ms u si n g str atifi e d l o gr a n k t est s 
(str atifi e d f or r e gi o n a n d pl ati n u m r esi st a nt).  K a pl a n-M ei er a n al y s es will b e p erf or m e d o n e a c h tr e at m e nt gr o u p 
t o o bt ai n t h e m e di a n Ti m e t o C N S pr o gr e ssi o n wit h t h e 9 5 % CI.  A str atifi e d C o x pr o p orti o n al h a z ar d s r e gr es si o n 
will b e u s e d t o esti m at e t h e h a z ar d r ati os a n d t h eir c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v als.  

T h e s u m m ar y f or Ti m e t o C N S pr o gr es si o n will pr e s e nt t h e fr e q u e n c y distri b uti o n of Ti m e t o C N S  pr o gr es si o n 
st at u s ( C N S pr o gr es si o n, d e at h or c e n s or e d), fr e q u e n c y distri b uti o n of t h e r e as o n s f or c e n s ori n g at t h e ti m e of 
t h e d at a c ut, K a pl a n-M ei er e sti m at e s of m e di a n ti m e t o C N S pr o gr es si o n, a n d t w o-si d e d p -v al u e s fr o m t h e 
l o gr a n k t ests.  S u m m ari es a n d a n al y s es will b e pr e s e nt e d f or t h e P art 2 I nt e nt -t o-Tr e at  p o p ul ati o n.  

A fi g ur e di s pl a yi n g t h e K a pl a n -M ei er Ti m e t o C N S pr o gr e ssi o n c ur v es f or e a c h tr e at m e nt will b e pr e s e nt e d . 

2 0.  S A F E T Y O U T C O M E S  

All o ut p uts f or s af et y o ut c o m es will b e b as e d o n t h e S af et y A n al y sis S et.  

T h er e will b e n o st ati sti c al c o m p aris o n s b et w e e n t h e tr e at m e nt gr o u p s f or s af et y d at a, u nl ess ot h er wi s e 
s p e cifi e d wit h t h e r el e v a nt s e cti o n.  

All s af et y o ut c o m e s will b e pr es e nt e d s e p ar at el y f or t h e P art 1 a n d P art 2 of t h e st u d y  a n d b y U G T 1 A 1 * 2 8  all el e  
st a t u s ( h o m o z y g o u s T A 7/ 7) f or r el e v a nt A E s u m m ari e s. 

C CI
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2 0. 1.  A D V E R S E E V E N T S  

A d v er s e E v e nts ( A E s) will b e c o d e d u si n g  t h e 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 e d D R A) c e ntr al 
c o di n g di cti o n ar y, u si n g c urr e nt v ersi o n . 

A d v er s e e v e nts will b e c o n si d er e d tr e at m e nt -e m er g e nt if:  

•  T h e e v e nt o c c ur s f or t h e fir st ti m e aft er t h e st art of st u d y tr e at m e nt a n d o n or b ef or e 3 0 d a y s aft er fi n al 
d o s e of st u d y tr e at m e nt a n d w as n ot o b s er v e d pri or t o st art of st u d y tr e at m e nt 

•  T h e e v e nt w a s o b s er v e d pri or t o t h e st art of st u d y tr e at m e nt b ut i n cr e as e d i n N CI C T C A E v 5. 0  gr a d e 
d uri n g st u d y tr e at m e nt.  

•  A E s t h at st art o n t h e s a m e d a y a s t h e first d o s e of st u d y dr u g will b e c o n si d er e d tr e at m e nt e m er g e nt.  

S e e A p p e n di x 2 f or h a n dli n g of p arti al d at es f or A E s.  I n t h e c as e w h er e it i s n ot p o ssi bl e t o d efi n e a n A E a s 
tr e at m e nt e m er g e nt or n ot, t h e A E will b e cl a ssifi e d b y t h e w orst c a s e; i. e. tr e at m e nt e m er g e nt.  

A n o v er all s u m m ar y of n u m b er of p ati e nt s wit hi n t h e c at e g ori es d e s cri b e d i n t h e s u b -s e cti o n s b el o w, will b e 
pr o vi d e d a s s p e cifi e d i n t h e t e m pl at es. S e p ar at e s u m m ari e s will b e pr e s e nt e d f or P art 1 a n d P art 2.  

Listi n gs will i n cl u d e T E A E s a n d N o n -T E A E s.  

2 0. 1. 1.  A L L T E A E S  

I n ci d e n c e of T E A E s will b e pr e s e nt e d b y S y st e m Or g a n Cl a ss ( S O C) a n d Pr ef err e d T er m ( P T).  P ati e nt s wit h 
m ulti pl e a d v ers e e v e nts wit hi n a s yst e m or g a n cl a ss or pr ef err e d t er m will o nl y b e c o u nt e d o n c e u n d er e a c h 
c at e g or y.  A s e p ar at e t a bl e f or all e v e nt s o c c urri n g i n at l e ast 1 0 % of p ati e nts i n t h e Iri n ot e c a n Li p o s o m e I nj e cti o n 
tr e at m e nt will als o b e pr e s e nt e d.  

A s e p ar at e t a bl e b y pr ef err e d t er m o nl y will al s o b e pr es e nt e d.  

2 0. 1. 2.  A L L T E A E S B Y M A XI M U M C T C A E  G R A D E  

T a b ul ar s u m m ari e s will b e pr e s e nt e d b y m a xi m u m C T C A E gr a d e.  P ati e nts will b e c o u nt e d o n c e at e a c h A E l e v el 
(S O C a n d P T), u si n g t h e hi g h e st C T C A E gr a d e e v e nt f or cl as sifi c ati o n.  

2 0. 1. 3.  A L L T E A E S O F G R A D E 3  O R M O R E  

A s u m m ar y of all T E A E s of Gr a d e 3 or hi g h er b y S O C a n d P T will b e pr e p ar e d.  

A s e p ar at e t a bl e will b e pr o d u c e d f or T E A E s wit h N CI -C T C A E Gr a d e 3 or hi g h er.  

C CI
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2 0. 1. 4.  A L L R E L A T E D T E A E S  

R el at e d T E A E  ar e e v e nts r e c or d e d a s s u c h b y t h e I n v esti g at or i n t h e C R F.  If a p ati e nt  r e p ort’s t h e s a m e A E m or e 
t h a n o n c e wit hi n t h at S O C a n d P T, t h e A E wit h t h e w orst c a s e r el ati o n s hi p t o st u d y m e di c ati o n will b e u s e d i n t h e 
c orr es p o n di n g r el ati o n s hi p s u m m ari es.  A s e p ar at e t a bl e f or all e v e nt s o c c urri n g i n at l e ast 1 0 % of p ati e nts i n t h e 
Iri n ot e c a n Li p o s o m e I nj e cti o n tr e at m e nt will als o b e pr e s e nt e d.  

A s e p ar at e t a bl e will b e pr o d u c e d f or R el at e d T E A E s wit h N CI-C T C A E Gr a d e 3 or hi g h er.  

A s e p ar at e t a bl e will b e pr o d u c e d f or t h e Iri n ot e c a n li p o s o m e i nj e cti o n ar m i n P art 2 f or R el at e d T E A E s wit h 
t er m s i n cl u di n g c o m bi n e d s p e cifi e d pr ef err e d t er m s . 

2 0. 1. 5.  A L L S E RI O U S T E A E S  

S eri o u s a d v er s e e v e nt s ( S A E s ) ar e t h o s e e v e nt s r e c or d e d a s “S eri o u s ” o n t h e A d v ers e E v e nts  p a g e of t h e C R F. A 
s u m m ar y of s eri o u s T E A E s b y S O C a n d P T will b e pr e p ar e d . A s e p ar at e t a bl e f or all e v e nts o c c urri n g i n at l e ast 5 % 
of p ati e nts i n t h e Iri n ot e c a n Li p o s o m e I nj e cti o n tr e at m e nt will als o b e pr es e nt e d . 

2 0. 1. 6.  A L L S E RI O U S R E L A T E D T E A E S  

S eri o u s a d v er s e e v e nt s ( S A E s) ar e t h o s e e v e nt s r e c or d e d a s “ S eri o u s ” o n t h e A d v ers e E v e nts  p a g e of t h e C R F a n d 
w h o r e c or d e d “ R el at e d ” o n t h e A d v ers e E v e nts p a g e. A s u m m ar y of s eri o u s R el at e d T E A E s b y S O C a n d P T will b e 
pr e p ar e d.   

2 0. 1. 7.  T E A E S L E A DI N G T O D O S E A DJ U S T M E N T  

T E A E s l e a d i n g t o d o s e d el a y e d/i nt err u pt e d/r e d u c e d will b e i d e ntifi e d  i n t h e a cti o n t a k e n o n t h e C R F . A s e p ar at e 
t a bl e f or all e v e nts o c c urri n g i n at l e ast 5 % of p ati e nt s i n t h e Iri n ot e c a n Li p o s o m e I nj e cti o n tr e at m e nt will al s o b e 
pr es e nt e d . 

S u m m ari e s b y  S O C a n d  P T will b e pr e p ar e d.   

2 0. 1. 8.  T E A E S L E A DI N G T O T R E A T M E N T D I S C O N TI N U A TI O N 

T E A E s l e a di n g t o p er m a n e nt dis c o nti n u ati o n of st u d y m e di c ati o n will b e i d e ntifi e d b y u si n g t h e “ dis c o nti n u e d 
fr o m st u d y tr e at m e nt ” i n a cti o n t a k e n o n t h e C R F. A s e p ar at e t a bl e f or all e v e nts o c c urri n g i n at l e ast 2 p ati e nts 
i n t h e Iri n ot e c a n Li p o s o m e I nj e cti o n tr e at m e nt will al s o b e pr es e nt e d. 
S u m m ari es b y S O C a n d P T will b e pr e p ar e d.   
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2 0. 1. 9.  T E A E S  L E A DI N G T O D E A T H  

T E A E s l e a di n g t o D e at h ar e t h o s e e v e nt s w hi c h ar e r e c or d e d a s ” P ati e nt  Di e d ” o n t h e A d v ers e E v e nts O ut c o m e  
p a g e of t h e C R F. A s u m m ar y of T E A E s l e a di n g t o d e at h b y S O C a n d P T will b e pr e p ar e d.  

2 0. 1. 1 0.  IN F U SI O N R E L A T E D T E A E S  

I nf u si o n r el at e d T E A E s ar e t h o s e e v e nt s w hi c h a n s w er e d “ y e s ” t o t h e i nf u si o n r el at e d c h e c k b o x o n t h e C R F .   

S u m m ari es b y S O C a n d P T will b e pr e p ar e d.  

2 0. 1. 1 1.  D O S E L I MI TI N G T O XI CI TI E S ( D L TS ) A E S  

F or P art 1 o nl y, D L T A E s w hi c h ar e i n di c at e d b y t h e I n v esti g at or o n t h e C R F will b e s u m m ari z e d a n d list e d.  

2 0. 1. 1 2.  R E L A T E D T E A E S G R A D E 3  O R H I G H E R B Y P L A TI N U M S E N SI TI VI T Y  

R el at e d T E A E s of Gr a d e 3 or hi g h er will b e s u m m ari z e d b y pl ati n u m s e n siti vit y ( pl ati n u m s e n siti v e a n d pl ati n u m 
r esi st a nt) i n all p art 2  p ati e nts  s plit b y tr e at m e nt gr o u p.  A s e p ar at e t a bl e f or all e v e nt s o c c urri n g i n at l e ast 1 0 % 
of p ati e nts i n t h e Iri n ot e c a n Li p o s o m e I nj e cti o n tr e at m e nt will als o b e pr es e nt e d.  

2 0. 1. 1 3.  S U B G R O U P S O F A D V E R S E E V E N T S  

T h e f oll o wi n g s u m m ari e s will als o b e cr e at e d f or p ati e nts t h at ar e U G T 1 A 1  h o m o z y g o u s  T A 7/ 7 : 

•  O v er all s u m m ar y of a d v ers e e v e nts  

•  All tr e at m e nt e m er g e nt a d v er s e e v e nt s  

•  All tr e at m e nt e m er g e nt a d v er s e e v e nt s b y m a xi m u m N CI -C T C A E gr a d e  ( all gr a d es, gr a d e 1, gr a d e 2, 
gr a d e 3, gr a d e 4 a n d gr a d e 5)  

•  All r el at e d tr e at m e nt e m er g e nt a d v ers e e v e nts  

•  All tr e at m e nt e m er g e nt a d v er s e e v e nt s of N CI -C T C A E gr a d e 3 or hi g h er  

•  All r el at e d tr e at m e nt e m er g e nt a d v ers e e v e nts of N CI -C T C A E gr a d e 3 or hi g h er  

•  All tr e at m e nt e m er g e nt a d v er s e e v e nt s l e a di n g t o tr e at m e nt dis c o nti n u ati o n  

•  All s eri o u s tr e at m e nt e m er g e nt a d v ers e e v e nts  

•  All s eri o u s r el at e d tr e at m e nt e m er g e nt a d v ers e e v e nts  

•  All tr e at m e nt e m er g e nt a d v er s e e v e nt s l e a di n g t o d e at h  
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2 0. 2.  D E A T H S  

If a n y p ati e nt s di e d uri n g t h e st u d y a s r e c or d e d o n t h e D e at h D et ails  p a g e of t h e C R F , t h e i nf or m ati o n will b e 
pr es e nt e d i n a s u m m ar y  t a bl e a n d a d at a listi n g. 

2 0. 3.  L A B O R A T O R Y E V A L U A TI O N S  

L a b or at or y e v al u ati o n s ar e c oll e ct e d b y Q 2 c e ntr al l a b or at or y.   

S c h e d ul e d cli ni c al s af et y l a b or at or y p ar a m et ers will b e s u m m ari z e d.  T h e s e i n cl u d e:  

•  H e m at ol o g y:  h e m o gl o bi n, h e m at o crit, pl at el et c o u nt, R e d B l o o d C ell s (R B C ), W hit e Bl o o d C ells ( W B C ) 
wit h diff er e nti al ( n e utr o p hils, l y m p h o c yt es, m o n o c yt e s, e osi n o p hils, b as o p hils a n d ot h er c ells ) 

•  C h e mi str y: el e ctr ol yt e ( s o di u m, p ot a ssi u m, c hl ori d e a n d bi c ar b o n at e ), B l o o d U r e a N itr o g e n (B U N ), 
s er u m cr e ati ni n e, gl u c o s e, bilir u bi n, A S T, A L T, al k ali n e p h o s p h at as e, l a ct at e d e h y dr o g e n as e, uri c a ci d, 
t ot al pr ot ei n, al b u mi n, c al ci u m, m a g n e si u m a n d p h o s p h at e  

 

Pr es e nt ati o n s will u s e SI U nits.  

Q u a ntit ati v e l a b or at or y m e as ur e m e nt s r e p ort e d a s “ < X ”, i. e. b el o w t h e l o w er l i mit of q u a ntifi c ati o n ( B L Q), or 
“ >  X ”, i. e. a b o v e t h e u p p er li mit of q u a ntifi c ati o n ( U L Q), will b e c o n v ert e d t o  X f or t h e p ur p o s e of q u a ntit ati v e 
s u m m ari e s, b ut will b e pr es e nt e d a s r e c or d e d, i. e. a s “ < X ” or “ > X ” i n t h e listi n gs.  

T h e f oll o wi n g s u m m ari e s  will b e pr o vi d e d f or l a b or at or y d at a:  

o  A ct u al a n d c h a n g e fr o m b as eli n e b y visit (f or q u a ntit ati v e m e as ur e m e nt s)  
o  S hift fr o m b a s eli n e  t o e n d of st u d y  a c c or di n g t o C o m m o n T o xi cit y ( C T C) gr a di n g s y st e m  ( se e 

A p p e n di x 3 ).  S hifts fr o m b as eli n e t o w orst p o st-d o s e  (i. e. hi g h est gr a d e) i n C T C A E Gr a d e of 
l a b or at or y r es ults will als o b e s u m m ari z e d. 

o  Listi n g of C T C A E gr a d e 3  a n d hi g h er v al u es.  I n t his listi n g, all o b s er v ati o n s f or a l a b p ar a m et er will 
b e dis pl a y e d f or a p ati e nt w h o h as a n y p o st -b as eli n e v al u e wit h C T C A E gr a d e gr e at er t h a n or e q u al 
t o 3 f or t h e p ar a m et er. 

o  F or s p e cifi e d  l a b or at or y r es ults, t h e p er c e nt a g e of p ati e nts i n t h e iri n ot e c a n li p o s o m e i nj e cti o n ar m 
i n P art 2 wit h w ors e ni n g l a b or at or y t est r es ults fr o m b as eli n e t o > = 2 0 % p o st b as eli n e r e s ult (f or all 
p ati e nts wit h b as eli n e a n d p o st b as eli n e v al u e) f or a) all p o st b as eli n e gr a d e s a n d b) f or all p o st 
b as eli n e gr a d es w h er e t h e w orst gr a d e is Gr a d e 3 or 4 a c c or di n g t o C o m m o n T o xi cit y ( C T C) gr a di n g 
s y st e m ( s e e A p p e n di x 3).  

2 0. 4.  E C G  E V A L U A TI O N S  

R es ult s fr o m t h e c e ntr al E C G ( El e ctr o c ar di o gr a m) R e a di n g C e ntr e will b e i n cl u d e d i n t h e r e p orti n g of t his st u d y 
f or P art 1 o nl y. 

C CI
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T h e f oll o wi n g E C G p ar a m et er s will b e r e p ort e d f or t h e P art 1 o nl y a n d b e c oll e ct e d at C y cl e 1 d a y 1( pr e -d o s e, e n d 
o f i nf u si o n, 2 h o urs aft er inf u s i o n), d a y 2  ( 2 4 h o urs aft er e n d of i nf u si o n), d a y 8 a n d d a y 1 5 ( pr e-d o s e) . 

 

o  H e art R at e ( b p m)  
o  P R I nt er v al ( ms e c)  
o  R R I nt er v al ( m s e c)  
o  Q R S I nt er v al ( m s e c)  
o  Q T I nt er v al ( m s e c)  
o  O v er all a ss e ss m e nt of E C G (I n v e sti g at or’ s j u d g m e nt):  

  N or m al  
  A b n or m al, N ot Cli ni c all y Si g nifi c a nt ( A N C S)  
  A b n or m al, Cli ni c all y Si g nifi c a nt ( A C S)  

 

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d f or E C G d at a:  

 

o  A ct u al a n d c h a n g e fr o m b as eli n e b y visit (f or q u a ntit ati v e m e as ur e m e nt s)  
o  Listi n g of p ati e nt s m e eti n g m ar k e dl y a b n or m al crit eri a  
o  T h e n u m b er a n d p er c e nt a g e of p ati e nts wit h “ N or m al ”, “ A b n or m al, n ot Cli ni c all y Si g nifi c a nt ” a n d 

“ A b n or m al, Cli ni c all y Si g nifi c a nt ” E C G r es ult s will b e s u m m ari z e d b y tr e at m e nt at e a c h vi sit.  

2 0. 4. 1.  E C G  M A R K E D L Y A B N O R M A L C RI T E RI A  

M ar k e dl y a b n or m al q u a ntit ati v e E C G m e as ur e m e nt s will b e i d e ntifi e d i n a c c or d a n c e wit h t h e f oll o wi n g 
pr e d efi n e d m ar k e dl y a b n or m al crit eri a:  

o  A b s ol ut e v al u es f or Q T c F  I nt er v al cl as sifi e d as:  
  > 5 0 0  m s e c  
  > 4 8 0 m s e c  a n d ≤  5 0 0 m s e c  
  > 4 5 0 m s e c a n d ≤  4 8 0 m s e c  
  C h a n g e fr o m B as eli n e > 3 0 a n d ≤  6 0 ms e c  
  C h a n g e fr o m B as eli n e > 6 0 m s e c  

2 0. 5.  V I T A L S I G N S 

T h e f oll o wi n g Vit al Si g n s m e as ur e m e nt s will b e r e p ort e d f or t his st u d y:  

 

o  R esti n g  S y st oli c Bl o o d Pr es s ur e ( m m H g)  
o  R esti n g Di ast oli c Bl o o d Pr es s ur e ( m m H g)  
o  R es pir at or y R at e  (r es p/ mi n)  

C CI
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P o p ul ati o n P K r e p ort . 

2 0. 8. 2.  P H A R M A C O KI N E TI C D A T A A N A L Y SI S  

P h ar m a c o ki n eti c s of t ot al iri n ot e c a n a n d S N -3 8 will b e q u a ntifi e d fr o m t h e c o n c e ntr ati o n s fr o m pl a s m a s a m pl e s 
u si n g n o nl i n e ar mi x e d eff e ct m o d eli n g ( N O N M E M). A P o p ul ati o n P K m o d el pr e vi o u sl y d e v el o p e d o n hist ori c al 
d at a will b e a p pli e d t o t his st u d y i n or d er t o c h ar a ct eri z e t h e P K i n 2 L S C L C p ati e nt p o p ul ati o n, t o a ss es s 
i nt eri n di vi d u al v ari a bilit y, a n d t o att e m pt t o e x pl ain p art of it b y t esti n g t h e i m p a ct of s o m e c o v ari at e s. 
C o v ari at e s e v al u at e d w o ul d i n cl u d e, b ut n ot b e li mit e d t o, a g e, g e n d er, r a c e, a n d U G T 1 A 1 * 2 8 g e n ot y p e . Pri m ar y 
a n d d eri v e d P K p ar a m et ers will b e c o m p ut e d fr o m t h e p o p ul ati o n P K m o d el ( e. g. m a xi m u m o b s er v e d 
c o n c e ntr ati o n ( C m a x ), a v er a g e o b s er v e d c o n c e ntr ati o n ( Ca v er a g e ), ar e a u n d er t h e c ur v e ( A U C), mi ni m u m 
c o n c e ntr ati o n ( C mi n )). F ull d es cri pti o n of t his P o p ul ati o n P K a n al y sis will b e c a pt ur e d s e p ar at el y i n a d at a a n al y sis 
pl a n, a n d r es ults will b e r e p ort e d i n a st a n d al o n e r e p ort.  

2 0. 8. 3.  P H A R M A C O KI N E TI C S /  P H A R M A C O D Y N A MI C S R E L A TI O N S HI P  

Gr a p hi c al e x pl or ati o n will b e p erf or m e d t o i n v e sti g at e a n y r el ati o n s hi p b et w e e n P K a n d p h ar m a c o d y n a mi c 
e n d p oi nts (s af et y e. g. n e utr o p e ni a a n d di arr h e a; a n d effi c a c y, e. g. O R R , O S, P F S). If a tr e n d is s h o w n, P K/ P D 
m o d elli n g will b e p erf or m e d a n d t his will b e d es cri b e d i n a s e p ar at e D at a A n al y sis Pl a n a n d r e p ort e d i n a 
st a n d al o n e r e p ort.  
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2 1.  R E F E R E N C E S  

H w a n g, I. K., S hi h, W. J., a n d D e C a ni, J. S. ( 1 9 9 0), " Gr o u p S e q u e nti al D esi g n s  U si n g a F a mil y of T y p e I Err or 
Pr o b a bilit y S p e n di n g F u n cti o ns , " St ati sti c s i n M e di ci n e , 9, 1 4 3 9– 1 4 4 5.  

O' K ell y, M., & R atit c h, B. ( 2 0 1 7). Cli ni c al Tri al wit h Mi s si n g D at a: A G ui d e f or Pr a ctiti o n er s. J o h n Wil e y a n d S o n s, Lt d.  

E. A. Eis e n h a u er a, * , P. T h er a s s e b , J. B o g a erts c , L. H. S c h w art z d , D. S ar g e nt e , R. F or df , J. D a n c e y g , S. Ar b u c k h , S. 
G w yt h eri , M. M o o n e y g , L. R u bi n st ei n g , L. S h a n k ar g , L. D o d d g , R. K a pl a nj , D. L a c o m b e c , J. V er w eij k “ N e w 
r es p o n s e e v al u ati o n crit eri a i n s oli d t u m o urs: R e vi s e d R E CI S T g ui d eli n e ( v er si o n 1. 1) ” E U R O P E A N J O U R N A L O F 
C A N C E R  4 5 ( 2 0 0 9) 2 2 8 –  2 4 7  
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A P P E N DI X 1.  R E P O R TI N G C O N V E N TI O N S  

 

P a g e L a y o u t: 

T h e S e cti o n 1 4 t a bl e s a n d A p p e n di x 1 6 li sti n g s s h o ul d b e i n l a n d s c a p e ori e nt ati o n b y d ef a ult.  

T h e o ut p ut i n S e cti o n 1 4 a n d A p p e n d i x 1 6 will b e i n R T F fil e f or m at  u si n g C o uri er N e w f o nt wit h 8 
p oi nt si z e.  

 

St ati sti c al c o n v e nti o n s : 

T h e p ati e nt p er c e nt a g e s ( %)  s h o ul d b e r o u n d e d t o o n e d e ci m al pl a c e.  

P er c e nt a g e s f or v al u e s i n t h e t a bl e s t h at ar e l e s s t h a n <  0. 1 s h o ul d b e pr e s e nt e d a s “ < 0. 1”.  

If “ %” i s p art of t h e c ol u m n h e a di n g, d o n ot r e p e at t h e “ %” si g n i n t h e b o d y of t h e t a bl e.  

If a v al u e i s z er o ( 0), t h e n d o n ot u s e 0 % a n d l e a v e t h e c orr e s p o n di n g p er c e nt a g e bl a n k. 

T h e f or m at f or r a n g e s h o ul d al w a y s b e “ Mi n, M a x”.  

If t h er e ar e mi s si n g d at a, t he n a mi s si n g r o w will b e a d d e d t o k e e p tr a c k of all p ati e nt s.  If t h er e ar e 
n o mi s si n g d at a, t h e n d el et e t h e mi s si n g r o w.  P er c e nt a g e s will n ot b e pr e s e nt e d o n t h e mi s si n g 
c at e g or y r o w.  

St a n d ar d D e vi ati o n s h o ul d b e a b br e vi at e d a s “ S D”, a n d St a n d ar d Err or s h o ul d b e a b br e vi at e d a s 
“ S E”; it i s pr e s e nt e d wit hi n p ar e nt h e si s n e xt t o t h e m e a n v al u e, wit h o ut a n y +/ - si g n.  T h e St a n d ar d 
D e vi ati o n or St a n d ar d Err or s h o ul d h a v e o n e a d diti o n al d e ci m al p oi nt b e y o n d t h at of t h e m e a n (f or 
e x a m pl e, if t h e m e a n h a s o n e d e ci m al p oi nt, S D/ S E s h o ul d h a v e t w o d e ci m al p oi nt s).  M e a n a n d 
m e di a n s h o ul d h a v e o n e a d diti o n al d e ci m al p oi nt b e y o n d t h at of t h e d at a b ei n g s u m m ari z e d.  

“ N” will r e pr e s e nt t h e e ntir e tr e at m e nt gr o u p, w hil e “ n” will r e pr e s e nt a s u b s et of t h e tr e at m e nt 
gr o u p.  F or t a bl e s wit h p o p ul ati o n d e si g n at e d a s a r o w h e a di n g, “ N” s h o ul d b e u s e d (i. e. t a bl e s 
w h er e all t h e p arti ci p a nt d at a i s n ot a v ail a bl e f or e v er y v ari a bl e wit hi n a tr e at m e nt gr o u p).  A s a 
g ui d eli n e, if t h e n u m b er i s u s e d i n d e n o mi n at or t h at it s h o ul d b e pr e s e nt e d a s “ N”.  If t h e n u m b er i s 
u s e d i n n u m er at or it s h o ul d b e pr e s e nt e d a s “ n”.  

P -v al u e s will b e pr e s e nt e d wit h 4 d e ci m al s.  

  

C CI
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A P P E N DI X 3.  C T C A E  G R A DI N G F O R N U M E RI C L A B V A L U E S  

Fr o m  

htt p s:// ct e p. c a n c er. g o v/ pr ot o c ol D e v el o p m e nt/ el e ctr o ni c _ a p pli c ati o n s/ d o c s/ C T C A E _ v 5 _ Q ui c k _ R ef er e n c
e _ 5 x 7. p df  

 

 

C CI
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P a r a m et e r  G r a d e 1  G r a d e 2  G r a d e 3  G r a d e 4  

H e m o gl o bi n 
d e cr e as e d  

6. 2 m m ol/ L - 

< L L N  

4. 9  m m ol/ L -  

< 6. 2 m m ol/ L  

< 4. 9 m m ol/ L   

H e m o gl o bi n i n cr e as e  ↑ i n > 0 –  2 g/ d L 
a b o v e U L N  

or > B L if 
B L > U L N  

↑ i n > 2 –  4 g/ d L 
a b o v e U L N  

or > B L if 
B L >( U L N + 2)  

↑ i n > 4 g/ d L 
a b o v e U L N  

or > B L if 
B L >( U L N + 4)  

 

L y m p h o c yt e d e cr e as e  0. 8 x 1 0 9 / L –  

< L L N  

0. 5 x 1 0 9 / L  –  

< 0. 8 x 1 0 9 / L 

0. 2 x 1 0 9 / L  –  

< 0. 5 x 1 0 9 / L 

< 0. 2 x 1 0 9 / L   

N e utr o p hil s d e cr e as e  1. 5 x 1 0 9 / L –  

< L L N  

1. 0 x 1 0 9 / L  –  

< 1. 5 x 1 0 9 / L 

0. 5 x 1 0 9 / L  –  

< 1. 0 x 1 0 9 / L 

< 0. 5 x 1 0 9 / L   

Pl at el et s d e cr e as e  7 5. 0 x 1 0 9 / L –  

< L L N  

5 0. 0 x 1 0 9 / L –  

< 7 5. 0 x 1 0 9 / L 

2 5. 0 x 1 0 9 / L –  

< 5 0. 0 x 1 0 9 / L 

< 2 5. 0 x 1 0 9 / L 

W B C d e cr e as e  3. 0 x 1 0 9 / L –  

< L L N  

2. 0 x 1 0 9 / L –  

< 3. 0 x 1 0 9 / L 

1. 0 x 1 0 9 / L –  

< 2. 0 x 1 0 9 / L 

< 1. 0 x 1 0 9 / L 

A L T  > 1 U L N –   

3 x U L N  if 
b as eli n e  w as 
n or m al; 1. 5 –  
3. 0 x b as eli n e  if 
b as eli n e  w as 
a b n or m al  

> 3. 0 U L N –   

5. 0 x U L N if 
b as eli n e w as 
n or m al; 3. 0 –  
5. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 5. 0 U L N –   

2 0. 0 x U L N if 
b as eli n e w as 
n or m al; 5. 0 –  
2 0. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 2 0 x U L N  if 
b as eli n e  w as 
n or m al; 
> 2 0. 0 x b as eli n e if 
b as eli n e  w as 
a b n or m al  

Al k ali n e P h os p h at as e  > 1 U L N –   

2. 5 x U L N  if 
b as eli n e  w as 
n or m al; 2. 0 –  
2. 5 x b as eli n e  if 
b as eli n e  w as 
a b n or m al  

> 2. 5 U L N –   

5. 0 x U L N if 
b as eli n e w as 
n or m al; 2. 5 –  
5. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 5. 0 U L N –   

2 0. 0 x U L N if 
b as eli n e w as 
n or m al; 5. 0 –  
2 0. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 2 0 x U L N  if 
b as eli n e  w as 
n or m al; 
> 2 0. 0 x b as eli n e if 
b as eli n e  w as 
a b n or m al  
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P a r a m et e r  G r a d e 1  G r a d e 2  G r a d e 3  G r a d e 4  

A S T  > 1 U L N –   

3 x U L N  if 
b as eli n e  w as 
n or m a l; 1. 5 –  
3. 0 x b as eli n e  if 
b as eli n e  w as 
a b n or m al  

> 3. 0 U L N –   

5. 0 x U L N if 
b as eli n e w as 
n or m al; 3. 0 –  
5. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 5. 0 U L N –   

2 0. 0 x U L N if 
b as eli n e w as 
n or m al; 5. 0 –  
2 0. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 2 0 x U L N  if 
b as eli n e  w as 
n or m al;  
> 2 0. 0 x b as eli n e if 
b as eli n e  w as 
a b n or m al  

T ot al Bilir u bi n  > 1 U L N –   

1. 5 x U L N  if 
b as eli n e  w as 
n or m al; > 1. 0 –  
1. 5 x b as eli n e  if 
b as eli n e  w as 
a b n or m al  

> 1. 5 U L N –   

3. 0 x U L N if 
b as eli n e w as 
n or m al; 1. 5 –  
3. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 3. 0 U L N –   

1 0. 0 x U L N if  
b as eli n e w as 
n or m al; 3. 0 –  
1 0. 0 x b as eli n e if 
b as eli n e w as 
a b n or m al  

> 1 0 x U L N  if 
b as eli n e  w as 
n or m al; 
> 1 0. 0 x b as eli n e if 
b as eli n e  w as 
a b n or m al  

Cr e ati ni n e  > 1 x B L –  

1. 5 x B L or  

> 1 x U L N –  

1. 5 x U L N  

> 1. 5 x B L –  

3 x B L or  

> 1. 5 x U L N –  

3 x U L N  

> 3 x B L –  

6 x B L or  

> 3 x U L N –  

6 x U L N  

> 6 x B L or  

> 6 x U L N  

C al ci u m i n cr e as e  > U L N –  

< 2. 9 m m ol/ L  

> 2. 9 m m ol/ L –  

3. 1 m m ol/ L  

> 3. 1 m m ol/ L –  

3. 4 m m ol/ L  

> 3. 4 m m ol/ L  

C al ci u m d e cr e as e  2. 0 m m ol/ L –  

< L L N  

1. 7 5 m m ol/ L –   

< 2. 0 m m ol/ L  

1. 5 m m ol/ L –  

< 1. 7 5 m m ol/ L  

< 1. 5 m m ol/ L  

Al b u mi n  3 g/ d L - < L L N  2 g/ d L - < 3 g/ d L  < 2 g/ d L   

M a g n esi u m d e cr e as e  0. 5 m m ol/ L - 
< L L N  

0. 4 m m ol/ L - 
< 0. 5 m m ol/ L  

0. 3 m m ol/ L - 
< 0. 4 m m ol/ L  

< 0. 3 m m ol/ L  

M a g n esi u m i n cr e as e  > U L N –  1. 2 3 
m m ol/ L  

 > 1. 2 3 m m ol/ L –  
3. 3 0 m m ol/ L  

> 3. 3 0 m m ol/ L  

P ot a ssi u m d e cr e as e  3. 0 m m ol/ L - 
< L L N  

 2. 5 m m ol/ L < 3. 0 
m m ol/ L  

< 2. 5 m m ol/ L  
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P a r a m et e r  G r a d e 1  G r a d e 2  G r a d e 3  G r a d e 4  

P ot a ssi u m i n cr e as e  > U L N –  5. 5 
m m ol/ L  

> 5. 5 m m ol/ L –  
6. 0 m m ol/ L  

> 6. 0 m m ol/ L –  
7. 0 m m ol/ L  

> 7. 0 m m ol/ L  

Gl u c os e  3. 0 m m ol/ L - 
< L L N  

2. 2 m m ol/ L - 
< L L N  

1. 7 m m ol/ L - 
< 2. 2 m m ol/ L  

< 1. 7 m m ol/ L  

S o di u m d e cr e as e  1 3 0 m m ol/ L - 
< L L N  

 1 2 0 m m ol/ L - 
< 1 3 0 m m ol/ L  

< 1 2 0 m m ol/ L  

S o di u m i n cr e as e  > U L N –  1 5 0 
m m ol/ L  

> 1 5 0 m m ol/ L –  
1 5 5 m m ol/ L  

> 1 5 5 m m ol/ L –  
1 6 0 m m ol/ L  

> 1 6 0 m m ol/ L  

P h os p h at e  0. 8 m m ol/ L - 
< L L U N  

0. 6 m m ol/ L - 
< 0. 8 m m ol/ L  

0. 3 m m ol/ L - 
< 0. 6 m m ol/ L  

< 0. 3 m m ol/ L  

Uri c A ci d  > U L N –  0. 5 9 
m m ol/ L  

 > 0. 5 9 m m ol/ L   
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A P P E N DI X  4:  E O R T C  Q L Q -C 3 0  
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T a bl e 7 . E O R T C Q L Q-C 3 0 S c ori n g G ui d e ( F a y e r s et al 2 0 0 1)  

 A b br e vi ati o n  
N u m b er of 
it e m s 

It e m 
r a n g e * 

V ersi o n 3. 0 
It e m 
n u m b ers  

Gl o b al h e alt h st at u s / Q o L      

Gl o b al h e alt h st at u s/ Q o L (r e vi s e d) †  Q L 2  2  6  2 9, 3 0  

F u n cti o n al d o m ai n s      

P h y si c al f u n cti o ni n g (r e vi s e d) †  P F 2  5  3  1 t o 5  

R ol e f u n cti o ni n g (r e vi s e d) †  R F 2  2  3  6, 7  

E m oti o n al f u n cti o ni n g  E F  4  3  2 1 t o 2 4  

C o g niti v e f u n cti o ni n g  C F  2  3  2 0, 2 5  

S o ci al f u n cti o ni n g  S F  2  3  2 6, 2 7  

S y m pt o m d o m ai n s / it e m s      

F ati g u e  F A  3  3  1 0, 1 2, 1 8  

N a u s e a a n d v o miti n g  N V  2  3  1 4, 1 5  

P ai n  P A  2  3  9, 1 9  

D y s p n e a  D Y  1  3  8  

I n s o m ni a S L  1  3  1 1  

A p p etit e l o s s  A P  1  3  1 3  

C o n sti p ati o n  C O  1  3  1 6  

Di arr h e a  DI  1  3  1 7  

Fi n a n ci al diffi c ulti es  FI  1  3  2 8  

* It e m r a n g e i s t h e diff er e n c e b et w e e n t h e p o s si bl e m a xi m u m a n d t h e mi ni m u m r e s p o n s e t o 
i n di vi d u al it e m s; m o st it e m s t a k e v al u e s fr o m 1 t o 4, gi vi n g r a n g e = 3.  
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S c ori n g al g orit h m  

T h e E O R T C -Q L Q -C 3 0 i s c o m p o s e d of b ot h m ulti -it e m d o m ai n s a n d si n gl e-it e m m e a s ur e s. T h e s e 
i n cl u d e fi v e f u n cti o n al d o m ai n s, t hr e e s y m pt o m d o m ai n s, a gl o b al h e alt h st at u s / Q o L d o m ai n, a n d 
si x si n gl e it e m s. E a c h of t h e m ulti -it e m d o m ai n s i n cl u d e s a diff er e nt s et of it e m s - n o it e m o c c ur s 
i n m or e t h a n o n e d o m ai n. 

T h e pri n ci pl e f or s c ori n g t h e s e d o m ai n s i s t h e s a m e i n all c a s e s:  

1. E sti m at e t h e a v er a g e of t h e it e m s t h at c o ntri b ut e t o t h e d o m ai n; t hi s i s t h e r a w s c or e.  

2. U s e a li n e ar tr a n sf or m ati o n t o st a n d ar di z e t h e r a w s c or e, s o t h at s c or e s r a n g e fr o m 0 t o 1 0 0; a 
hi g h er s c or e r e pr e s e nt s a hi g h er (" b ett er") l e v el of f u n cti o ni n g, or a hi g h er (" w or s e") l e v el of 
s y m pt o m s.  

T h e t e c h ni c al d et ail s ar e pr o vi d e d b el o w.  

If it e ms I 1 , I2 , ... In  ar e i n cl u d e d i n a d o m ai n, t h e pr o c e d ur e i s a s f oll o w s:  

C al c ul at e t h e r a w s c or e ( R S) a s f oll o w s: R S =( I 1 +I 2 + ... +I n )/ n 

A p pl y t h e li n e ar tr a n sf or m ati o n a s f oll o w s:  

F u n cti o n al d o m ai n s: D o m ai n s c or e = 1 –  (( R S − 1)/r a n g e) × 1 0 0 

S y m pt o m d o m ai n s /  it e m s: D o m ai n s c or e = ( R S − 1)/r a n g e × 1 0 0 

Gl o b al h e alt h st at u s/ Q o L: D o m ai n s c or e = ( R S − 1)/r a n g e × 1 0 0  

w h er e R a n g e i s t h e diff er e n c e b et w e e n t h e m a xi m u m p o s si bl e v al u e of R S a n d t h e mi ni m u m 
p o s si bl e v al u e. T h e E O R T C -Q L Q -C 3 0 h a s b e e n d e si g n e d s o t h at all it e m s  i n a n y d o m ai n t a k e t h e 
s a m e r a n g e of v al u e s. T h er ef or e, t h e r a n g e of R S e q u al s t h e r a n g e of t h e it e m v al u e s ( s e e  Err or! 
R ef er e n c e s o ur c e n ot f o u n d.  P R O V ari a bl e s  ).  

If at l e a st h alf t h e c o m p o n e nt s of a d o m ai n ar e pr e s e nt, t h e n t h e d o m ai n s c or e will b e c al c ul at e d 
u si n g t h e a v er a g e of all it e m s a n s w er e d a s t h e r a w s c or e; ot h er wi s e t h e s c or e will b e s et t o 
mi s si n g. F or si n gl e m e a s ur e s, it t h e it e m i s mi s si n g t h e d o m ai n s c or e i s s et  t o mi s si n g.  
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A P P E N DI X  5:  E O R T C  Q L Q -L C 1 3  
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T a bl e 8 . E O R T C-Q L Q -L C 1 3 L u n g C a n c er M o d ul e S c ori n g G ui d e  

 D o m ai n  
N u m b er of 
it e m s It e m r a n g e * It e m n u m b er s 

S y m pt o m d o m ai n s / it e m s   
D y s p n e a †  L C D Y  3  3  3 3, 3 4, 3 5  

C o u g hi n g  L C C O  1  3  3 1  

H e m o pt y si s  L C H A  1  3  3 2  

S or e m o ut h  L C S M  1  3  3 6  

D y s p h a gi a  L C D S  1  3  3 7  

P eri p h er al n e ur o p at h y  L C P N  1  3  3 8  

Al o p e ci a  L C H R  1  3  3 9  

P ai n i n c h est  L C P C  1  3  4 0  

P ai n i n ar m or s h o ul d er  L C P A  1  3  4 1  

P ai n i n ot h er p arts  L C P O  1  3  4 2  

* “It e m r a n g e ” i s t h e diff er e n c e b et w e e n t h e p o s si bl e m a xi m u m a n d t h e mi ni m u m r e s p o n s e t o i n di vi d u al it e ms.  

† T h e d y s p n e a d o m ai n s h o ul d o nl y b e u s e d if all t hr e e it e ms h a v e b e e n a n s w er e d. S o m e r es p o n d e nts i g n or e 
q u esti o n 3 5 b e c a u s e t h e y n e v er cli m b st airs; i n t his c a s e, t h e s c or e f or t h e d y s p n e a d o m ai n w o ul d b e bi as e d if it 
w er e b as e d u p o n t h e ot h er t w o it e m s. H e n c e if it e m 3 5 i s mis si n g t h e n it e ms 3 3 a n d 3 4 s h o ul d b e u s e d a s si n gl e -
it e m m e as ur es. 

I n a d diti o n, a n e w d o m ai n will b e c al c ul at e d, D y s p n e a Alt er n at e ( L C D Y A L T) w hi c h c o m bi n es t h e t hr e e E O R T C-
Q L Q -L C 1 3 it e ms a n d t h e It e m 8 fr o m E O R T C-Q L Q -C 3 0:  

L C D Y A L T = {[( Q 8 + Q 3 3 + Q 3 4 + Q 3 5)/ 4] -1}/ 3 * 1 0 0  

T h e s c ori n g a p pr o a c h f or t h e E O R T C -Q L Q -L C 1 3 i s i d e nti c al t o t h at f or t h e s y m pt o m d o m ai n s / si n gl e it e ms of t h e 
E O R T C -Q L Q -C 3 0. A r a w s c or e is c al c ul at e d a s t h e a v er a g e of t h e it e m s t h at c o ntri b ut e t o t h e d o m ai n a n d n e xt a 
li n e ar tr a n sf or m ati o n is u s e d t o st a n d ar di z e t h e r a w s c or e ( R S), s o t h at s c or es r a n g e fr o m 0 t o 1 0 0. T h e li n e ar 
tr a n sf or m ati o n i s a s f oll o ws: 

D o m ai n s c or e = ( R S − 1)/r a n g e × 1 0 0  

w h er e R S =r a w s c or e a n d r a n g e = 3 ( s e e T a bl e 8 ). 

If at l e ast h alf t h e c o m p o n e nts of a d o m ai n ar e pr e s e nt, t h e n t h e d o m ai n s c or e will b e c al c ul at e d u si n g t h e 
a v er a g e of all it e ms a n s w er e d a s t h e r a w s c or e; ot h er wi s e t h e s c or e will b e s et t o mi s si n g. F or si n gl e m e a s ur e s, it 
t h e it e m i s mi ssi n g t h e d o m ai n s c or e is s et t o mis si n g.   
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A P P E N DI X  6 : C O N FI R M E D B E S T O V E R A L L R E S P O N S E  
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