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LIST OF ABBREVIATIONS 

Abbreviation or 
special term

Explanation

DCO Data cut off

FACT-B Functional Assessment of Cancer Therapy – Breast

ITT Intention to Treat

ORR Objective response rate

OS Overall Survival

PFS Progression-free survival

PT Preferred term

QoL Quality of Life

SAE Serious adverse event 

SAP Statistical analysis plan

SOC System organ class

TLFs Tables, listings, and figures

TOI Trial Outcome Index



AMENDMENT HISTORY

Date Brief description of change

20 October 2017 First draft – addendum to SAP Edition 3 (27 April 2016)

3 May 2022 Second draft – per protocol version 6.0 (17 December 2021), change of final 
overall survival (OS) analysis trigger from when 75% of patients have died 
to: when at least 65% of patients have died and at least 8 years have passed 
since the last patient was enrolled; summaries of data on protocol deviations 
and concomitant medication are also generated; retain OS TLF original 
numbering and add a suffix for OS analysis



1. STUDY DETAILS

1.1 Study objectives

The only objective of the study relevant to the overall survival (OS) follow-up analysis is the 
secondary objective:

To compare the OS of patients treated with fulvestrant 500 mg versus patients 
treated with anastrozole 1 mg.

1.2 Study design

The study design relevant to the OS is as follows:

After the data cut-off for the primary progression-free survival (PFS) analysis, all the 
remaining patients, regardless of whether they are still receiving randomised treatment, will 
enter the survival follow-up phase.  An interim analysis of OS data will be performed at the 
time of the PFS analysis and an updated survival analysis will be performed when at least 
65% of patients have died and at least 8 years have passed since the last patient was enrolled, 
July 11, 2014.  After the updated survival analysis, data collection will cease for this study 
and the patient's treatment will be unblinded.  

1.3 Number of subjects

The sample size calculations are described in the main SAP.

2. ANALYSIS SETS

All patients, defined as everyone who signed informed consent, will be used to summarise 
patient disposition.

The Intention to Treat (ITT) analysis set, as defined in the main SAP, will be used to analyse 
OS, and to summarise post-discontinuation anti-cancer therapy, important protocol 
deviations, concomitant medications, best overall tumour response to first subsequent 
therapy, Quality of Life (QoL) questionnaires: Functional Assessment of Cancer Therapy –
Breast (FACT-B) and EQ-5D.  

The Safety analysis set as defined in the main statistical analysis plan (SAP), will be used to 
summarise serious adverse events (SAE), deaths and exposure.  

2.1 Violations and deviations

Important protocol deviations post the data cut-off (DCO) for the primary PFS analysis will 
be summarised and listed by treatment group.



3. FOLLOW-UP OUTCOME VARIABLES 

3.1 Disposition and anti-cancer therapy variables

Patient disposition is defined as the number of patients who enrolled; randomised; received 
treatment, or not; continued to receive treatment, or not, at DCO for the updated OS analysis; 
were ongoing, or terminated, at DCO.

Post-discontinuation disease-related anticancer therapy is defined as the medications recorded 
on the Post-Withdrawal Cancer Therapy (CAPRXPOST) CRF page.

Concomitant medications will be listed and summarised by treatment group for the survival 
follow-up phase.

3.2 Overall survival 

Overall survival is defined in section 3.2.1 of the main SAP.

3.3 Best response to first subsequent breast cancer therapy

Best response to first subsequent cancer therapy, as collected on the Post-Withdrawal Cancer 
Therapy CRF page, will be summarised overall and by type of therapy.

3.4 Safety

Deaths and SAEs are the only safety variables to be summarised in the Follow-up analysis, as 
described in section 3.3 of the main SAP.

3.5 Exposure to study drug

Derivations of exposure to study drug remain unchanged from the PFS analysis, specifically 
total duration of fulvestrant will be derived, in months, as follows:

{[earliest of (last dose date +28) or death date] – first dose date +1} / (365.25/12)

Total duration of anastrozole will be derived, in months, as follows:

(last dose date - first dose date +1) / (365.25/12)

3.6 Quality of Life (QoL) questionnaires

FACT-B scores will be derived as described in section 3.4 of the main SAP 

EQ-5D scores will be derived as described in section 3.5 of the main SAP. 

4. ANALYSIS METHODS

4.1 General principles

General principles of the analysis methods are unchanged from section 4.1 of the main SAP.



4.1.1 Multiple testing strategy

The key secondary endpoints of OS, and ORR will be tested using a multiple testing 
procedure (MTP) with an alpha-splitting and recycling strategy (Burman et al 2009).  With 
this approach, the endpoints of OS, and ORR will be tested in a pre-defined order as shown 
below.  The secondary endpoints of CBR, EDoR, EDoCB, FACT-B and EQ-5D will not be 
included in this MTP.

Figure 1 Multiple testing procedure

The primary endpoint (PFS) was tested at a single time point when 309 progression events 
have occurred (143 in the fulvestrant group and 232 in the anastrozole group).  The secondary 
endpoints of OS and ORR were tested in the MTP using a weighted proportion of alpha (test 
mass; the total test mass equals alpha) and test mass that became available after each rejected 
hypothesis was recycled to secondary endpoints not yet rejected.  This testing procedure 
stopped when the entire test mass was allocated to non-rejected endpoints.  Implementation 
of this pre-defined ordered testing procedure included recycling, strongly controlled the Type 
I error at 2.5% (1-sided), amongst the primary (PFS) and the key secondary (OS and ORR) 
endpoints.

PFS and ORR were analysed at one time-point only.  However, OS will be analysed on two 
occasions; at the time of the analysis of PFS and also at a later time-point when it is estimated 
that at least 65% of patients have died and at least 8 years have passed since the last patient 
was enrolled (originally planned for 50%).  The available alpha will be controlled amongst 
the two OS analyses by using the Lan DeMets (Lan and DeMets 1983) spending function that 
approximates an O’Brien Fleming approach, where the significance level applied at the 
interim (i.e., at the time of formal PFS and ORR analysis) is dependent upon the proportion 
of information available.  This proportion of information was calculated at the interim using 
the data available at that time.

Using the allocated α=2% according to the MTP (ORR was not significant; one-sided p-value 
= 0.3645), the following was the case for the OS interim analysis:

0.5% 2%
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4. 2. 4 E x p os u r e t o st u d y d r u g
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a cr oss ti m e p o i nts, b y tr e at me nt gr o u p 

M e a n ( +/ - S D) tri al o ut c o m e i n d e x ( T OI) 
s c or e a cr oss ti m e p o i nts, b y tr e at me nt 
gr o u p 

M e a n ( +/ - S D) F A C T -B t ot al s c or e 
c h a n g e fr o m b as e li n e a cr oss ti m e p oi nts, 
b y tr e at m e nt gr o u p 

M e a n ( +/ - S D) tri al o ut c o m e i n d e x ( T OI) 
c h a n g e fr o m b as eli n e a cr oss ti m e p o i nts, 
b y tr e at m e nt gr o u p 

K a pl a n -M ei er pl ot f or ti m e t o 
d et eri or ati o n ( m o nt h s) - F A C T -B t ot al  
s c or e 

K a pl a n -M ei er pl ot f or ti m e t o 
d et eri or ati o n ( m o nt h s) of T OI 

R e vi e w of p ati e nt r e p ort e d o ut c o m es 
q u esti o n n air e - F A C T - B

List i n g of t ot al s c or e b y F A C T-B 
d o m ai n

C CI



4. 2. 6. 2 E Q - 5 D

All vi si t s fr o m t h e b as eli n e of t he m ai n st u d y  u ntil D C O for t h e f o ll ow- u p a n al ysis will b e 
i n cl u d e d i n t h e s u m m ar y of E Q - 5 D i n di vi d u al q u esti o ns a n d c om bi n e d h e alt h s c or e wit h b e 
list e d. V A S s c or e a n d U K h e alt h st at e utilit y v al u es a n d c h a n g e fr o m b as eli n e will b e list e d 
a n d s u m m aris e d. V A S s c or e a n d h e alt h st at e c o m bi n e d s c or e c o m pli a n c e r at es will als o b e 
s u m m aris e d si mil arl y t o F A C T-B.

S h ell 
r ef er e n c e

R ef er e n c e fr o m 
P F S a n al ysis

Ti tle

E Q -5 D q u esti o n n air e - ( V A S) s c or e a n d h e alt h st at e 
c o m bi n e d s c or e c o m pli a n c e r at e b y  ti m e p oi nt 

E Q -5 D q u esti o n n air e - ( V A S) s c or e a n d U K h e alth st at e 
utilit y v al u e - s u m m ar y s c or es

E Q -5 D q u esti o n n air e - ( V A S) s c or e a n d U K h e alth st at e 
utilit y v al u e - c h a n g e fr o m b as eli n e

R e vi e w of p ati e nt r e p ort e d o ut c o m es q u esti o n n air e - E Q -
5 D

List i n g of E Q-5 D q u esti o n n air e - i n di vi d u al q u esti o ns 
a n d h e alt h st at e c o m bi n e d s c or e

List i n g of E Q-5 D q u esti o n n air e - h e al t h s c or e s

List i n g of E Q-5 D q u esti o n n air e - h e al t h s c or es c h a n g e 
fr om b as eli n e

5. R E F E R E N C E S

B u r m a n et al 2 0 0 9

B ur m a n C F, S o n ess o n C, G uil b a u d O. A r e c y cli n g fr a m e w or k f or t h e c o nstr u cti o n of 
B o nf err o ni -b as e d m ult i pl e t ests. St atist i cs i n M e di ci n e 2 0 0 9: 2 8; 7 3 9 – 7 6 1.

L a n a n d D e M ets 1 9 8 3

L a n K K G, D e M ets D L. Dis cr et e s e q u e nt i al b o u n d ari es f or cli ni c al tri als. Bi o m etri k a 
1 9 8 3; 7 0; 3: 6 5 9 – 6 3.

C CI



SI G N A T U R E P A G E
T his is a r e pr es e nt ati o n of a n el e ctr o ni c r e c or d t h at w as si g n e d

el e ctr o ni c all y a n d t his p a g e is t h e m a nif est ati o n of t h e el e ctr o ni c si g n at ur e

D o c u m e nt N a m e: d 6 9 9 b c 0 0 0 0 1-s a p- a d d e n d u m- e diti o n- 2

D o c u m e nt Titl e: St atisti c al A n al ysis Pl a n A d d e n d u m E diti o n 2

D o c u m e nt I D:

V e rsi o n L a b el: 2. 0 C U R R E N T L A T E S T A P P R O V E D

S e r v e r D at e
( d d- M M M- y y y y H H: m m ‘ U T C’ Z)

Si g n e d b y M e a ni n g of Si g n at u r e

1 1- M a y- 2 0 2 2 1 7: 0 5 U T C A ut h or A p pr o v al

N ot es: ( 1) 

P P D

C CI

C CI




