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1. STUDY OBJECTIVES 
The primary objective of the trial was to compare the overall survival of the i.v. vinflunine in 

combination with methotrexate versus methotrexate alone in incurable recurrent/metastatic squamous 

cell carcinoma of the head and neck (SCCHN) patients who have failed platinum-based 

chemotherapy. 

The results of the 2nd interim analysis (August 2015) of efficacy have led the IDMC to recommend the 
implementation of a futility analysis of overall survival which is the primary endpoint of study 309. This 
futility analysis was carried out by IDDI, a CRO expert in biostatistics, independently from the sponsor 
and the results reviewed by the IDMC. 
 
The results of the futility analysis showed that the probability to demonstrate a significant benefit of 
overall survival at the time of the final analysis is very low. 
 
As a consequence, Pierre Fabre has decided to stop the recruitment of study patients on 16th October 
2015. 

This SAP is aimed to adapt the statistical analysis according to the protocol amendment 11. 

2. STUDY DESIGN 
This multicentre, open-label, randomized, Phase III study will enrol 530 patients with SCCHN who 

have failed platinum-based chemotherapy. Patients will be randomised in a 1:1 ratio to receive i.v. 

vinflunine plus methotrexate (arm A) or methotrexate alone (arm B). 

Randomisation will be stratified according to a minimisation procedure (Pocock SJ, 1975): 

- WHO performance status (0 versus 1) 

- Refractory or resistant to platinum versus other 

- Prior radiotherapy (yes versus no) 

- Prior treatment with any anti-EGFR medication (yes versus no)  

- Center 

Patients will be randomised to receive: 

- Arm A : i.v. vinflunine 280 mg/m² on day 1 and methotrexate 30 mg/m2 on days 1 and 8 every 3 

weeks. 

- Arm B : methotrexate 40 mg/m2/week. 

Overall survival (OS) will be the primary endpoint of the study. The final analysis will require at least 

437 deaths. The study has been powered at 90% to show an improvement of survival from 5.5 months 

in the control arm to 7.5 months in the test arm. 

Throughout the study, patients will be closely monitored for safety evaluation and will be assessed for 

tumour response every 6 weeks. Patients will receive at least 2 cycles unless they experienced 

unacceptable toxicity or early disease progression. Patients who respond or have stable disease will 
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r e c ei v e 2 a d diti o n al c y cl e s a n d will b e r e e v al u at e d f or t u m o ur r e s p o n s e. P ati e nt s wit h pr o gr e s si v e 

d is e a s e will b e r e m o v e d w hil e p ati e nt s w h o r e s p o n d or h a v e st a bl e di s e a s e m a y c o nti n u e st u d y 

tr e at m e nt u ntil di s e a s e pr o gr e s si o n.  

3. S A M P L E SI Z E  

T h e pri m ar y o bj e cti v e of t h e st u d y w a s t o s h o w t h at t h e vi nfl u ni n e pl u s m et h otr e x at e ( ar m A) i s 

s u p eri or t o m et h otr e x at e al o n e ( ar m B) i n t er m s of o v er all s ur vi v al. T h e fi n al a n al y si s will r e q uir e at 

l e a st 4 3 7 d e at h s; t hi s i s t h e n u m b er of e v e nt s n e e d e d f or a t w o si d e d, l o g-r a n k t e st at a n al p h a = 0. 0 5 

si g nifi c a n c e l e v el t o h a v e 9 0 % p o w er t o s h o w a st ati sti c all y si g nifi c a nt diff er e n c e w h e n t h e tr u e h a z ar d 

r ati o i s 0. 7 3 3 (i. e., w h e n t h e m e di a n O S i n t h e vi nfl u ni n e ar m i s 7. 5 m o nt h s a n d t h e m e di a n O S i n t h e 

c o ntr ol ar m i s 5. 5 m o nt h s). A n e x p e ct e d t ot al n u m b er of 5 3 0 p ati e nt s w a s pl a n n e d. It w a s e sti m at e d 

t h at t h e st u d y will t a k e a p pr o xi m at el y 1 9 m o nt h s t o a c cr u e a n d t h e O S a n al y si s i s e x p e ct e d t o b e 

p erf or m e d t e n m o nt h s f oll o wi n g t h e l a st p ati e nt a c cr u e d. T h e a nti ci p at e d l o st t o f oll o w- u p i s e sti m at e d 

t o b e 5 %. 

F oll o wi n g t h e d e ci si o n t o st o p t h e r e cr uit m e nt: 

•   T h e st ati sti c al a n al y si s will a ct u all y b e c o n d u ct e d o n t h e 4 5 9 r a n d o mi s e d p ati e nt s. 

•   3 2 5 e v e nt s s h o ul d b e o b s er v e d at t h e e n d of st u d y all o wi n g a p o w er of 8 0 %. 

W h at e v er t h e n u m b er of e v e nt s at t h e e n d of st u d y, t h e fi n al a n al y si s of O S ( pri m ar y a n al y si s) will b e 

p erf or m e d o n t h e I T T p o p ul ati o n. O nl y d e s cri pti v e a n al y s e s will b e p erf or m e d o n all s e c o n d ar y effi c a c y 

a n al y s e s f or I T T p o p ul ati o n. 

 

4. E F FI C A C Y P A R A M E T E R S 

T u m o ur a s s e s s m e nt will b e p erf or m e d a c c or di n g t o t h e r e vi s e d R E CI S T g ui d eli n e s v er si o n 1. 1 

(T h er a s s e P, 2 0 0 0, Ei s e n h a u er E, 2 0 0 9). A s s e s s m e nt of all l e si o n s w a s pl a n n e d t o b e c arri e d o ut at 

b a s eli n e t h e n e v er y 6 w e e k s ( +/- 3 w or ki n g d a y s) u ntil di s e a s e pr o gr e s si o n, r e g ar dl e s s of t h e ti mi n g of 

t h e tr e at m e nt c y cl e s a n d w h at e v er t h e tr e at m e nt a d mi ni st er e d.  

F or p ati e nt s w h o di s c o nti n u e d t h e st u d y tr e at m e nt b ef or e t h e o c c urr e n c e of di s e a s e pr o gr e s si o n, 

cli ni c al a n d r a di ol o gi c al a s s e s s m e nt s of all l e si o n s h a d t o b e p erf or m e d e v er y 6 w e e k s fr o m ti m e of 

r a n d o mi s ati o n u ntil di s e a s e pr o gr e s si o n i s d o c u m e nt e d, t h e n s ur vi v al i nf or m ati o n w a s c oll e ct e d 

a p pr o xi m at el y e v er y m o nt h f or t h e fir st 6 m o nt h s a n d t h e n e v er y 3 m o nt h s u ntil d e at h. 

F or p ati e nt w h o di s c o nti n u e d t h e st u d y tr e at m e nt d u e t o P D, s ur vi v al i nf or m ati o n w a s c oll e ct e d 

a p pr o xi m at el y e v er y m o nt h f or t h e fir st 6 m o nt h s a n d t h e n e v er y 3 m o nt h s u ntil d e at h. 
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A c c or di n g t o t h e pr ot o c ol a m e n d m e nt 1 1, n o f oll o w- u p vi sit will b e p erf or m e d. At t h e ti m e of t hi s 
a m e n d m e nt: 

-  p ati e nt s u n d er tr e at m e nt will st o p t h e st u d y at t h e E O T 
-  p ati e nt s u n d er f oll o w- u p will st o p i m m e di at el y 

T h e e n d of st u d y i s d efi n e d a s t h e d at e of t h e l a st st u d y tr e at m e nt pl u s 3 0 d a y s f or t h e l a st p ati e nt o n 
tr e at m e nt ( E O T of t h e l a st p ati e nt). 
 

4. 1.  P RI M A R Y E F FI C A C Y P A R A M E T E R S 

4. 1. 1. O v er all s ur vi v al 

T h e pri m ar y effi c a c y p ar a m et er i s o v er all s ur vi v al 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 at e 

o f d e at h or l a st f oll o w- u p. F or p ati e nt s w h o h a v e n ot di e d, s ur vi v al d ur ati o n will b e c e n s or e d at t h e 

d at e of l a st c o nt a ct or l a st f oll o w- u p. 

4. 2.  S E C O N D A R Y E F FI C A C Y P A R A M E T E R S 
 

T h e s e c o n d ar y effi c a c y p ar a m et er s ar e:  

•   T h e Pr o gr e s si o n- Fr e e s ur vi v al i n b ot h ar m s, 

•   T h e O bj e cti v e R e s p o n s e a n d Di s e a s e C o ntr ol r at e s i n b ot h ar m s, 

•   T h e d ur ati o n of r e s p o n s e, di s e a s e c o ntr ol a n d ti m e t o fir st r e s p o n s e i n b ot h ar m s 

4. 2. 1. Pr o gr e s si o n f r e e s ur vi v al 

Pr o gr e s si o n-fr e e s ur vi v al will b e c al c ul at e d fr o m t h e d at e of r a n d o mi s ati o n u ntil t h e d at e of pr o gr e s si o n 

o r d e at h ( w h at e v er t h e r e a s o n of d e at h). P ati e nt s l o st t o f oll o w- u p, or wit h o ut a k n o w n r e c or d of 

pr o gr e s si o n or d e at h at ti m e of a n al y si s will h a v e t h e pr o gr e s si o n-fr e e s ur vi v al c e n s or e d at t h e d at e of 

l a st t u m o ur a s s e s s m e nt or t h e d at e of l a st c o nt a ct of a f oll o w- u p s h o wi n g n o pr o gr e s si o n, w hi c h e v er 

o c c ur s l a st. 

4. 2. 2. O bj e cti v e r e s p o n s e r at e 

T h e b e st o v er all r e s p o n s e of p ati e nt s i s d efi n e d a s t h e b e st r e s p o n s e d e si g n ati o n r e c or d e d a cr o s s all 

tim e p oi nt s fr o m t h e d at e of r a n d o mi s ati o n u ntil di s e a s e pr o gr e s si o n. O v er all b e st r e s p o n s e s a s s e s s e d 

aft er t h e e n d of st u d y p eri o d (l a st a d mi ni str ati o n + 3 0 d a y s) will n ot b e r e p ort e d i n t h e r e s p o n s e r at e.  

N o c o nfir m ati o n will b e n e e d e d f o r t h e b e st o v er all r e s p o n s e.  

If a p ati e nt h a d t o e n d t h e tr e at m e nt b e c a u s e of pr o gr e s si o n b ef or e t h e fir st a s s e s s m e nt, h e/ s h e will 

b e c o n si d er e d e arl y pr o gr e s si v e a n d t h e b e st o v er all r e s p o n s e of t h e p ati e nt will b e c o n si d er e d a s 

pr o gr e s si o n.   

T h e o bj e cti v e R e s p o n s e R at e ( O R R) i s d efi n e d a s a p er c e nt a g e of c o m pl et e a n d p arti al r e s p o n s e s 

( C R a n d P R) o b s er v e d i n t h e p o p ul ati o n a n al y s e d: 
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( )
N

PRCR
ORR ∑ +

=
##

 

with:  

- # CR = number of patients whose best response is CR, 

- # PR = number of patients whose best response is PR, 

- N = number of patients qualified for efficacy analysis. 

4.2.3. Disease control rate  

Disease control rate (DCR) is defined as a percentage of best overall responses CR, PR and SD in 

the analysed population: 

( )
N

SDPRCR
DCR ∑ ++

=
###

 

with:  

- # CR = number of patients whose best response is CR, 

- # PR = number of patients whose best response is PR, 

- # SD = number of patients whose best response is SD (SD does not include non 

CR/non PD), 

- N = number of patients qualified for efficacy analysis. 

Of note, patients with only non-measurable disease at baseline assigned a best overall response of 

Non-CR/non-PD, will not be considered as stable and will not be counted as patient having disease 

control (Table 4-1). 

Table 4-1: Definitions of ORR and DCR 

Type of population 
analysed Observed number of best responses 

Measurable and/or 

non-measurable 

disease 

CR 
PR 

ORR =(CR + PR)/N 
SD 

DCR = (CR + PR + SD)/N 

Non CR/Non PD* 
PD 
NE 

Total (N) 

Measurable disease 

only 

CR 
PR 

ORR = (CR + PR)/N 
SD 

DCR = (CR + PR + SD)/N 
PD 
NE 

Total (N) 
                                 * for patients with only non measurable disease 
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4.2.4. Duration of response  

The duration of objective response will be measured for responders (CR + PR) from the time that 

measurement criteria are first met for complete or partial response (whichever status is recorded first), 

until the first date that recurrent or progressive disease is objectively documented or the date of death 

due to any cause. The duration of response of patients who are lost to follow-up or reach the time 

point of analysis without a known record of progression or death will have the duration of response 

censored at the date of last tumour assessment or last contact date of a follow-up showing no 

progression, whichever occurred last. For patients who receive a new anti-cancer treatment in the 

absence of progression, the duration of overall response will be censored at the date of first 

administration of the new anti-cancer treatment. 

Following the protocol amendment 11, the number of censored patient will be higher than expected. 

The result should be interpreted with cautiously.  

4.2.5. Duration of disease control  

The duration of disease control will be measured for patients with objective response or stable 

disease, from the date of randomisation until the date of progression or the date of death whatever the 

cause. The duration of disease control of patients who are lost to follow-up or reach the time point of 

analysis without a known record of progression or death will have the duration of disease control 

censored at the date of last tumour assessment or last contact date of a follow-up showing no 

progression, whichever occurred last. For patients who received a new anti-cancer treatment in the 

absence of progression, the duration of disease control will be censored at the date of first 

administration of this new anti-cancer treatment. 

Following the protocol amendment 11, the number of censored patient will be higher than expected. 

The result should be interpreted with cautiously.  

4.2.6. Time to treatment failure 

Time-to-treatment failure will be calculated from the date of randomisation up to the date of failure 

(progression, relapse, death or withdrawal due to adverse event, patient’s refusal to continue, lost to 

follow-up or start of new anti-cancer therapy). Patients who reach the time point of analysis without 

failure as defined above will have the time to treatment failure censored at the date of last tumour 

assessment or last contact of a follow-up not showing progression. Patients who discontinued 

treatment for other reason and who are lost to follow-up will be censored at the date of last contact. 

Following the protocol amendment 11, the number of censored patient will be higher than expected. 

The result should be interpreted with cautiously.  
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4.2.7. Time to first response 

Time to first response will be calculated among the responders (i.e. CR and PR) from the 

randomisation date up to the date of first documented CR or PR. 

Following the protocol amendment 11, the number of censored patient will be higher than expected. 

The result should be interpreted with cautiously.  

 

5. SAFETY PARAMETERS 

5.1. ADVERSE EVENTS 

Each patient will be assessed for occurrence of adverse events. The CTCAE version 3.0 (publish date 

9 Aug 2006) will be used. Adverse events not classified by the CTCAE will also be reported and 

graded according to their severity: mild (grade 1), moderate (grade 2), severe (grade 3), life-

threatening or disabling (grade 4), sudden death (grade 5), not applicable in case of progression or 

adverse event not gradable according to CTCAE and leading to dose modification (NA). 

Treatment Emergent Adverse Events (TEAE) will be considered for analysis of adverse events. A 

TEAE is defined as any event that first occurred during the treatment period (i.e. from first drug 

administration date up to last administration date + 30 days) or that “worsened” during that study 

period. The definition of “worsening” is described below: 

- Any increase in the grade (according to CTCAE) compared to baseline sign or 

symptom, or 

- Any sign or symptom becoming serious during the study period, or 

- Any sign or symptom requiring a modification of the study drug administration, or 

- Any sign or symptom becoming possibly, probably or definitely related to the study drug 

An adverse event that meets one of the criteria described above will be considered as TEAE and 

reported in the analyses for the reminder of the study, even if the TEAE downgrades to baseline 

situation. 

Baseline situation of the pre-treatment adverse events will be determined by using: 

- the worst grade of the adverse events during the pre-study period (within 2 weeks prior 

to treatment),  

- the seriousness of the event during the pre-study period, 
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T hi s sit u ati o n will b e u s e d a s c o m p ar at or t o d et er mi n e w h et h er a n e xi sti n g a d v er s e e v e nt d uri n g st u d y 

p e ri o d b e c o m e s tr e at m e nt- e m er g e nt. 

T h e a d v er s e e v e nt s will b e cl a s sifi 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 e s ( M e d D R A). 

T h e i m pl e m e nt ati o n of t hi s i nt er n ati o n al t er mi n ol o g y i n t h e Or a cl e Cli ni c al   d at a b a s e will b e p erf or m e d 

u s i n g t h e a v ail a bl e v er si o n of M e d D R A ( V er si o n 1 9. 0). E a c h d e s cri pti o n of t h e t o xi cit y ( v er b ati m) will 

b e a s s o ci at e d wit h t h e fi v e f oll o wi n g it e m s: 

-  S y st e m Or g a n Cl a s s ( S O C), 

-  Hi g h L e v el Gr o u p T er m ( H L G T), 

-  Hi g h L e v el T er m ( H L T), 

-  Pr ef err e d T er m ( P T), 

-  L o w e st L e v el T er m ( L L T). 

T w o s et s of e v e nt s will b e c o n si d er e d:  

   all a d v er s e e v e nt s r e g ar dl e s s of r el ati o n s hi p t o tr e at m e nt, 

   t h e a d v er s e e v e nt s t h at ar e p o s si bl y, pr o b a bl y or d efi nit el y r el at e d t o tr e at m e nt,  

Of n ot e, if t h e c a u s alit y i s mi s si n g , t h e A E will b e c o n si d er e d a s r el at e d  t o st u d y tr e at m e nt 

A p ati e nt will b e e v al u a bl e f or n o n- h a e m at ol o gi c al t o xi cit y if at l e a st o n e dr o p of a n y tr e at m e nt w a s 

gi v e n a n d t h e t o xi cit y h a s b e e n a s s e s s e d b y t h e i n v e sti g at or. T h e p ati e nt will b e a n al y s e d i n t h e 

tr e at m e nt ar m h e/ s h e w a s eff e cti v el y tr e at e d. 

5. 1. 1. A d v er s e E v e nt s Of S p e ci al I nt er e st 

A d v er s e E v e nt s Of S p e ci al I nt er e st ( A E O SI) will b e pr e s e nt e d t o f a cilit at e m o nit ori n g of t h e f oll o wi n g 

M e d D R A pr ef err e d t er m s or Hi g h e st L e v el T er m s of s p e ci al i nt er e st: M y el o s u pr e s si o n, F e bril e 

N e utr o p e ni a, I nf e cti o n s wit h s e v er e n e utr o p e ni a: cli ni c all y r el e v a nt I nf e cti o n s ( p ot e nti al b a ct eri al 

ori gi n), C o n sti p ati o n, Il e u s, I nt e sti n al o b str u cti o n, A b d o mi n al p ai n, N a u s e a, V o miti n g, St o m atiti s / 

M u c o siti s, Di arr h o e a, M y o c ar di al i nf ar cti o n/ I s c h e mi a, C ar di a c arr h yt h mi a s, C ar di a c c o n d u cti o n 

di s or d er s, L o c al i nj e cti o n/i nf u si o n sit e r e a cti o n s, E xtr a v a s ati o n, P eri p h er al s e n s or y n e ur o p at h y, 

P eri p h er al m ot or n e ur o p at h y, A ut o n o mi c n e ur o p at h y, A st h e ni a/f ati g u e, M y al gi a, I m m e di at e 

h y p er s e n siti vit y, SI A D H, P R E S, H e p ati c d y sf u n cti o n,. 

 

A E O SI will b e pr o gr a m m ati c all y d et er mi n e d fr o m a pr e d efi n e d li st pr e s e nt e d i n a p p e n di x 3. 

5. 1. 2. S eri o u s A d v er s e E v e nt 

A s eri o u s a d v er s e e v e nt ( S A E) i n cl u d e s, b ut i s n ot n e c e s s aril y r e stri ct e d t o, a n y e v e nt w hi c h:  

•  R e s ult s i n d e at h ( w h at e v er m a y b e t h e c a u s e), 

•  I s lif e-t hr e at e ni n g, 

•  R e s ult s i n p er si st e nt or si g nifi c a nt di s a bilit y/i n c a p a cit y, 

•  R e q uir e s p ati e nt h o s pit ali s ati o n or pr ol o n g ati o n of e xi sti n g h o s pit ali s ati o n, 
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•  I s a c o n g e nit al a n o m al y or birt h d ef e ct, 

•  Ot h er e v e nt s i n cl u di n g c a n c er, o v er d o s a g e, pr e g n a n c y a n d a n y a d diti o n al a d v er s e e x p eri e n c e 

or a b n or m al l a b or at or y v al u e s o c c urri n g d uri n g t h e st u d y p eri o d d efi n e d b y t h e pr ot o c ol a s 

s eri o u s or w hi c h t h e i n v e sti g at or c o n si d er s si g nifi c a nt e n o u g h or t h at s u g g e st s a si g nifi c a nt 

h a z ar d, c o ntr ai n di c ati o n s, si d e eff e ct or pr e c a uti o n will b e h a n dl e d a s a s eri o u s a d v er s e e v e nt. 

 

A n y o v er d o s a g e m e eti n g s eri o u s n e s s crit eri a s h o ul d b e r e p ort e d a s a S A E. 

A n y pr e g n a n c y o c c urri n g aft er p ati e nt e x p o s ur e t o st u d y dr u g( s), s h o ul d b e r e p ort e d o n t h e S A E 

n otifi c ati o n f or m. 

All d e at h s o c c urri n g w hil e t h e p ati e nt i s o n st u d y i n cl u di n g d e at h s d u e t o di s e a s e pr o gr e s si o n a n d 

d e at h s wit hi n 3 0 d a y s of l a st a d mi ni str ati o n of st u d y dr u g s h o ul d b e n otifi e d a s S A E. 

5. 2.  F E B RI L E N E U T R O P E NI A 

A c c or di n g t o C T C A E v er si o n 3. 0, f e bril e n e utr o p e ni a ( F N) i s d efi n e d a s A N C < 1. 0 x 1 0 9 / L a n d f e v er 

≥  3 8. 5 ° C  of u n k n o w n ori gi n wit h o ut cli ni c all y or mi cr o bi ol o gi c all y d o c u m e nt e d i nf e cti o n. 

5. 3.  H A E M A T O L O GI C A L P A R A M E T E R S 

H a e m at ol o gi c al t o xi cit y will b e a s s e s s e d b y l a b or at or y i n v e sti g ati o n s of h a e m o gl o bi n, W B C, A N C a n d 

pl at el et s. Gr a d e s will b e c al c ul at e d a c c or di n g t o C T C A E v er si o n 3. 0. 

A c y cl e will b e e v al u a bl e f or h a e m at ol o gi c al t o xi cit y a n al y si s if t h e f oll o wi n g crit eri a ar e f ulfill e d: 

   At l e a st o n e dr o p of a n y tr e at m e nt, 

   At l e a st o n e bl o o d c ell c o u nt b et w e e n D a y 2 a n d D a y 1 of n e xt c y cl e or e n d of tr e at m e nt p eri o d 
f or t h e l a st a d mi ni st er e d c y cl e, 

   At l e a st o n e of t h e f o ur h a e m at ol o gi c al p ar a m et er s a n al y s e d h a s b e e n m e a s ur e d. 

A p ati e nt i s e v al u a bl e f or h a e m at ol o gi c al t o xi cit y a n al y si s if at l e a st o n e c y cl e i s e v al u a bl e. 

5. 4.  BI O C H E MI C A L P A R A M E T E R S 

Bi o c h e mi c al t o xi cit y will b e a s s e s s e d b y l a b or at or y i n v e sti g ati o n s of li v er f u n cti o n t e st s (i. e. t ot al 

bi lir u bi n, al k ali n e p h o s p h at a s e, A S T, A L T), r e n al f u n cti o n t e st s ( cr e ati ni n e a n d c al c ul at e d ( C o c kr oft-

G a ult f or m ul a) cr e ati ni n e cl e ar a n c e) a n d gl u c o s e, t ot al pr ot ei n s, al b u mi n, ur e a, s o di u m, p ot a s si u m, 

c al ci u m, bi c ar b o n at e, m a g n e si u m, c hl ori d e. Gr a d e s will b e c al c ul at e d a c c or di n g t o t h e C T C A E v er si o n 

3. 0. 

A c y cl e will b e e v al u a bl e f or bi o c h e mi c al t o xi cit y a n al y si s if t h e f oll o wi n g crit eri a ar e f ulfill e d: 

   At l e a st o n e dr o p of a n y tr e at m e nt h a s b e e n a d mi ni st er e d, 
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  At l e a st o n e bi o c h e mi str y t e st  b et w e e n D a y 2 a n d D a y 1 of n e xt c y cl e or e n d of tr e at m e nt p eri o d 
f or t h e l a st a d mi ni st er e d c y cl e, 

   At l e a st o n e of t h e si xt e e n bi o c h e mi c al p ar a m et er s a n al y s e d h a s b e e n m e a s ur e d. 

 

A p ati e nt will b e e v al u a bl e f or bi o c h e mi c al t o xi cit y a n al y si s if at l e a st o n e c y cl e i s e v al u a bl e. 

I n a d diti o n, A S T, A L T a n d bilir u bi n will b e a n al y s e d a c c or di n g t o t h e pr e s e n c e or n ot of li v er l e si o n s at 

b a s eli n e i n or d er t o a s s e s s t h e r el ati o n s hi p b et w e e n li v er m et a st a si s a n d w or st gr a d e d uri n g st u d y. 

T h e s a m e a n al y si s will b e d o n e f or al k ali n e p h o s p h at a s e a c c or di n g t o t h e pr e s e n c e or n ot of 

li v er/ b o n e m et a st a s e s. 

6. O T H E R P A R A M E T E R S 

6. 1.  C O N C O MI T A N T M E DI C A TI O N S 

I n t h e s a m e w a y a s t h e a d v er s e e v e nt s, c o n c o mit a nt m e di c ati o n s will b e c o d e d u si n g t h e s p e cifi c 

in t er n ati o n al t er mi n ol o g y W H O- Dr u g Di cti o n ar y v er si o n 2 0 1 1, Q 2. 

6. 2.  Q U A LI T Y O F LI F E P A R A M E T E R S  

T h e E ur o p e a n Or g a ni s ati o n f or R e s e ar c h a n d Tr e at m e nt of C a n c er ( E O R T C) s c or e q u e sti o n n air e 

( QL Q- C 3 0) will b e a n al y s e d a s w ell a s t h e Q L Q- H e a d a n d N e c k 3 5 E O R T C m o d ul e, t o m e a s ur e t h e 

h e alt h-r el at e d q u alit y of lif e.  

T h e Q L Q- C 3 0 a n d t h e Q L Q- H e a d a n d N e c k 3 5 E O R T C m o d ul e will b e c o m pl et e d pri or t o 

r a n d o mi z ati o n, e v er y 6 w e e k s a n d at t h e e n d of tr e at m e nt e v al u ati o n. 

 E 0  Q o L                 E 1  Q o L                   E 2  Q o L                     E n  Q o L  

 

        W1           W 4         W7         W1 0        W1 3    W1 6        W6 n + 1       E n d of St u d y E v al u ati o n 

 I I I I I I I I I I I I I I I I I I       I   

         

R a n d o mi s ati o n 

H e alt h-r el at e d q u alit y of lif e p ar a m et er s will b e t h e fift e e n s c al e s t h at c a n b e d eri v e d fr o m t h e 3 0 

q u e sti o n s of t h e E O R T C Q L Q- C 3 0 q u e sti o n n air e: 

−  A gl o b al h e alt h-r el at e d q u alit y of lif e s c al e, 

−  Fi v e f u n cti o n al s c al e s: p h y si c al, r ol e, c o g niti v e, e m oti o n al, s o ci al, 

−  Ni n e s y m pt o m s c al e s: n a u s e a a n d v o miti n g, p ai n, f ati g u e, d y s p n o e a, i n s o m ni a, a p p etit e 

l o s s, c o n sti p ati o n, di arr h o e a, fi n a n ci al diffi c ulti e s. 

Of n ot e, a hi g h er v al u e i n f u n cti o n al s c al e s will r efl e ct a b ett er l e v el of f u n cti o n, b ut f or “ s y m pt o m s” 

s c al e s a hi g h er v al u e will r e v e al a d et eri or ati o n of t h e c o n diti o n. 
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E a c h s c al e i n t h e E O R T C Q L Q- C 3 0 q u e sti o n n air e will b e s c or e d ( 0 t o 1 0 0) a c c or di n g t o t h e E O R T C 

re c o m m e n d ati o n s i n t h e E O R T C Q L Q- C 3 0 S c ori n g M a n u al. T h e s c ori n g m et h o d i s s u m m ari z e d 

b el o w. I n t hi s s u m m ar y Qi r ef er s t o t h e i t h q u e sti o n o n t h e  E O R T C Q L Q- C 3 0. 

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

   P h y si c al f u n cti o ni n g:  ( 1 - (( Q 1 + Q 2 + Q 3 + Q 4 + Q 5)/ 5 - 1)/ 3) * 1 0 0 

   R ol e f u n cti o ni n g:   ( 1 - (( Q 6 + Q 7)/ 2- 1)/ 3) * 1 0 0 

   E m oti o n al f u n cti o ni n g:  ( 1 - (( Q 2 1 + Q 2 2 + Q 2 3 + Q 2 4)/ 4- 1)/ 3) * 1 0 0 

   C o g niti v e f u n cti o ni n g:  ( 1 - (( Q 2 0 + Q 2 5)/ 2- 1)/ 3) * 1 0 0 

   S o ci al f u n cti o ni n g:  ( 1 - (( Q 2 6 + Q 2 7)/ 2- 1)/ 3) * 1 0 0 

Gl o b al h e alt h st at u s: 

   Gl o b al h e alt h st at u s/ Q O L: (( Q 2 9 + Q 3 0)/ 2- 1)/ 6 * 1 0 0 

S y m pt o m s c al e s/It e m s: 

   F ati g u e:     (( Q 1 0 + Q 1 2 + Q 1 8)/ 3- 1)/ 3 * 1 0 0 

   N a u s e a a n d v o miti n g:  (( Q 1 4 + Q 1 5)/ 2- 1)/ 3 * 1 0 0 

   P ai n:      (( Q 9 + Q 1 9)/ 2- 1)/ 3 * 1 0 0 

   D y s p n o e a:    (( Q 8- 1)/ 3 * 1 0 0 

   I n s o m ni a:     ( Q 1 1- 1)/ 3 * 1 0 0 

   A p p etit e l o s s:    ( Q 1 3- 1)/ 3 * 1 0 0 

   C o n sti p ati o n:    ( Q 1 6- 1)/ 3 * 1 0 0 

   Di arr h o e a:    ( Q 1 7- 1)/ 3 * 1 0 0 

   Fi n a n ci al diffi c ulti e s:  ( Q 2 8- 1)/ 3 * 1 0 0 

 

T h e Q L Q- H & N 3 5 E O R T C m o d ul e will al s o b e u s e d t o a s s e s s h e alt h-r el at e d q u alit y of lif e. Ei g ht e e n 

s c al e s ar e d eri v e d fr o m t h e 3 5 q u e sti o n s of t h e Q L Q- H & N 3 5 E O R T C m o d ul e : 

−  S e v e n m ulti-it e m s c al e s t h at a s s e s s e d P ai n, S w all o wi n g, S e n s e s, S p e e c h, S o ci al e ati n g, 

S o ci al c o nt a ct a n d S e x u alit y. 

−  El e v e n si n gl e it e m : T e et h, O p e ni n g m o ut h, Dr y m o ut h, Sti c k y s ali v a, C o u g hi n g, F e eli n g ill, 

U s e of p ai n kill er s, U s e of n utriti o n al s u p pl e m e nt, U s e of f e e di n g t u b e, L o st of w ei g ht a n d 

G ai n of w ei g ht. 

 

E a c h s c al e i n t h e Q L Q- H & N 3 5 E O R T C q u e sti o n n air e will b e s c or e d ( 0 t o 1 0 0). T h e s c ori n g a p pr o a c h 

f or t h e Q L Q- H & N 3 5 i s i d e nti c al i n pri n ci pl e t o t h at f or t h e s y m pt o m s c al e s / si n gl e it e m s of t h e Q L Q-

C 3 0 a n d i s s u m m ari z e d b el o w. I n t hi s s u m m ar y Qi r ef er s t o t h e i t h q u e sti o n o n t h e Q L Q- H & N 3 5 

E O R T C.  

M ulti-it e m s c al e s/It e m s: 

   P ai n:      (( Q 1 + Q 2 + Q 3 + Q 4)/ 4- 1)/ 3 * 1 0 0 

   S w all o wi n g:    (( Q 5 + Q 6 + Q 7 + Q 8)/ 4- 1)/ 3 * 1 0 0 

   S e n s e s pr o bl e m s:   (( Q 1 3 + Q 1 4)/ 2- 1)/ 3 * 1 0 0 

   S p e e c h pr o bl e m s:  (( Q 1 6 + Q 2 3 + Q 2 4)/ 3- 1)/ 3 * 1 0 0 
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 Trouble with social eating: ((Q19+Q20+Q21+Q22)/4-1)/3 * 100 
 Trouble with social contact: ((Q18+Q25+Q26+Q27+Q28)/5-1)/3 * 100 
 Less sexuality:  ((Q29+Q30)/2-1)/3 * 100 

 
Single items: 

 Teeth:   (Q9-1)/3 * 100 
 Opening mouth:  (Q10-1)/3 * 100 
 Dry mouth:  (Q11-1)/3 * 100 
 Sticky saliva:   (Q12-1)/3 * 100 
 Coughing:  (Q15-1)/3 * 100 
 Felt ill:   (Q17-1)/3 * 100 
 Pain killers : (Q31-1)/3 * 100 
 Nutritional supplements: (Q32-1)/3 * 100 
 Feeding tube:  (Q33-1)/3 * 100 
 Weight loss:  (Q34-1)/3 * 100 
 Weight gain:  (Q35-1)/3 * 100 

If a question was filled in by circling more than one answer, the internal convention at Pierre Fabre is 

to consider the answer as missing. 

A questionnaire is considered to be completed if more than two thirds of the questions are answered. 

Otherwise the questionnaire is ignored for the analysis. 

6.2.1. Primary parameter 

The primary quality of life parameter will be the global health status. 

6.2.2. Secondary parameter 

The secondary quality of life parameters will be the fourteen other scales of QLQ-C30 questionnaire 

and the eighteen scales of the QLQ-H&N 35 EORTC. Each analysis will be presented by functional 

and/or “symptoms” scales for QLQ-C30 questionnaire and by multi-items scales and/or single items for 

the QLQ-H&N 35 EORTC. 

6.2.3. Windows 
The Quality of life of a patient at the time of an administration will be based on the answers provided 

by the patient in the last questionnaire completed and evaluable. 

At baseline, only questionnaires which were completed within the window of seven days prior to the 

randomisation (and including any questionnaire filled that day) will be considered. If more than one 

questionnaire is available within this window the last non-missing questionnaire will be analysed.  

Any questionnaire that would be completed after the date of last administration plus 30 days therefore 

out of study treatment (not as per protocol) would not be analysed. 
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6.3. FURTHER ANTI-CANCER THERAPY 
Further anti-cancer therapies include any anti-tumour treatment given to the patient after withdrawal 

from study drug treatment. 

 

7. DEFINITION OF POPULATIONS 

7.1. INTENT-TO-TREAT POPULATION (ITT) 

All randomised patients will be included in the Intent-To-Treat (ITT) population. They will be analysed 

in the arm they were assigned by randomisation. 

7.2. ELIGIBLE POPULATION 

Following the protocol amendment 11, the eligible population will not be defined and used.  

7.3. EVALUABLE POPULATION FOR RESPONSE 

Following the protocol amendment 11, the evaluable population for response will not be defined and 

used.  

 

7.4. EVALUABLE POPULATION FOR SAFETY 

All randomised and treated patients will be included in the safety analysis. They will be analysed in the 

treatment arm they actually received. 

7.5. EVALUABLE POPULATION FOR HEALTH-RELATED QUALITY OF LIFE 
ASSESSMENT 

7.5.1. Evaluable population for QLQ-C30 

To be evaluable for the QLQ-C30 questionnaire, randomised patients should have completed at least 

two thirds (i.e. at least 20 questions) of the questions of the baseline QLQ-C30 questionnaire within 7 

days prior to randomisation, and at least two thirds of the questions of a QLQ-C30 questionnaire 

during the study period or at the end of study (during last cycle). 

7.5.2. Evaluable population for QLQ-H&N 35 EORTC module 

To be evaluable for the QLQ-H&N 35 EORTC module, randomised patients should have completed at 

least two thirds of the questions (i.e. at least 23 questions) of the baseline the QLQ-H&N 35 EORTC 
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m o d ul e wit hi n 7 d a y s pri or t o r a n d o mi s ati o n, a n d at l e a st t w o t hir d s of t h e q u e sti o n s of a Q L Q- H & N 3 5 

E O R T C m o d ul e d uri n g t h e st u d y p eri o d or at t h e e n d of st u d y ( d uri n g l a st c y cl e).  

8. S T A TI S TI C A L M E T H O D S 

8. 1.  S T A TI S TI C A L S O F T W A R E A N D M E T H O D O L O G Y 

T h e st ati sti c al a n al y si s will b e p erf or m e d b y I n stit ut d e R e c h er c h e Pi err e F a br e. D at a will b e a n al y s e d 

u s i n g t h e S A S  s y st e m s oft w ar e v er si o n 9. 4 ( or l at er if a v ail a bl e) f or Wi n d o w s . All st ati sti c al t e st s will 

b e  t w o- si d e d at a 5 % l e v el of si g nifi c a n c e u nl e s s ot h er wi s e s p e cifi e d. 

S u m m ar y t a bl e s will b e pr o vi d e d a c c or di n g t o t h e st a n d ar d f or m at of I n stit ut d e R e c h er c h e Pi err e 

F a br e d e v el o p e d f or t h e vi nfl u ni n e c h e m ot h er a p y. 

All d e s cri pti v e st ati sti c s will b e pr e s e nt e d i n s u m m ar y t a bl e s b y tr e at m e nt ar m.  

C o nti n u o u s d at a will b e s u m m ari z e d wit h t h e f oll o wi n g it e m s: fr e q u e n c y, m e di a n (if n ≥  3), r a n g e a n d 

m e a n a n d st a n d ar d d e vi ati o n if r el e v a nt. 

C at e g ori c al d at a will b e pr e s e nt e d i n c o nti n g e n c y t a bl e s wit h fr e q u e n ci e s a n d p er c e nt a g e s of e a c h 

m o d alit y (i n cl u di n g mi s si n g d at a m o d alit y). 

8. 2.  S T A TI S TI C A L M E T H O D S F O R C A T E G O RI C A L V A RI A B L E S 

T h e χ ² t e st will b e p erf or m e d t o c o m p ar e pr o p orti o n s or r e pl a c e d b y Fi s h er’ s e x a ct t e st if t h e e x p e ct e d 

fr e q u e n c y i n o n e c ell of t h e c o nti n g e n c y t a bl e i s l e s s t h a n 5. T h e 9 5 % c o nfi d e n c e i nt er v al f or 

pr o p orti o n s will b e c o m p ut e d f oll o wi n g t h e e x a ct m et h o d. If a str atifi e d a n al y si s i s r e q uir e d a C o c hr a n-

M a nt el- H a e n s z el ( C M H) t e st will b e u s e d. 

8. 3.   S T A TI S TI C A L M E T H O D S F O R O R DI N A L V A RI A B L E S 

C o m p ari s o n s b et w e e n t h e t w o tr e at m e nt ar m s will b e pr o vi d e d f or or di n al d at a u si n g t h e n o n-

p a r a m etri c Wil c o x o n r a n k s u m t e st. 

8. 4.  S T A TI S TI C A L M E T H O D S F O R C O N TI N U O U S V A RI A B L E S 

T h e di stri b uti o n s of q u a ntit ati v e d at a will b e e x a mi n e d b y t h e K ol m o g or o v- S mir n o v t e st i n or d er t o t e st 

f or n or m alit y. I n c a s e of G a u s si a n di stri b uti o n, t h e c o m p ari s o n b et w e e n t h e 2 tr e at m e nt ar m s will b e 

m a d e wit h a St u d e nt t-t e st. If t h e di stri b uti o n i s n ot c o n si d er e d a s G a u s si a n t h e n t h e n o n- p ar a m etri c 

Wil c o x o n t e st will b e p erf or m e d. 
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8.5. STATISTICAL METHODS FOR TIME DEPENDENT DATA 
To describe time dependent parameters, Kaplan-Meier curves and life tables by treatment arm will be 

provided. Confidence intervals on the median will be calculated using the Brookmeyer and Crowley 

method. Hazard ratio and 95% confidence intervals will be reported. A stratified Cox proportional 

model will be performed to compare the two treatment arms taking into account the stratification 

factors (except center) used at the time of randomisation. 

According to the protocol amendment 11, no multivariate analysis will be performed. 

8.6. STATISTICAL METHODS FOR HEALTH-RELATED QUALITY OF LIFE DATA 
Following the protocol amendment 11, no repeated measure analysis will be performed.  

9. TREATMENT GROUP DESCRIPTION 

9.1. DESCRIPTION AT BASELINE 

Analysis of baseline characteristics and demography will be performed on the ITT population, by 

treatment arm. 

9.1.1. Overview of the study  

The reasons for treatment discontinuation will be reported. Study discontinuation will be described 

according to the following reasons: adverse event (related or not), death, progressive disease, lost to 

follow up, protocol deviation and other reasons.  

The patient status (dead or alive) at the cut-off date will be displayed together with each reason of 

death (progressive disease, related adverse event, other). 

The number of patients randomised, treated (evaluable for safety) and evaluable for quality of life will 

be presented by treatment group. Patients with at least one protocol deviations will be tabulated by 

treatment arm and by type of protocol deviation. 

 

For arm A, the treatment duration is defined as the time elapsed between the date of 1st administration 

and the date of the last VFL administration (if MTX not given) + 21 days or the date of the last MTX 

administration (if given) + 14 days. For arm B, the treatment duration is defined as the time elapsed 

between the date of the 1st administration and the date of the last D1 administration of the last cycle + 

21 days (if D8 and D15 not given) or the date of the last D8 administration of the last cycle + 14 days 

(if D15 not given) or the date of the last D15 administration of the last cycle + 7 days (if D15 given). 

Treatment duration will be tabulated by treatment arm. 

Time between randomisation and first administration will be tabulated by treatment arm. 
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T h e d ur ati o n of f oll o w- u p i s d efi n e d a s t h e ti m e el a p s e d b et w e e n t h e d at e of r a n d o mi s ati o n a n d t h e 

d a t e of l a st n e w s or d e at h, d e at h b ei n g a c e n s or e d o b s er v ati o n.  

9. 1. 2. C h ar a ct eri sti c s at b a s eli n e 

D e m o gr a p hi c a n d b a s eli n e c h ar a ct eri sti c s of p ati e nt s will b e di s pl a y e d. T h e f oll o wi n g v ari a bl e s will b e 

a n al y s e d o n t h e I T T p o p ul ati o n a c c or di n g t o t h e ar m a s si g n e d at r a n d o mi s ati o n: 

D e m o gr a p hi c d at a   

   A g e at t h e ti m e of r a n d o mi s ati o n 

   C at e g ori z e d gr o u p s of a g e : < 3 5, [ 3 5 – 5 0[, [ 5 0 – 6 5[, [ 6 5 – 7 5[, [ 7 5 – 8 0[ a n d > 8 0 y e ar s 

   S e x 

   B o d y w ei g ht, 

   W H O P erf or m a n c e St at u s  

 

Str atifi c ati o n d at a E xtr a ct fr o m t h e I W R S d at a b a s e   

   W H O p erf or m a n c e st at u s ( 0 v s. 1), 

   R efr a ct or y or r e si st a nt t o pl ati n u m v er s u s ot h er 

   Pri or r a di ot h er a p y ( y e s v er s u s n o) 

   Pri or tr e at m e nt wit h a n y a nti- E G F R m e di c ati o n ( y e s v er s u s n o)  

 

T u m o ur c h ar a ct eri sti c s at di a g n o si s 

   A n at o mi c sit e of c a n c er, 

   Hi st o p at h ol o gi c al gr a d e, 

   T N M cl a s sifi c ati o n, 

   St a g e, 

 

T u m o ur c h ar a ct eri sti c s at st u d y e ntr y 

   E xt e nt of t h e di s e a s e at st u d y e ntr y, 

   P ati e nt c at e g or y, 

   I nt er v al fr o m di a g n o si s t o st u d y e ntr y (r a n d o mi s ati o n), 

   C at e g ori z e d gr o u p s of I nt er v al fr o m di a g n o si s t o st u d y e ntr y ( < 2 y e ar s v s. > 2 y e ar s), 

  Pr o g r e s si o n-f r e e i nt e r v al *, 

   Cat e g ori z e d gr o u p s of pr o gr e s si o n-fr e e i nt er v al ( < 6 m o nt h s v s. > 6 m o nt h s), 

  T r e at m e nt f r e e i nt e r v al **, 

   Cat e g ori z e d gr o u p s of tr e at m e nt fr e e i nt er v al ( < 6 m o nt h s v s. > 6 m o nt h s), 

  Di s e a s e f r e e i nt e r v al* ** 

   C at e g ori z e d gr o u p s of di s e a s e fr e e i nt er v al* * : < 2 y e ar s, ≥  2 y e ar s, 

   Pr e s e n c e of vi s c er al i n v ol v e m e nt (l u n g +/- li v er),  

   Pr e s e n c e of vi s c er al i n v ol v e m e nt ( s u c h a s li v er, l u n g, pl e ur a, h e art, p eri c ar di u m, ki d n e y, t h yr oi d 
a n d  s u pr ar e n al gl a n d, d et ail e d li st i n a p p e n di x 4) 

   C at e g ori z e d gr o u p s of n u m b er of or g a n s i n v ol v e d: 1, 2 a n d ≥  3 or g a n s, 
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  D et ail of or g a n s i n v ol v e d, gr o u pi n g pr o vi d e d i n a p p e n di x 4 

  M e a s ur a bl e/ n o n- m e a s ur a bl e di s e a s e* ***. 

* : T h e p r o g r e s si o n f r e e i nt er v al  i s t h e ti m e i nt er v al el a p s e d b et w e e n t h e d at e of e n d of t h e l a st pri or 
c h e m ot h er a p y gi v e n f or m et a st ati c i nt e nt a n d t h e d at e of r el a p s e or pr o gr e s si o n aft er t hi s l a st li n e of 
c h e m ot h er a p y. T hi s pr o gr e s si o n fr e e i nt er v al of p ati e nt s r el a p si n g or pr o gr e s si n g d uri n g t h e l a st li n e 
tr e at m e nt will b e e sti m at e d t o l a st o n e d a y. 

** : T h e t r e at m e nt f r e e i nt er v al i s t h e ti m e el a p s e d b et w e e n t h e d at e of e n d of t h e l a st tr e at m e nt 
( pri or c h e m ot h er a p y, pri or r a di ot h er a p y, pri or tr e at m e nt wit h c et u xi m a b, w hi c h e v er o c c ur s l a st) a n d t h e 
fir st a d mi ni str ati o n of st u d y tr e at m e nt.  

*** T h e  di s e a s e f r e e i nt er v al i s t h e ti m e i nt er v al el a p s e d b et w e e n t h e d at e of e n d of t h e l a st pri or 
c h e m ot h er a p y a c c or di n g t o i nt e nt s i n d u cti o n/ c o n c o mit a nt wit h r a di ot h er a p y a n d t h e d at e of r el a p s e or 
pr o gr e s si o n.  

*** * M e a s u r a bl e di s e a s e  d efi n e d a s: 

•  Y e s if t h e n u m b er of t ar g et e d l e si o n s i s > 0,  

•  N o if n u m b er of t ar g et e d l e si o n s i s n ot > 0 a n d t h e n u m b er of n o n-t ar g et e d l e si o n s i s > 0 

•  N o di s e a s e i n ot h er c a s e s  

 

 

Pri or t h er a p y 

A n o v er vi e w of pri or t h er a pi e s f or S C C H N will b e pr o vi d e d gi vi n g: 

   N u m b er of p ati e nt s wit h at l e a st o n e pri or t h er a p y 

   N u m b er of p ati e nt s tr e at e d b y m e di c ati o n 

   N u m b er of p ati e nt s tr e at e d b y c h e m ot h er a p y 

   N u m b er of p ati e nt s tr e at e d b y c et u xi m a b 

   N u m b er of p ati e nt s tr e at e d b y ot h er a nti n e o pl a sti c dr u g 

   N u m b er of p ati e nt s w h o u n d er w e nt a s ur g er y, e x cl u di n g bi o p si e s, 

   N u m b er of p ati e nt s w h o u n d er w e nt a r a di ot h er a p y 

   F or t h e l a st M e di c ati o n (i n cl u di n g c h e m ot h er a p y, c et u xi m a b, a nti n e o pl a sti c t h er a p y): i nt e nt, ti m e 
b et w e e n st o p d at e of m e di c ati o n a n d d at e of r el a p s e/ pr o gr e s si o n ( e x pr e s s e d i n w e e k s). 

   F or s ur g eri e s: n u m b er of s ur g eri e s 

   F or t h e l a st r a di ot h er a p y: i nt e nt 

   N u m b er of p ati e nt s b y c o m bi n ati o n of t h er a pi e s: 

o  C h e m ot h er a p y + r a di ot h er a p y + s ur g er y 

o  C h e m ot h er a p y + r a di ot h er a p y 

o  C h e m ot h er a p y + s ur g er y 

 

S ur g er y 

   D et ail s of s ur g eri e s u si n g M e d D R A s y st e m or g a n cl a s s a n d pr ef err e d t er m, 

 

R a di ot h er a p y 

   N u m b er of p ati e nt s w h o u n d er w e nt a r a di ot h er a p y (f or S C C H N) wit h i nt e nt a n d i nt e nt of l a st 
r a di ot h er a p y, 
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Chemotherapy 
 Number of patients who underwent a chemotherapy (for SCCHN) with intent and intent of last 

chemotherapy, 
 Number of lines, 
 Number of patients treated with a prior platinum agent (Cisplatin, Carboplatin, …), 
 Type of prior platinum-based chemotherapy by intent 
 Number of refractory/resistant/other failure patients by intent for prior platinum-based 

chemotherapy 
 Class of prior adjuvant/induction chemotherapy: (Platinum single agent, Platinum + Taxane, 

Platinum + Other, Taxane single agent, Taxane + Other) 
 Class of prior metastatic chemotherapy: (Platinum single agent, Platinum + Taxane, Platinum + 

Other, Taxane single agent, Taxane + Other) 
 Number of cycles of chemotherapy by intent and by class of chemotherapy, 
 Best response of the last chemotherapy by intent and by class of chemotherapy, 

 
Other prior treatments 

 Number of patients who underwent a treatment with cetuximab (including panitumumab) with 
intent and intent of last treatment, 

 Number of patients who underwent a prior treatment with other antineoplastic drugs with intent, 
 

Clinical examination 
 Electrocardiogram (normal/abnormal but not clinically significant/abnormal clinically significant), 

 Baseline biological abnormalities, 

 Baseline haematological abnormalities. 

 Temperature, Blood Pressure, Pulse 

 
Concomitant medications at baseline 

 Concomitant medications whatever the indication, according to the WHO-Drug dictionary, 
 Concomitant medications with a tumour related indication, according to the WHO-Drug 

dictionary, 
 Concomitant medications with a prophylactic indication, according to the WHO-Drug dictionary 
 Concomitant medications with pre-treatment event indication, according to the WHO-Drug 

dictionary, 
 Concomitant medications with a medical history indication, 

 
Prior medical history 

 Prior medical history according to MedDRA System Organ Classification (SOC) and Preferred 
Term (PT),  

 Listing of prior medical or surgical history, 

 

Pre-treatment events 

 Pre-treatment events according to MedDRA System Organ Classification (SOC) and Preferred 
Term (PT), 

 Listing of Pre-treatment events at baseline. 
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9. 2.  D E S C RI P TI O N D U RI N G T H E S T U D Y 

D e s c ri pti o n d u ri n g t h e st u d y will b e d o n e o n all t r e at e d p o p ul ati o n. 

A  s u m m ar y t a bl e will pr o vi d e b y tr e at m e nt ar m ( a n d b y tr e at m e nt), t h e f oll o wi n g it e m s: 

   D ur ati o n of e x p o s ur e, 

   N u m b er of p ati e nt wit h at l e a st o n e d o s e p er m a n e ntl y di s c o nti n u e d, 

   N u m b er of p ati e nt wit h at l e a st o n e d o s e c a n c ell e d, 

   N u m b er of p ati e nt s wit h at l e a st o n e d o s e r e d u c e d, 

   N u m b er of p ati e nt s wit h at l e a st o n e d o s e d el a y e d, 

   N u m b er of p ati e nt s wit h at l e a st o n e i nf u si o n i nt err u pt e d. 

 

T h e t ot al n u m b er of c y cl e s gi v e n d uri n g t h e st u d y, t h e m e di a n n u m b er of c y cl e s a s w ell a s t h e n u m b er 

of p ati e nt s b y c y cl e will b e gi v e n. T h e n u m b er of m et h otr e x at e a d mi ni str ati o n will b e pr e s e nt e d i n e a c h 

ar m. 

T h e a ct u al d o s e of ( m g/ m²) will b e c al c ul at e d fr o m t h e t ot al d o s e a d mi ni st er e d ( m g) di vi d e d b y t h e 

B S A.  

T h e B S A will b e r e c al c ul at e d at e a c h c y cl e. 

T h e B o d y S urf a c e Ar e a ( B S A) will b e c al c ul at e d a s f oll o w s : 

1 0 0 0 0

8 4.7 1
B S A

7 2 5.04 2 5.0







 ××
=

HW
 

w h er e : 

   W = W ei g ht (i n k g) at c y cl e b ef or e c y cl e i, or l a st w ei g ht a v ail a bl e if mi s si n g, 

   H = H ei g ht (i n c e nti m etr e s) at t h e b e gi n ni n g of t h e st u d y. 

B S A a s p er i n v e sti g at or will b e u s e d a s a n e sti m at e w h e n h ei g ht i s n ot pr o vi d e d at b a s eli n e. 

T h e f oll o wi n g c at e g ori e s of vi nfl u ni n e d o s e s will b e u s e d: 

T a bl e 9- 1 : C at e g o ri z e d d o s e of vi nfl u ni n e 

D o s e c at e g o r y  
i n m g/ m² 

 

D o s e of vi nfl u ni n e  
i n m g/ m² 

> 3 2 0  ] 3 3 5 – ∞ ] 
3 2 0  ] 3 0 0 – 3 3 5 ] 
2 8 0  ] 2 6 5 - 3 0 0 ] 
2 5 0  ] 2 3 7. 5 - 2 6 5 ] 
2 2 5  ] 2 1 2. 5- 2 3 7. 5 ] 

< 2 2 5  ] 0 - 2 1 2. 5 ] 

 

T h e f oll o wi n g c at e g ori e s of m et h otr e x at e d o s e s will b e u s e d: 

T a bl e 9- 2 : C at e g o ri z e d d o s e of m et h ot r e x at e 
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D o s e c at e g o r y  
i n m g/ m² 

 

D o s e of m et h ot r e x at e  
i n m g/ m² 

> 4 0  ] 4 5 - ∞ [ 
4 0  ] 3 5 - 4 5 ] 
3 0  ] 2 5 – 3 5 ] 
2 0  ] 1 5 - 2 5 ] 
< 2 0  ] 0 - 1 5 ] 

T h e d o s e i nt e n sit y ( m g/ m²/ w k) a n d r el ati v e d o s e i nt e n sit y ( %) will b e c al c ul at e d p er p ati e nt a n d p er 

c y cl e f or e a c h tr e at m e nt dr u g. C u m ul ati v e d o s e of vi nfl u ni n e or m et h otr e x at e ( m g/ m²) will al s o b e 

pr o vi d e d p er p ati e nt. D e s cri pti v e st ati sti c s s u c h a s m e di a n a n d r a n g e will b e pr o vi d e d. 

M or e o v er, f or b ot h tr e at m e nt ar m s, r el ati v e d o s e i nt e n sit y will b e c at e g ori s e d ( < 5 0 %, [ 5 0 % - 7 0 %[, 

[ 7 0 % - 9 0 %[, [ 9 0 % - 1 1 0 %[, ≥  1 1 0 %) p er p ati e nt a n d p er c y cl e.  

9. 2. 1. D o s e i nt e n sit y p er c y cl e 

A ct u al d o s e i nt e n sit y p er c y cl e will b e d efi n e d a s f oll o w s : 

( ) ( )]i  c y cl eat  d at e C o urs e1i  c y cl eat  d at e C o urs e[

i  c y cl eat    r e c ei v e d  d os e  A ct u al

( w k)  i  c y cl e ofd ur ati o n   A ct u al

i  c y cl eat    r e c ei v e d  d os e  A ct u al
i  c y cl eat  DI

−+
==

 

T h e c y cl e d ur ati o n at c y cl e n will b e e q u al t o t h e ti m e el a p s e d b et w e e n t h e d a y 1 a d mi ni str ati o n d at e 

of c y cl e n a n d t h e d a y 1 a d mi ni str ati o n d at e of c y cl e n + 1. T h e d ur ati o n of t h e l a st c y cl e will b e 

e sti m at e d t o b e 3 w e e k s.  

9. 2. 2. R el ati v e d o s e i nt e n sit y p er c y cl e 

R el ati v e d o s e i nt e n sit y ( %) at c y cl e n ° i w ill b e t h e r ati o of t h e a ct u al d o s e i nt e n sit y ( m g/ m²/ w k) at c y cl e 

i t o t h e pl a n n e d d o s e i nt e n sit y ( m g/ m²/ w k) t h at i s t o s a y : 

1 0 0
i nt e nsit y   d os e  Pl a n n e d

 i  c y cl eat   i nt e nsit y   d os e  A ct u al
1 0 0

P DI
i  c y cl eat    DI

i  c y cl eat    R DI ×







=×








=  

w h er e : 

( w k) i  c y cl e  ofd ur ati o n    T h e ori c al
d os e  Pl a n n e di  c y cl eat  P DI =  

T h e t h e or eti c al c y cl e d ur ati o n i s 3 w e e k s. T h e pl a n n e d d o s e f or e a c h dr u g i s d efi n e d a s f oll o w:  

T a bl e 9- 3: Pl a n n e d d o s e i nt e n sit y i n m g/ m²/ w k of vi nfl u ni n e  

Pl a n n e d D o s e 
( m g/ m²) p er 

c y cl e 

C y cl e d u r ati o n 
( w k) 

P. D.I 
( m g/ m²/ w k) 

2 8 0 3 9 3. 3 3 

 

T a bl e 9- 4: Pl a n n e d d o s e i nt e n sit y i n m g/ m²/ w k of m et h ot r e x at e 
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T r e at m e nt ar m  Pl a n n e d D o s e 
( m g/ m²) p er 

c y cl e 

C y cl e d u r ati o n 
( w k) 

P. D.I 
( m g/ m²/ w k) 

Ar m A 
6 0 3 2 0 

Ar m B 
1 2 0 3 4 0 

9. 2. 3. D o s e i nt e n sit y p er p ati e nt 

A ct u al d o s e i nt e n sit y p er p ati e nt will b e d efi n e d a s f oll o w s: 

∑
=

∑
===

n

i
d u r ati o n

n

i
d o s e

i

i

1

1
( wk)d ur ati o n Tr e at m e nt 

d os e C u m ul ati v eDI  

w h er e: 

   d o s ei = a ct u al d o s e r e c ei v e d ( m g/ m²) at c y cl e i, 

  d ur ati o n i = a ct u al d ur ati o n ( w k s) of c y cl e i, 

  n = t ot al n u m b er of c y cl e( s) p er p ati e nt. 

9. 2. 4. R el ati v e d o s e i nt e n sit y p er p ati e nt 

R el ati v e d o s e i nt e n sit y ( %) will b e t h e r ati o of t h e a ct u al d o s e i nt e n sit y ( m g/ m²/ w k) t o t h e pl a n n e d d o s e 

i nt e n sit y ( m g/ m²/ w k) t h at i s t o s a y : 

 

 

P DI i s d efi n e d f or e a c h ar m i n t h e s e cti o n 9. 2. 2. 

 

9. 2. 5. D o s e r e d u cti o n s  

D o s e r e d u cti o n s ar e all o w e d b y t h e st u d y pr ot o c ol. T h e n u m b er of p ati e nt s a n d c y cl e s wit h a d o s e 

re d u cti o n i n e a c h ar m will b e pr e s e nt e d a s w ell a s t h e r e a s o n s. 

9. 2. 5. 1. Vi nfl u ni n e d o s e r e d u cti o n ( Ar m A) 

   N u m b er of p ati e nt s wit h at l e a st o n e d o s e of vi nfl u ni n e r e d u c e d at d a y 1. 

  N u m b er of c y cl e s wit h a d o s e of vi nfl u ni n e r e d u c e d at d a y 1. 

 

   R e a s o n s f or vi nfl u ni n e d o s e r e d u cti o n: 

1 0 0
i nt e n sit y   d os e  Pl a n n e d

i nt e n sit y  d os e  A ct u al
1 0 0

P DI
DIR DI ×








=×





=
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Reason for dose reduction of vinflunine 
Dose reduction as per protocol N cycles 

From 280 to 250 
mg/m² 

From 250 to  225 
mg/m²  

N % N % N % 
Adverse Event       
Other       

 

 Listing of the reasons for vinflunine dose reduction in arm A. 

 

9.2.5.2.Methotrexate dose reductions  
 Number of patients with at least one dose reduction of methotrexate: 

 Number of cycles with at least dose reduction of methotrexate: 

 Number of administrations with a dose reduction of methotrexate: 

 Reasons for methotrexate dose reductions (as per protocol) in arm A: 

Reason for dose reduction  

Dose reduction as per protocol 
(from X to Y) in mg/m² 

N cycles 
 

30 
20 

30 
<20 

N(%) N(%) N(%) 
Adverse Event    
Other    

 Reasons for methotrexate dose reductions (as per protocol) in arm B: 

Reason for dose reduction  

Dose reduction as per protocol (from X to Y) in 
mg/m² 

N cycles 
 

40 
30 

40 
20 

40 
<20 

30 
20 

30 
<20 

20 
<20 

N(%) N(%) N(%) N(%) N(%) N(%) N(%) 
Adverse Event        
Other        
 

 Listing of the reasons for methotrexate dose reductions,  

 
The format of the tables may be slightly modified according to observed data. 

9.2.6. Treatment cancellation 

Cancellation of day 1 vinflunine administration is not allowed by the protocol. Methotrexate dosing may 

be cancelled in both arms (D8 in Arm A and D8/D15 in Arm B) as per protocol (§ 5.2.3 and § 5.2.4 of 

the protocol). 

The number of cycles with at least one day of methotrexate cancelled and number of patients with at 

least one day of dosing cancelled will be displayed. Reasons for treatment cancellation will be 

provided. 

 Number of patients with at least one methotrexate dose cancelled, 

 Number of cycles with at least one methotrexate dose cancelled, 
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  R e a s o n s f or m et h otr e x at e o n D 1 / D 8 / D 1 5 d o s e c a n c ell ati o n, p er p ati e nt a n d p er c y cl e, 

  Li sti n g of m et h otr e x at e d o s e c a n c ell e d a n d r e a s o n, 

 

If c a n c ell ati o n ar e o b s er v e d f or Vi nfl u ni n e, t h e y will b e d e s cri b e d i n t h e s a m e w a y a s f or M et h otr e x at e. 

9. 2. 7. D o s e i nt err u pti o n 

F or b ot h ar m s, t h e n u m b er of p ati e nt s a n d c y cl e s wit h a n i nf u si o n i nt err u pti o n will b e pr e s e nt e d a s w ell 

a s  t h e r e a s o n s. 

   N u m b er of p ati e nt s wit h at l e a st o n e i nf u si o n i nt err u pti o n, 

   N u m b er of c y cl e s wit h at l e a st o n e i nf u si o n i nt err u pti o n, 

   R e a s o n s f or i nf u si o n i nt err u pti o n, 

   Li sti n g of t h e r e a s o n s f or i nf u si o n i nt err u pti o n, 

 

9. 2. 8. Tr e at m e nt d el a y 

T h e n u m b er of p ati e nt s a n d c y cl e s d el a y e d will b e pr e s e nt e d wit h r e a s o n s f or tr e at m e nt d el a y.  

A  tr e at m e nt c y cl e will b e c o n si d er e d a s d el a y e d if a d mi ni st er e d ≥  4 d a y s aft er t h e pl a n n e d d at e wit h a 

t hr e e w e e k s i nt er v al fr o m d a y 1 of pr e vi o u s c y cl e.  

T h e d el a y s will b e c at e g ori z e d a s f oll o w s: 

   [ 4 – 7 d a y s[, 

   [ 7 – 1 4 d a y s[, 

  ≥  1 4 d a y s. 

 

T h e f oll o wi n g i nf or m ati o n will b e d e s cri b e d: 

   N u m b er of p ati e nt s wit h at l e a st o n e c y cl e d el a y e d b y f o ur d a y s or m or e, b y ar m  

   N u m b er of c y cl e s d el a y e d, b y ar m 

   C at e g ori z e d gr o u p s of c y cl e d el a y, b y ar m 

   R e a s o n s f or c y cl e d el a y of f o ur d a y s or m or e, b y ar m 

   Li sti n g of t h e c y cl e s d el a y e d wit h r e a s o n s, 

9. 2. 9. D o s e di s c o nti n u ati o n s  

P ati e nt s i n ar m A w h o r e q uir e di s c o nti n u ati o n of m et h otr e x at e m a y r e m ai n o n vi nfl u ni n e al o n e f or t h e 

re m ai n d er of t h e st u d y. Li k e wi s e, p ati e nt s w h o r e q uir e di s c o nti n u ati o n of vi nfl u ni n e m a y r e m ai n o n 

m et h otr e x at e al o n e f or t h e r e m ai n d er of t h e st u d y. 

T h e f oll o wi n g i nf or m ati o n will b e pr o vi d e d f or p ati e nt s tr e at e d i n ar m A: 

  N u m b er of p ati e nt s a n d c y cl e s wit h di s c o nti n u ati o n of vi nfl u ni n e or m et h otr e x at e ( ar m A), 
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 Number of cycles, cumulative dose (by patient), dose intensity (by patient) and relative dose 
intensity (by patient) of vinflunine / methotrexate given in monotherapy, 

 Listing of patients with discontinuation of vinflunine or methotrexate with drug administration for 
cycles given in monotherapy (arm A), 

 

9.2.10. Route of administration and setting 

The route of vinflunine and methotrexate administration and setting will be presented by patient and by 

cycle. 

 Route of administration and setting by patient and by treatment arm: 

 Arm A Arm B 

N % N % 
Route of administration     
  Central venous line     
  Peripheral vein     
Change in route of administration     
  No     
  Yes     
Setting     
  Out-patient clinic     
  In-patient clinic     
Change in setting     
  No     
  Yes     
Number of patients     

 
 Route of administration by cycle: 

 
 
 
 
 
 
 
 
 
 
 
 

 Route of administration by administration (Methotrexate only) 

Courses  

Arm A Arm B 

Central 
venous 

line 
N (%) 

Peripheral 
vein 

N (%) 

Central 
venous 

line 
N (%) 

Peripheral 
vein 

N (%) 

Number of 
administrati
ons of MTX 

    

 

Courses  

Arm A Arm B 

Central 
venous 

line 
N (%) 

Peripheral 
vein 

N (%) 

Central 
venous 

line 
N (%) 

Peripheral 
vein 

N (%) 

1     
2     
3     
4     
5     
6     
…     
Number of 
cycles 
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9. 2. 1 1. C o n c o mit a nt m e di c ati o n s 

M e di c ati o n s a d mi ni st er e d c o n c o mit a ntl y wit h t h e st u d y tr e at m e nt will b e s u m m ari z e d a c c or di n g t o t h e  

p ro p h yl a cti c i n di c ati o n, t u m o ur r el at e d i n di c ati o n, a d v er s e e v e nt i n di c ati o n, pr e-tr e at m e nt e v e nt s 

i n di c ati o n, m e di c al hi st or y i n di c ati o n a n d w h at e v er t h e i nt e nt, b y p ati e nt a n d b y c y cl e.  

1 0. E F FI C A C Y A N A L Y S E S  

 

1 0. 1. P RI M A R Y E F FI C A C Y A N A L Y SI S 

 
T h e fi n al a n al y si s of o v er all s ur vi v al w a s pl a n n e d t o b e c o n d u ct e d o n c e t h e r e q uir e d n u m b er of e v e nt s 
( 4 3 7 d e at h s) h a s b e e n o b s er v e d. T h e st ati sti c al a n al y si s will a ct u all y b e c o n d u ct e d o n t h e 4 5 9 
r a n d o mi s e d p ati e nt s. 

T h e p ri m ar y effi c a c y p o p ul ati o n will b e t h e i nt e nt-t o-t r e at (I T T) p o p ul ati o n. 

T h e h y p ot h e si s of s u p eri orit y i n t er m s of O S of vi nfl u ni n e i n c o m bi n ati o n wit h m et h otr e x at e v er s u s 

m et h otr e x at e al o n e will b e a c c e pt e d if t h e p- v al u e fr o m a str atifi e d l o g-r a n k t e st i s s m all er t h a n 0. 0 5. 

T h e str atifi c ati o n f a ct or s will b e: 

•   W H O p erf or m a n c e st at u s ( 0 v s 1), 

•   R efr a ct or y or r e si st a nt t o pl ati n u m v er s u s ot h er, 

•   Pri or r a di ot h er a p y ( y e s v er s u s n o), 

•   Pri or tr e at m e nt wit h a n y a nti- E G F R m e di c ati o n ( y e s v er s u s n o)  

C e ntr e will n ot b e u s e d f or t h e a n al y si s b e c a u s e of t h e hi g h n u m b er of p arti ci p ati n g c e ntr e s. 

T h e str atifi e d l o g-r a n k t e st, h a z ar d r ati o a n d 9 5 % c o nfi d e n c e i nt er v al of t h e h a z ar d r ati o will b e 

c o m p ut e d u si n g t h e S A S ® pr o c e d ur e « P H R E G ». T h e tr e at m e nt ar m will b e e nt er e d a s a c o v ari at e i n 

t h e C o x pr o p orti o n al h a z ar d m o d el a n d t h e v ari a bl e s of str atifi c ati o n at r a n d o mi s ati o n ( e x c e pt c e ntr e) 

will b e e nt er e d a s str atifi c ati o n f a ct or s i n t h e m o d el. 

1 0. 2. S U P P O R TI V E A N A L Y SI S O F T H E P RI M A R Y E F FI C A C Y P A R A M E T E R 

A c c or di n g t o t h e pr ot o c ol a m e n d m e nt 1 1, n o s u p p orti v e a n al y si s of t h e pri m ar y effi c a c y p ar a m et er will 

b e  p erf or m e d. 

1 0. 3. S E N SI TI VI T Y A N A L Y S E S O F T H E P RI M A R Y E F FI C A C Y P A R A M E T E R 

A c c or di n g t o t h e pr ot o c ol a m e n d m e nt 1 1, n o s e n siti v e a n al y si s of t h e pri m ar y effi c a c y p ar a m et er will 

b e  p erf or m e d.  
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10.4. SECONDARY EFFICACY ANALYSES 

10.4.1. Progression Free Survival 

The analysis of Progression Free Survival (PFS) will be conducted in the ITT population. 

10.4.1.1.Primary analysis of PFS 

The primary analysis of PFS will be done in the ITT. The stratified log-rank test, hazard ratio and 95% 

confidence interval of the hazard ratio will be computed using the SAS® procedure «PHREG». The 

treatment arm will be entered as a covariate in the Cox proportional hazard model and the variables of 

stratification at randomisation (except centre) will be entered as stratification factors in the model. 

10.4.2. Tumour response 

The analyses of tumour response will be performed in the ITT population.  

10.4.2.1.Objective response rate and disease control rate 
 

Objective Response Rate (ORR) and Disease Control Rate (DCR) in each treatment arm will be 

estimated and presented along with a corresponding 95% confidence interval. The ORR and DCR will 

be compared between the two arms with a Cochran-Mantel-Haenszel (CMH) test. The stratification 

factors will be those defined above. 

10.4.2.2.Duration of overall response and disease control  

Duration of response and duration of disease control will be analysed on the ITT population. A 

stratified log-rank test will be used to compare the two treatment arms. The stratification factors will be 

those defined above. 

10.4.2.3.Time to first response 

The time to first response will be described in the ITT population. No formal statistical comparisons are 

planned. 

10.4.2.4.Time to treatment failure 

The time to treatment failure will be described in the ITT population. No formal statistical comparisons 

are planned. 

 



Statistical Analysis Plan / L00070 IN 309 F0                                                       Version n° 4 (23/11/2017) 

34/55   
CONFIDENTIAL 

 

10.4.3. Subgroups analyses  
Following the protocol amendment 11, no subgroup analysis of Overall Survival, Progression-Free 

Survival, DCR and ORR will be performed. 

 

11. SAFETY ANALYSES 

Safety analysis will be performed on the safety evaluable population described in section 7.4 for each 

treatment arm. 

11.1. OVERVIEW OF THE SAFETY 

The adverse events incidence, overall and per CTCAE grade, will be presented. The worst CTCAE 

grades or maximum severity grades (for non haematological adverse events not classified by the 

CTCAE) will be analysed by patient, and by treatment arm, regardless or not to the relationship to 

treatment. 

For definition of evaluable patient for non-haematological and evaluable cycle/patient for 

haematological and biochemistrical toxicity, see § 5.1 , § 5.3 and §5.4, respectively. 

11.2. ADVERSE EVENTS 
 

11.2.1. All adverse events 

The incidences of the treatment-emergent adverse events (TEAE) as defined in 5.1, graded according 

to CTCAE version 3.0 will be presented using the MedDRA SOC and PT defined during the MedDRA 

coding process.  

A summary table will provide by treatment arm the following: 
 On treatment deaths 
 Patients with at least one AE  
 Patients with at least one TEAE  
 Patients with at least one SAE 
 Patients with at least one related TEAE  
 Patients with at least one related TESAE 
 Patients with at least one TEAE leading to discontinuation 
 Patients with at least one TEAE requiring dose interruption and/or adjustment 

 Patients with at least one TEAE requiring dose interruption 
 Patients with at least one TEAE requiring dose adjustment 

 Patients with at least one TEAE requiring additional therapy 
 Cycles with at least one AE 
 Cycles with at least one TEAE  
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For all these items, the overall incidence, the incidence of grade 3/4, the incidence of grade 5 and the 

incidence of grade NA will be provided. 

Overall incidences per patient will be depicted as well as the incidence of non related and related 

toxicities only. An analysis will also present the CTCAE grade presented for each SOC and PT per 

patient according to the relationship with study treatment. 

Of note, some laboratory toxicities will be presented in the non-haematological adverse event tables 

when reported as adverse events as per study completion guidelines.  However, biochemical and 

haematological event should be interpreted from the tables described in section 5.1 

 

11.2.2. Selected adverse events 

The worst CTCAE grade per patient of Adverse Events Of Special Interest (AEOSI) listed in section 

5.1. will be presented for patients treated in both arms and regarding the relationship to treatment.  

11.2.3. Serious adverse events 

The number of patients with at least one SAE, one related (suspected and insufficiently documented) 

SAE, number of SAEs, number of related SAEs will be tabulated. Incidences of SAEs by SOC and PT 

will be presented according to the relationship with study treatment. 

A listing of the serious toxicities will also be provided with the following variables: patient number, 

cycle number, seriousness, CTCAE grade, relationship to treatment, date of onset, date ceased and 

significant consequences. 

11.2.4. Deaths 

The number and percent of patients dead will be tabulated by treatment arm, including number and 

percent of dead related to AE/SAE, due to progression or other reasons. 

Two listings will be provided depicting the patients who died:  

 patients who died within 30 days after the last administration, 
 patients who died more than 30 days after the last administration. 

These listings will contain the following variables: patient number, cycle number, date of death, reason 

of death, source of information. 
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11.3. LABORATORY TESTS 

11.3.1. Haematological toxicities 

Leukocytes, ANC, haemoglobin and platelets data will be analysed for haematological toxicity. 

A first analysis will present the worst grade by patient and the worst grade experienced during a cycle. 

Cycles where a grade 3/4 haematological toxicity occurred will be listed by patient number. In a 

second analysis, the worst grade of patients according to the grade at baseline will be tabulated. 

11.3.2. Biochemical toxicities 

Liver, renal and metabolic function tests will be analysed with a focus on bilirubin, alkaline 

phosphatase, SGOT/AST and SGPT/ALT, creatinine, creatinine clearance, sodium, potassium and 

calcium.  

In order to examine the evolution of biochemical toxicities, worst CTCAE grade (hypo and hyper for 

metabolic function tests) will be analysed in relation to the grade presented by the patient at baseline. 

Cycles where grade 3/4 biochemical toxicity occurred will be listed by patient number. 

In addition, the relationship between liver involvement at baseline and the worst CTCAE grade during 

study will be studied for SGOT and SGPT. The same analysis will be done for the worst CTCAE grade 

of alkaline phosphatase and liver and/or bone metastases at baseline. 

12. OTHER ANALYSES 

12.1. HEALTH-RELATED QUALITY OF LIFE ANALYSES 

The analysis of health-related quality of life will be done for each questionnaire (EORTC QLQ-C30 and 

QLQ-Head and Neck 35 EORTC module) on each evaluable population. 

12.1.1. Evaluable questionnaire 
To be evaluable for health-related quality of life assessment, patients should have completed one 

questionnaire (at least two thirds of the questions) within seven days prior to randomisation, and at 

least one questionnaire (at least two thirds of the questions) during the study period. To be considered 

evaluable, the questionnaires should be available in the native language of the patient, otherwise, the 

patient will not be evaluable for quality of life. For definition of evaluable population for QOL, see § 5.1. 

At baseline, only questionnaires which were completed within the window of seven days prior to the 

day of randomisation (and including any questionnaire filled that day) will be considered. The end of 

study questionnaire needs to be filled in within 30 days after the last administration in order to be 

evaluable. Any later questionnaire will not be analysed.  
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If m or e t h a n o n e q u e sti o n n air e i s a v ail a bl e wit hi n a n e v al u ati o n p eri o d t h e l a st n o n- mi s si n g 

q u e sti o n n air e will b e a n al y s e d. 

1 2. 1. 2. D e s cri pti v e a n al y s e s 

T h e n u m b er of Q o L q u e sti o n n air e s c o m pl et e d a n d e v al u a bl e p er e v al u ati o n will al s o b e gi v e n.  

T h e q u alit y of lif e will b e a s s e s s e d ( u si n g t h e E O R T C q u e sti o n n air e s, wit h o ut a n y m e di c al st aff 

i nfl u e n c e) at b a s eli n e b ef or e r a n d o mi s ati o n, e v er y 6 w e e k s d uri n g t h e st u d y a n d at t h e e n d of 

tr e at m e nt e v al u ati o n ( wit hi n 3 0 d a y s of t h e l a st d o s e a d mi ni str ati o n).  

Mi s si n g d at a i s a t y pi c al pr o bl e m of Q o L a n al y si s. T h er e ar e t w o l e v el s of mi s si n g d at a : 

   Mi s si n g it e m( s) i n a q u e sti o n n air e fill e d i n b y t h e p ati e nt, 

   C o m pl et el y mi s si n g q u e sti o n n air e at a gi v e n e v al u ati o n. 

F or t h e fir st l e v el, if m or e t h a n o n e t hir d of t h e it e m s i s mi s si n g t h e n t h e q u e sti o n n air e i s n o n-

e v al u a bl e.  

E a c h p ar a m et er will b e d e s cri b e d at b a s eli n e. C h a n g e s of t h e s c or e s fr o m b a s eli n e of t h e p ar a m et er s 

( 1 5 f or Q L Q- C 3 0 a n d 1 3 f or Q L Q- H & N 3 5) will b e pr o vi d e d f or e a c h ( m e a n, st a n d ar d d e vi ati o n, 

m e di a n, Q 1, Q 3, mi ni m u m a n d m a xi m u m).  

 

1 3. C H A N G E S I N T E R F E R E D SI N C E L A S T V E R SI O N 

 

A c c or di n g t o t h e pr ot o c ol a m e n d m e nt P A 1 1 ( 0 5/ 0 2/ 2 0 1 6) a n d t h e a s s o ci at e d pr ot o c ol v er si o n 7 
( 0 5/ 0 2/ 2 0 1 6), t h e st ati sti c al a n al y si s w a s r e d u c e d t o: 

•   D e s cri pti o n of st u d y, p ati e nt s a n d di s e a s e c h ar a ct eri sti c s, 
•   Effi c a c y: a n al y si s of t h e pri m ar y effi c a c y v ari a bl e ( O S) a n d t h e s e c o n d ar y effi c a c y e n d p oi nt o n 

t h e I T T p o p ul ati o n o nl y ( n o ot h er effi c a c y p o p ul ati o n will b e d efi n e d), 
•   S af et y: e x h a u sti v e d e s cri pti o n of s af et y p ar a m et er s. 
•   Ot h er: d e s cri pti o n of Q u alit y of Lif e. 

 
T h er ef or e, i n or d er t o p erf or m a n a b br e vi at e d Cli ni c al St u d y R e p ort ( C S R), i n c o m p ari s o n t o t h e 
pr e vi o u s v er si o n of t h e S A P ( v er si o n 3 d at e d 2 8/ 0 5/ 2 0 1 4), t h e f oll o wi n g a n al y s e s h a v e b e e n d el et e d: 

•   A n al y si s of pri m ar y a n d s e c o n d ar y effi c a c y crit eri a o n ot h er p o p ul ati o n t h a n I T T, 
•   A n al y si s of effi c a c y crit eri a o n s u b gr o u p s of p ati e nt s, 
•   M ulti v ari at e a n al y s e s of effi c a c y crit eri a, 
•   D e s cri pti o n o v er ti m e of v al u e s a n d c h a n g e s fr o m b a s eli n e f or l a b or at or y d at e, b e c a u s e 

C T C A E gr a d e s will b e pr o vi d e d, 
•   S o m e d et ail e d t a bl e s of di s e a s e hi st or y, pri or t h er a pi e s a n d c o n c o mit a nt m e di c ati o n s, li miti n g 

t h e a n al y s e s t o a n o v er vi e w of t h e s af et y a n d p ati e nt s a n d di s e a s e c h ar a ct eri sti c s, 
•   Ot h er a n al y s e s i n cl u di n g cli ni c al b e n efit, f urt h er a nti- c a n c er t h er a p y, p h ar m a c o e c o n o mi c 

a n al y s e s. 
 
 
S u m m ar y t a bl e s of a d v er s e e v e nt s, pri or t h er a pi e s f or S C C H N a n d e x p o s ur e h a v e b e e n a d d e d.  
 
All d at a will b e pr o vi d e d i n i n di vi d u al d at a li sti n g s i n a p p e n di x 1 6. 2 of t h e Cli ni c al St u d y R e p ort. 
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15. APPENDICES  
 

Appendix 1: LIST OF TABLES, LISTINGS AND FIGURES 

Appendix 2: STATISTICAL ANALYSIS CONVENTIONS 

Appendix 3: ADVERSE EVENTS OF SPECIAL INTEREST 

Appendix 4: ANALYSIS OF TUMOUR LOCATION AT BASELINE 
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15.1. APPENDIX 1: LIST OF TABLES, FIGURES AND LISTINGS 
SECTION Title RTF reference 

10.1 Number of Patients enrolled, randomized, treated and evaluable for Quality of Life 
[All patients] 10_1a.RTF 

10.1 Patient disposition [ITT] 10_1b.RTF 

10.1 Patients with at least one Protocol deviations by type [ITT] 10_1c.RTF 

11.2 Demographic data [ITT] 11_2_1.RTF 

11.2 Stratification factors [ITT] 11_2_2.RTF 

11.2 Disease History[ITT] 11_2_3.RTF 

11.2 Summary of Prior therapies for SCCHN [ITT] 11_2_6.RTF 

11.2 Prior therapies: chemotherapy [ITT] 11_2_7.RTF 

11.2 Prior therapies: radiotherapy [ITT] 11_2_8.RTF 

11.2 Prior therapies: surgeries by SOC and PT [ITT] 11_2_9.RTF 

11.2 Prior therapies: Other therapies [ITT] 11_2_10.RTF 

11.2 Clinical examinations at baseline [ITT] 11_2_11.RTF 

11.2 Haematological CTCAE grades at study entry [ITT] 11_2_12.RTF 

11.2 Biochemical CTCAE grades at study entry [ITT] 11_2_13.RTF 

11.4.1.1 Overall Survival (OS-months) [ITT] 11_4_1_1.RTF 

11.4.1.1 Overall Survival (OS-months) [ITT] 11_4_1_1_FIG.RTF 

12.1 Summary of exposure [ITT] 12_1_1.RTF 

12.1 Route of administration and settings by patient [ITT] 12_1_2.RTF 

12.1 Route of administration and settings by cycle [ITT] 12_1_3.RTF 

12.1 Exposure: Description of cycles [ITT] 12_1_4.RTF 

12.1 Exposure: Cumulative dose, actual dose intensity and relative dose intensity by 
patient [ITT] 12_1_5.RTF 

12.1 Exposure: Actual dose intensity and relative dose intensity by cycle [ITT] 12_1_6.RTF 

12.1 Dose delayed and reasons [ITT] 12_1_7a.RTF 

12.1 Listing of the reasons of dose delayed [ITT] 12_1_7b.RTF 

12.1 Dose reduction of Vinflunine and reasons [ITT] 12_1_8a.RTF 

12.1 Reasons by dose reduction of Vinflunine [ITT] 12_1_8b.RTF 

12.1 Listing of the reasons of Vinflunine dose reductions [ITT] 12_1_8c.RTF 

12.1 Dose reduction of Methotrexate and reasons [ITT] 12_1_8d.RTF 

12.1 Reasons by dose reduction of Methotrexate in VFL+MTX group [ITT] 12_1_8e.RTF 

12.1 Reasons by dose reduction of Methotrexate in MTX group [ITT] 12_1_8f.RTF 

12.1 Listing of the reasons of Methotrexate dose reductions [ITT] 12_1_8g.RTF 

12.1 Methotrexate cancellations and reasons [ITT] 12_1_9a.RTF 

12.1 Listing of the reasons of Methotrexate cancellations [ITT] 12_1_9b.RTF 

12.1 Vinflunine cancellations and reasons [ITT] 12_1_9c.RTF 

12.1 Listing of the reasons of Vinflunine cancellations [ITT] 12_1_9d.RTF 

12.1 Treatment interruption and reasons [ITT] 12_1_10a.RTF 

12.1 Listing of the reasons of treatment interruptions [ITT] 12_1_10b.RTF 

12.1 Dose discontinuations of Vinflunine or Methotrexate [ITT] 12_1_11a.RTF 

12.1 Listing of patients with discontinuation of VInflunine or Methotrexate [ITT] 12_1_11b.RTF 

12.2.1 Summary of Adverse Events [Safety set] 12_2_1.RTF 
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SECTION Title RTF reference 

12.2.2 Adverse events whatever their relationship to study drug – Worst grade events per 
patient by SOC and PT [Safety set] 12_2_2_1a.RTF 

12.2.2 Adverse events whatever their relationship to study drug – Worst grade events per 
cycle by SOC and PT [Safety set] 12_2_2_1b.RTF 

12.2.2 Drug-related adverse events  – Worst grade events per patient by SOC and PT 
[Safety set] 12_2_2_1c.RTF 

12.2.2 Drug-related adverse events  – Worst grade events per cycle by SOC and PT 
[Safety set] 12_2_2_1d.RTF 

12.2.2 AEOSI whatever their relationship to study drug – Worst grade events per patient by 
type [Safety set] 12_2_2_2a.RTF 

12.2.2 AEOSI whatever their relationship to study drug – Worst grade events per type 
[Safety set] 12_2_2_2b.RTF 

12.2.2 Drug-related AEOSI – Worst grade events per patient by type [Safety set] 12_2_2_2c.RTF 

12.2.2 Drug-related AEOSI – Worst grade events per cycle by type [Safety set] 12_2_2_2d.RTF 

12.2.2 Serious adverse events whatever their relationship to study drug  – Worst grade 
events per patient by SOC and PT [Safety set] 12_2_2_3a.RTF 

12.2.2 Drug-related Serious adverse events – Worst grade events per patient by SOC and 
PT [Safety set] 12_2_2_3b.RTF 

12.2.2.4 Worst CTCAE grade of haematological parameters by patient [Safety set] 12_2_2_4_1a.RTF 

12.2.2.4 Worst CTCAE grade of haematological parameters by cycle [Safety set] 12_2_2_4_1b.RTF 

12.2.2.4 Shift table of Worst CTCAE grade by patient according to grade at baseline for 
haematological parameters [Safety set] 12_2_2_4_1c.RTF 

12.2.2.4 Worst CTCAE grade of biochemical parameters by patient [Safety set] 12_2_2_4_2a.RTF 

12.2.2.4 Worst CTCAE grade of biochemical parameters by cycle [Safety set] 12_2_2_4_2b.RTF 

12.2.2.4 Shift table of Worst CTCAE grade by patient according to grade at baseline for 
biochemical parameters [Safety set] 12_2_2_4_2c.RTF 

12.2.2.4 Worst CTCAE grade of SGOT/AST by patient according to the presence of liver 
metastases at baseline [Safety set] 

12_2_2_4_2d.RTF 

12.2.2.4 Worst CTCAE grade of SGPT/ALT by patient according to the presence of liver 
metastases at baseline [Safety set] 

12_2_2_4_2e.RTF 

12.2.2.4 Worst CTCAE grade of alkaline phosphatase by patient according to the presence 
of liver and/or bone metastases at baseline [Safety set] 12_2_2_4_2f.RTF 

12.3.1.1 Summary of deaths [Safety set]  12_3_1_1a.RTF 

12.3.1.1 Listing of dead patients within 30 days  after last administration, reason of death, 
relationship to treatment [Safety set]  12_3_1_1b.RTF 

12.3.1.1 Listing of dead patients within 30 days more than 30 days after last administration, 
reason of death, relationship to treatment [Safety set]  12_3_1_1c.RTF 

12.3.1.2 Listing of Serious Adverse Events [Safety set] 12_3_1_2.RTF 

14.1.1 Prior medications whatever the indication per patient at baseline [ITT] 14_1_1.RTF 

14.1.2 Prior medications with a tumour related indication per patient at baseline [ITT] 14_1_2.RTF 

14.1.3 Prior medications with a prophylactic indication per patient at baseline [ITT] 14_1_3.RTF 

14.1.4 Prior medications with pre-treatment event indication per patient at baseline [ITT] 14_1_4.RTF 

14.1.5 Prior medications with medical history indication per patient at baseline [ITT] 14_1_5.RTF 

14.1.6 Prior medical history by patient according to MedDRA System Organ Class and 
Preferred Term [ITT] 14_1_6.RTF 

14.1.7 Pre-treatment events by patient according to MedDRA System Organ Class and 
Preferred Term [ITT] 14_1_7.RTF 

14.2 Progression-Free Survival (PFS-months) [ITT] 14_2_1.RTF 

14.2 Progression-Free Survival (PFS-months) [ITT] 14_2_1_FIG.RTF 

14.2 Objective Response Rate (ORR) [ITT] 14_2_2.RTF 

14.2 Disease Control Rate (DCR) [ITT] 14_2_3.RTF 



Statistical Analysis Plan / L00070 IN 309 F0                                                       Version n° 4 (23/11/2017) 

42/55   
CONFIDENTIAL 

 

SECTION Title RTF reference 

14.2 Duration Of Response (months) [ITT] 14_2_4.RTF 

14.2 Duration Of Response (months) [ITT] 14_2_4_FIG.RTF 

14.2 Duration of Disease Control (months) [ITT] 14_2_5.RTF 

14.2 Duration of Disease Control (months) [ITT] 14_2_5_FIG.RTF 

14.2 Time to Treatment Failure (months) [ITT] 14_2_6.RTF 

14.2 Time to Treatment Failure (months) [ITT] 14_2_6_FIG.RTF 

14.2 Time to First Response (months) [ITT] 14_2_7.RTF 

14.2 Time to First Response (months) [ITT] 14_2_7_FIG.RTF 

14.3 Electrocardiogram: listing of abnormalities at baseline [Safety Set] 14_3_1.RTF 

14.3 Electrocardiogram: listing of abnormalities during treatment period [Safety Set] 14_3_2.RTF 

14.4.1a Concomitant medications whatever the indication per patient [ITT] 14_4_1a.RTF 

14.4.1b Concomitant medications whatever the indication per cycle [ITT] 14_4_1b.RTF 

14.4.2a Concomitant medications with a tumour related indication per patient [ITT] 14_4_2a.RTF 

14.4.2b Concomitant medications with a tumour related indication per cycle [ITT] 14_4_2b.RTF 

14.4.3a Concomitant medications with a prophylactic indication per patient [ITT] 14_4_3a.RTF 

14.4.3b Concomitant medications with a prophylactic indication per cycle [ITT] 14_4_3b.RTF 

14.4.4a Concomitant medications with pre-treatment event indication per patient  [ITT] 14_4_4a.RTF 

14.4.4b Concomitant medications with pre-treatment event indication per cycle [ITT] 14_4_4b.RTF 

14.4.5a Concomitant medications with medical history indication per patient  [ITT] 14_4_5a.RTF 

14.4.5b Concomitant medications with medical history indication per cycle [ITT] 14_3_5b.RTF 

14.5 EORTC QLQ-C30 (Global Health Status) : Values and changes from baseline Over 
Time and at last cycle [Evaluable Pop for QLQ-C30] 14_5_1a.RTF 

14.5 EORTC QLQ-C30 (Functional scales): Values and changes from baseline Over 
Time and at last cycle [Evaluable Pop for QLQ-C30] 14_5_1b.RTF 

14.5 EORTC QLQ-C30 (Symptom Scales/Items) : Values and changes from baseline 
Over Time and at last cycle [Evaluable Pop for QLQ-C30] 14_5_1c.RTF 

14.5 QLQ-Head and Neck EORTC 35 Module (Multi-item scales) : Values and changes 
from baseline Over Time and at last cycle [Evaluable Pop for QLQ-H&N 35] 14_5_2a.RTF 

14.5 QLQ-Head and Neck EORTC 35 Module (Single items) : Values and changes from 
baseline Over Time and at last cycle [Evaluable Pop for QLQ-H&N 35] 14_5_2b.RTF 

16.2.1 Discontinued patients 16_2_1_1.RTF 

16.2.1 Follow-Up data 16_2_1_2.RTF 

16.2.2 Protocol Deviations at study entry 16_2_2_1.RTF 

16.2.2 Protocol Deviations on treatment 16_2_2_2.RTF 

16.2.3 Analysis sets 16_2_3_1.RTF 

16.2.3 Eligibility criteria 16_2_3_2.RTF 

16.2.3 Randomization criteria 16_2_3_3.RTF 

16.2.4 Patients’ characteristics 16_2_4_1.RTF 

16.2.4 Disease characteristics  16_2_4_2.RTF 

16.2.4 Prior surgery for SCCHN 16_2_4_3a.RTF 

16.2.4 Prior radiotherapy for SCCHN 16_2_4_3b.RTF 

16.2.4 Prior chemotherapy for SCCHN 16_2_4_3c.RTF 

16.2.4 Prior treatment for SCCHN 16_2_4_3d.RTF 

16.2.4 Medical and Surgical History, Concomitant disease 16_2_4_4.RTF 

16.2.4 Pre-treatment events 16_2_4_5.RTF 

16.2.4 Blood and Platelet transfusion 16_2_4_6.RTF 

16.2.5 Treatment administration of Vinflunine 16_2_5_1.RTF 
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SECTION Title RTF reference 

16.2.5 Treatment administration of Methotrexate 16_2_5_2.RTF 

16.2.5 Treatment modifications 16_2_5_3.RTF 

16.2.5 Cumulative dose, dose intensity and relative dose intensity per arm and per cycle  16_2_5_4.RTF 

16.2.6 Tumour assessments 16_2_6_1.RTF 

16.2.6 Work-Up 16_2_6_2.RTF 

16.2.6 Efficacy parameters (1/2) 16_2_6_3.RTF 

16.2.6 Efficacy parameters (2/2) 16_2_6_4.RTF 

16.2.7 Adverse Events by patient (Reported Term, Preferred Term and Dates) 16_2_7_1.RTF 

16.2.7 Adverse Events by System Organ Class and Preferred Term 16_2_7_2.RTF 

16.2.7 Drug-related Adverse Events by patient (Reported Term, Preferred Term and Dates) 16_2_7_3.RTF 

16.2.7 Drug-related Adverse Events by System Organ Class and Preferred Term 16_2_7_4.RTF 

16.2.7 Serious Adverse Events by patient (Reported Term, Preferred Term and Dates) 16_2_7_5.RTF 

16.2.7 Serious Adverse Events by System Organ Class and Preferred Term 16_2_7_6.RTF 

16.2.7 Patient deaths 16_2_7_7.RTF 

16.2.8 Individual haematological laboratory measurements by patient - grades and values 16_2_8_1.RTF 

16.2.8 Individual biochemical laboratory measurements by patient - grades and values 16_2_8_2.RTF 

16.2.8 Blood products 16_2_8_3.RTF 

16.2.8 Pregnancy test results 16_2_8_4.RTF 

16.2.8 Tumour Markers 16_2_8_5.RTF 

16.2.9 Temperature, vital signs, weight 16_2_9_1.RTF 

16.2.9 Neurological examination, physical examinatioin 16_2_9_2.RTF 

16.2.9 ECG results 16_2_9_3.RTF 

16.2.10 Prior and Concomitant medications 16_2_10_1.RTF 

16.2.10 Concomitant Radiotherapy 16_2_10_2.RTF 

16.2.10 Concomitant surgery 16_2_10_3.RTF 

16_2_11 EORTC QLQ-C30  16_2_11_1_1.RTF 

16_2_11 EORTC QLQ-C30, derived scores 16_2_11_1_2.RTF 

16_2_11 QLQ Head & Neck 35 EORTC module  16_2_11_2_1.RTF 

16_2_11 QLQ Head & Neck 35 EORTC module, multi-item scales 16_2_11_2_2.RTF 
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1 5. 2. A P P E N DI X 2: S T A TI S TI C A L A N A L Y SI S C O N V E N TI O N S 

 

1 5. 2. 1. C o n v e nti o n s f or c al c ul ati o n of d ur ati o n 

1 5 . 2. 1. 1. C al c ul ati o n of a d ur ati o n i n m o n ht s or y e ar s 

D ur ati o n i n y e ar s or m o nt h s (i. e. tr e at m e nt d ur ati o n, d ur ati o n of f oll o w- u p, di s e a s e a n d tr e at m e nt fr e e 

i nt er v al s, ti m e fr o m di a g n o si s t o st u d y e ntr y, ti m e t o fir st r e s p o n s e, d ur ati o n of r e s p o n s e, st a bili s ati o n 

a n d di s e a s e c o ntr ol, P F S a n d o v er all s ur vi v al)  will b e c al c ul at e d a s f oll o w s : 

3 0. 4 3 7 5

11 D at e - 2 D at e
m o nt hs)(i n  D ur ati o n  

+
=








 

wi t h D at e 2   ≥  D at e 1. 

3 6 5. 2 5

11 D at e - 2 D at e
y e ar s)(i n  D ur ati o n  

+
=








 

F o r e x a m pl e, a g e of t h e p ati e nt s will b e c al c ul at e d a s f oll o w s : 

3 6 5. 2 5

1birt h of D at e -o n r e gistr ati of D at e
y e ars)(i n    A g e

+
=








 

 

 

1 5. 2. 1. 2. C al c ul ati o n of a d el a y or ti m e d ur ati o n i n d a y s 

 

D e l a y s or ti m e d ur ati o n s, u s u all y i n d a y s, (i. e. n u m b er of d a y s of d el a y i n a c y cl e, d el a y b et w e e n 

r a n d o mi s ati o n a n d fir st a d mi ni str ati o n, n u m b er of d a y s b et w e e n l a st a d mi ni str ati o n or vi sit a n d d e at h, 

d el a y b et w e e n di a g n o si s a n d st u d y e ntr y, d el a y b et w e e n di a g n o si s a n d pr o gr e s si o n, ti m e fr o m 

r a n d o mi s ati o n t o fir st c o n c o mit a nt r a di ot h er a p y) will b e c al c ul at e d a s f oll o w s : 

1 D at e - 2 D at ed a ys)(i n  D el a y  =  

wit h D at e 2 ≥  D at e 1. 

 

1 5. 2. 2. Mi s si n g d at a 

1 5 . 2. 2. 1. G e n er al c o n v e nti o n s 

F oll o wi n g i nt er n al bi o m etr y c o n v e nti o n s ar e u s e d: 

   “ M” st a n d s f or a n i nf or m ati o n n ot pr e s e nt o n C R F f or m, 
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15.2.2.2.Conventions for dates 
For dates, if the day is missing then convention is to put the day to the value of 15 (half of the month). 

If the day and the month are missing then convention is to put the day to the value of 01 and the 

month to the value of 07 (half of the year). This convention allows to approximate some delays (mostly 

delays analysed at baseline). 

15.2.2.3.Dose modifications 
Dose modifications will be determined between two subsequent cycles. Variation will be calculated by 

comparing actual dose received. 

15.2.2.4.overall response of the patient 
According to the revised RECIST, no confirmation of the response will be required in this phase III 

study to qualify the patient as CR or PR. 

15.2.3. Date of first response and date of progression 

15.2.3.1.Date of first response 

The date of first response is the first date where CR, or PR is assessed. It can be found in the Tumour 

assessment form of the eCRF. If for the same Tumour evaluation, the assessments where made at 

different dates, the maximum of all the dates of assessment of the cycle will be taken into account. 

15.2.3.2.Date of progression or death 

The date of progression is the first date where PD is assessed. The date used for PFS calculation will 

be the date of progression or the date of death. Date of first progression or death can be found : 

 In the Tumour Assessment Form of the eCRF (during the study or during the follow-up, i.e. 
after the end of the treatment period),, 

 In Death Report Form of the eCRF in case of death without “objective” progression assessed 
before. 

If for a tumour evaluation, several assessments show a PD at different dates and the global response 

of the cycle is PD, the minimum of all the dates of assessment of the cycle showing PD (including 

appearance of new lesions) will be taken into account.  

  

15.2.4. Toxicity 

15.2.4.1.Haematological toxicities 
The following units for HGB, WBC, PLT and ANC will be used for the analysis of haematological 

toxicity : 
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Parameters Units 

HGB g/dl 

WBC 109/L 

PLT 109/L 

ANC 109/L 

If values were expressed in different units in the CRF, the data management department will be in 

charge of the conversion to SI units. 

Calculation of grades will be done using the following boundaries : 

Grade HGB WBC PLT ANC 

Grade 0 ]20 – 12] ]15 – 4] ]500 – 100] ]10 – 2] 

Grade 1 ]12 – 10] ]4 – 3] ]100 – 75] ]2 – 1.5] 

Grade 2 ]10 – 8] ]3 – 2] ]75 – 50] ]1.5 – 1] 

Grade 3 ]8 – 6.5] ]2 – 1] ]50 – 10] ]1 – 0.5] 

Grade 4 < 6.5 < 1 < 10 < 0.5 

Of note, the study data manager calculates grades of haematological toxicities before database is 

made available to the study statistician on a read-only basis. 

15.2.4.2.Biochemical toxicities 
The following units for SGOT/SGPT, bilirubin, alkaline phosphatase and creatinine will be used for the 

analysis of biochemical toxicity : 

Parameters Units 

SGOT/SGPT IU/l 

Bilirubin µmol/l 

Alkaline phosphatase IU/l 

Creatinine µmol/l 

If values were expressed in different units in the CRF, the data management department will be in 

charge of the conversion to SI units. 

Calculation of grades will be done using the following boundaries : 

Grade SGOT/SGPT Bilirubin Alkaline 
phosphate 

Creatinine 

Grade 0 [LLN – UNL] [LLN – UNL] [LLN – UNL] [LLN – UNL] 

Grade 1 ]UNL – 2.5 x UNL] ]UNL – 1.5 x UNL] ]UNL – 2.5 x UNL] ]UNL – 1.5 x UNL] 

Grade 2 ]2.5 – 5 x UNL] ]1.5 – 3 x UNL] ]2.5 – 5 x UNL] ]1.5 – 3 x UNL] 

Grade 3 ]5 – 20 x UNL] ]3 – 10 x UNL] ]5 – 20 x UNL] ]3 – 6 x UNL] 

Grade 4 > 20 x UNL > 10 x UNL > 20 x UNL > 6 x UNL 
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Of note, the study data manager calculates grades of biochemical toxicities before database is made 

available to the study statistician on a read-only basis. 

15.2.4.3.Definition of a toxic death 

A toxic death is defined as a death caused by a related adverse event either during the treatment 

period or in the 30 days following the last administration. 

15.2.4.4.Treatment duration  
For arm A, the treatment duration is defined as the time elapsed between the date of 1st administration 

and the date of the last VFL administration (if MTX not given) + 21 days or the date of the last MTX 

administration (if given) + 14 days. For arm B, the treatment duration is defined as the time elapsed 

between the date of the 1st administration and the date of the last D1 administration of the last cycle + 

21 days (if D8 and D15 not given) or the date of the last D8 administration of the last cycle + 14 days 

(if D15 not given) or the date of the last D15 administration of the last cycle + 7 days (if D15 given). 

Treatment duration will be tabulated by treatment arm, and listed by patient. 

15.2.5.  End of study 

15.2.5.1.Death for progression 

In case of death for progression (so PD documented in the tumour assessment form and death 

documented in death report form are at the same date), the reason for treatment discontinuation is 

Progression. 
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15.3. APPENDIX 3: ADVERSE EVENTS OF SPECIAL INTEREST 

 
 Adverse Events of Special Interest 

MedDRA (v19.0) Preferred Terms (PT) or High 
Level Terms (HLT)  if specified or graded from 
laboratory values if specified 

1 Myelosupression neutropenia, leukopenia, anaemia, thrombocytopenia to be graded 
from haematological lab values 

2,1 Febrile Neutropenia   

 PT febrile neutropenia 

2,2 Infections with severe neutropenia (Clinically 
relevant Infections (potential bacterial origin)) 

Time window is defined as 2 days before through 1 day after the 
onset of an infection during which time grade 3 or 4 neutropenia or 
grade 4 leukopenia coincides.  

 PT neutropenic infection 

 PT neutropenic sepsis 

 PT abscess limb 

 PT bacteraemia 

 PT bacterial infection 

 PT blood culture positive 

 PT bronchitis bacterial 

 PT cellulitis 

 PT cystitis 

 PT ear infection 

 PT febrile infection 

 PT fungal infection 

 PT gastrointestinal infection 

 PT infection 

 PT lobar pneumonia 

 PT localised infection 

 PT lower respiratory tract infection bacterial 

 PT lower respiratory tract infection 

 PT lung infection 

 PT oral infection 

 PT pneumonia 

 PT pneumonia bacterial 

 PT sepsis 
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 PT septic shock 

 PT sinusitis 

 PT sinusitis bacterial 

 PT skin infection 

 PT tooth abscess 

 PT tooth infection 

 PT urinary tract infection 

 PT urosepsis 

 PT catheter related infection 

 PT wound infection 

3,1 Constipation    

 PT constipation 

3,2 Ileus    

 PT ileus paralytic 

 PT ileus spastic 

 PT ileus 

 PT subileus 

 PT megacolon 

3,3 Intestinal Obstruction   

 PT gastrointestinal obstruction 

 PT intestinal obstruction 

 PT small intestinal obstruction 

 PT large intestinal obstruction 

 PT mechanical ileus 

 PT colonic obstruction 

 PT gastrointestinal stenosis 

 PT intestinal stenosis 

 PT colonic stenosis 

3,4 Abdominal Pain   

 PT Abdominal pain 

 PT Abdominal pain lower 

 PT abdominal pain upper 

 PT abdominal rebound tenderness 
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 PT abdominal tenderness 

 PT gastrointestinal pain 

 PT visceral pain 

4,1 Nausea   

 PT Nausea 

4,2 Vomiting   

 PT Vomiting 

4,3 Stomatitis/mucositis   

 PT aphthous stomatitis 

 PT mouth ulceration 

 PT mucocutaneous ulceration 

 PT mucosal inflammation 

 PT mucosal ulceration 

 PT stomatitis 

 PT stomatitis haemorrhagic 

4,4 Diarrhoea   

 PT Diarrhoea 

5,1 Myocardial Infarction/ Ischaemia   

 PT acute myocardial infarction 

 PT myocardial infarction 

 PT silent myocardial infarction 

 PT papillary muscle infarction 

 PT acute coronary syndrome 

 PT angina pectoris 

 PT angina unstable 

 PT Prinzmetal angina 

 PT myocardial ischaemia 

 PT ECG signs of myocardial ischaemia 

5,2 Cardiac Arrhythmias   

 HLT Rate and rhythm disorders NEC 

 HLT supraventricular arrhythmias  

 HLT Ventricular arrhythmias and cardiac arrest 

5,3 Cardiac Conduction Disorders   
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 HLT Cardiac Conduction disorders 

6,1 Local Injection/Infusion Site Reactions   

 HLT injection and infusion site reactions (minus Infusion Site 
Extravasation and Injection Site Extravasation) 

6,2 Extravasation   

 PT Extravasation 

 PT Infusion site extravasation 

 PT Injection site extravasation 

7,1 Peripheral Sensory Neuropathy   

 PT Acute polyneuropathy 

 PT Burning sensation 

 PT Dysaesthesia 

 PT Hyperaesthesia 

 PT Hypoaesthesia 

 PT Neuritis 

 PT Neuropathy Peripheral 

 PT Allodynia 

 PT Pallanaesthesia 

 PT Paraesthesia 

 PT Peripheral sensory neuropathy 

 PT Polyneuropathy 

 PT Toxic neuropathy 

7,2 Peripheral Motor Neuropathy   

 PT Neuromuscular toxicity 

 PT Peripheral motor neuropathy 

 PT Peripheral sensorimotor neuropathy 

7,3 Autonomic Neuropathy   

 PT autonomic neuropathy 

 PT cardiac autonomic neuropathy 

 PT neurogenic bowel 

 PT impaired gastric emptying 

8,1 Asthenia/fatigue   

 PT fatigue 
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 PT asthenia 

8,2 Myalgia   

 PT Myalgia 

9 Immediate Hypersensitivity 
events must be study drug related and occur on the day of study 
drug infusion (day 1 or within 24 hours after infusion of vinflunine) 
 

 PT Allergic oedema 

 PT Anaphylactic reaction 

 PT Anaphylactic shock 

 PT Anaphylactoid reaction 

 PT Anaphylactoid shock 

 PT Angioedema 

 PT Bronchospasm 

 PT Bronchial oedema 

 PT Circulatory collapse 

 PT Circumoral oedema 

 PT Drug hypersensitivity 

 PT Drug eruption 

 PT Epiglottic oedema 

 PT Eyelid oedema 

 PT Face oedema 

 PT Flushing 

 PT Hypersensitivity 

 PT Laryngeal oedema 

 PT Laryngospasm 

 PT  Laryngotracheal oedema 

 PT Lip swelling 

 PT Lip oedema 

 PT Pharyngeal oedema 

 PT Pruritus generalised 

 PT Rash pruritic 

 PT Shock 

 PT Type I hypersensitivity 

 PT Urticaria  



Statistical Analysis Plan / L00070 IN 309 F0                                                       Version n° 4 (23/11/2017) 

53/55   
CONFIDENTIAL 

 

10 SIADH   

 PT Inappropriate antidiuretic hormone secretion  

 PT blood antidiuretic hormone increased 

11 PRES  

 HLT Encephalopathy  NOS 

12 Hepatic dysfunction use total bilirubin of grade >2 combined with either AST grade >2, 
ALT grade >2 or alkaline phosphatase grade >2 
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15.4. APPENDIX 4: ANALYSIS OF TUMOUR LOCATION AT BASELINE 
Tumour Location at Baseline Visceral Involvement Groups for detail of organs involved 

ABDOMEN Yes OTHER 

ADIPOSE TISSUE No OTHER 

ADRENALS Yes OTHER 

AREA IN THE LARINGECTOMY ZONE No OTHER 

BONE No OTHER 

CERVICAL No OTHER 

CERVICAL MASS No OTHER 

CERVIX No OTHER 

CHEST No OTHER 

COSTAL No OTHER 

DENSIFICATION INFILTRATIVE 
APPEARANCE OF CERVICAL FAT 
PLANES AND CERVI 

No OTHER 

FACE No OTHER 

HYPOPHARYNX No HYPOPHARYNX 

KIDNEY Yes OTHER 

LARYNX No LARYNX 

LEFT SUBMANDIBULAR GLAND No SUBMANDIBULAR GLAND 

LEFT SUBMANDIBULARIS AREA No SUBMANDIBULAR GLAND 

LESION UNDER THE CHIN No OTHER 

LIVER Yes OTHER 

LUNG Yes OTHER 

LYMPH NODE(S) No LYMPH NODE(S) 

MAXILARY SINUS No NASAL SINUS 

MEDIASTINUM No OTHER 

MUSCL No OTHER 

MUSCLE No OTHER 

NECK No NECK SOFT TISSUE 

NECK (SOFT TISSUE) No NECK SOFT TISSUE 

NOSE No NASAL SINUS 

ORAL CAVITY No ORAL CAVITY 

OROPHARYNX No OROPHARYNX 

PARA-PHARYNX No PHARYNX 

PARANASAL SINUS No NASAL SINUS 

PARATHYROIDS Yes OTHER 

PHARYNX No PHARYNX 

PLEURA Yes OTHER 

PLEURAL Yes OTHER 

PLEURAL EFFUSSION Yes OTHER 

REGION PARAMEDIAN LEFT No OTHER 

RENAL Yes OTHER 

RIGHT SUBMANDIBULAR GLAND No SUBMANDIBULAR GLAND 



Statistical Analysis Plan / L00070 IN 309 F0                                                       Version n° 4 (23/11/2017) 

55/55   
CONFIDENTIAL 

 

SKIN No OTHER 

SOFT TISSUE No NECK SOFT TISSUE 

SOFT TISSUE  SUBMANDIBULAR 
REGION 

No SUBMANDIBULAR GLAND 

SOFT TISSUE OF THE CHIN RIGHT 
SIDE 

No NECK SOFT TISSUE 

SOFT TISSUE SUBMANDIBULAR 
REGION 

No SUBMANDIBULAR GLAND 

SOFT TISSUES OF THE NECK No NECK SOFT TISSUE 

SPLEEN No OTHER 

SUBCLAVICULAR No OTHER 

SUBCUTIS No OTHER 

SUBMANDIBULAR GLAND No SUBMANDIBULAR GLAND 

SUPRACLAVICULAR No OTHER 

THE SOFT TISSUES OF THE NECK No NECK SOFT TISSUE 

THORAX WALL No OTHER 

VENTRAL SEGMENT No OTHER 

 


