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1. INTRODUCTION 
The purpose of this statistical analysis plan (SAP) is to describe the planned analyses and data 
displays to be included in the Clinical Study Report (CSR) for Protocol TAS-120-203. 
Pembrolizumab is a potent humanized immunoglobulin G4 (IgG4) monoclonal antibody (mAb) 
with high specificity of binding to the programmed cell death 1 (PD-1) receptor, thus inhibiting its 
interaction with programmed cell death ligand 1 (PD-L1) and programmed cell death ligand 2 (PD- 
L2). Based on preclinical in vitro data, pembrolizumab has high affinity and potent receptor 
blocking activity for PD-1. Pembrolizumab has an acceptable preclinical safety profile and is in 
clinical development as an intravenous (I.V.) immunotherapy for advanced malignancies. 
Pembrolizumab is indicated for the treatment of patients across a number of indications. 

Recently published data (Palakurthi et al. 2019) shows that fibroblast growth factor receptor 
(FGFR) inhibition and anti-PD-1 combination induced significant tumor regression and improved 
survival. For both erdafitinib monotherapy and combination treatments, tumor control was 
accompanied by tumor-intrinsic, FGFR pathway inhibition, increased T-cell infiltration, decreased 
regulatory T cells, and downregulation of PD-L1 expression on tumor cells. Finally, FGFR 
inhibition may also modulate the microenvironment in non-FGFR3-mutated tumors and lead to 
enhanced efficacy when combined with pembrolizumab in both wild-type and FGFR3 mutated 
tumors (Siefker-Radtke et al. 2019). 

Futibatinib is a novel and selective small molecule FGFR inhibitor, which is the first irreversible, 
covalent inhibitor of FGFR1–4 being tested in humans. Futibatinib selectively and irreversibly 
binds to FGFR to exert an inhibitory effect on the FGF/FGFR pathway. Preclinical studies have 
shown that futibatinib selectively inhibits the cell growth of human cancer cell lines bearing FGFR 
gene abnormalities; strong antitumor efficacy has been observed with futibatinib in nude mouse 
or nude rat xenograft models bearing tumors with FGFR gene abnormalities. 
There is substantial evidence that the combination of a PD-1/PD-L1 inhibitor and an FGFR 
inhibitor may result in treatment benefit in this population. This Phase 2 study will assess the effect 
of pembrolizumab and futibatinib on patients with urothelial carcinoma (UC), including patients 
with FGFR3 mutation / FGFR1-4 fusion/rearrangement. 
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2.  S T U D Y  O B J E C TI V E S  A N D  E N D P OI N T S  

2. 1.  St u d y  O bj e cti v es  

2. 1. 1.  P ri m a r y  O bj e cti v e  

T h e  pri m ar y  o bj e cti v e  of  t his  st u d y  is  t o  ass ess  t h e  a ntit u m or  a cti vit y  of  t h e  c o m bi n ati o n  of  
f uti b ati ni b a n d p e m br oli z u m a b i n p ati e nts wit h u nr es e ct a bl e l o c all y a d v a n c e d or m et ast ati c U C 
w h o ar e n ot c a n di d at e t o r e c ei v e a pl ati n u m -b as e d tr e at m e nt r e gi m e n as m e as ur e d b y o bj e cti v e 
r es p o ns e r at e ( O R R). 

2. 1. 2.  S e c o n d a r y  O bj e cti v es  

•  T o  e v al u at e  dis e as e  c o ntr ol r at e ( D C R) 

•  T o  e v al u at e  d ur ati o n of r es p o ns e ( D o R) 

•  T o  e v al u at e  pr o gr essi o n-fr e e s ur vi v al ( P F S) 

•  T o  e v al u at e  o v er all s ur vi v al ( O S) 

•  T o  i n v esti g at e t h e s af et y  of f uti b ati ni b i n c o m bi n ati o n  wit h p e m br oli z u m a b  

2. 1. 3.  E x pl o r at o r y O bj e cti v es  

2. 2.  St u d y  E n d p oi nts  

2. 2. 1.  P ri m a r y  E n d p oi nt  

•  O R R, d efi n e d as t h e pr o p orti o n of p ati e nts e x p eri e n ci n g a b est o v er all r es p o ns e of p arti al 
r es p o ns e ( P R) or c o m pl et e r es p o ns e ( C R) 

2. 2. 2.  S e c o n d a r y  E n d p oi nts  

•  D C R, d efi n e d as t h e pr o p orti o n of p ati e nts e x p eri e n ci n g a b est o v er all r es p o ns e of st a bl e 
dis e as e ( S D), P R, or C R  

•  D o R, d efi n e d as t h e ti m e fr o m t h e first d o c u m e nt ati o n of r es p o ns e ( C R or P R) t o t h e first 
d o c u m e nt ati o n of o bj e cti v e  t u m or pr o gr essi o n  or d e at h  d u e t o a n y  c a us e,  w hi c h e v er o c c urs 
first 

•  P F S, d efi n e d as t h e ti m e fr o m first d os e of st u d y t h er a p y t o t h e d at e of d e at h ( a n y c a us e) 
or dis e as e pr o gr essi o n, w hi c h e v er o c c urs first 

•  O S,  d efi n e d as t h e  ti m e fr o m t h e d at e  of first d os e t o t h e d e at h d at e  

•  S af et y,  b as e d  o n r e p ort e d a d v ers e  e v e nts ( A Es) a n d o n-st u d y l a b or at or y p ar a m et ers,  gr a d e d 
a c c or di n g t o t h e N ati o n al C a n c er I nstit ut e — C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e 
E v e nts ( N CI - C T C A E), V ersi o n 5. 0 

C CI

C CI

C CI
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All t h e e n d p oi nts b as e d o n t u m or r es p o ns e ( O R R, D C R, D o R, P F S) will b e c al c ul at e d b as e d  
o n b ot h R es p o ns e E v al u ati o n Crit eri a  i n S oli d  T u m ors V ersi o n  1. 1 ( R E CI S T 1. 1) a n d i R E CI S T 
crit eri a ( Eis e n h a u er et al. 2 0 0 9, S e y m o ur et al. 2 0 1 7). 

2. 2. 3.  E x pl o r at o r y E n d p oi nts  

 C CI

C CI

C CI
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3. STUDY DESCRIPTION 

3.1. Summary of Study Design 
Study TAS-120-203 is an open-label, non-randomized, multicenter Phase 2 study evaluating the 
combination of futibatinib and pembrolizumab in patients with advanced or metastatic UC who 
are not candidates to receive a platinum-based treatment regimen. The design is briefly 
summarized in Figure 1. 

 

Abbreviations: FGFR=fibroblast growth factor receptor; I.V.=intravenous; mg=milligrams; PD=progressive disease; 
PO=oral; QD=daily; Q3W=every 3 weeks; Tx=treatment. 

Figure 1: Study design flow chart 
A treatment cycle is defined as 21 days. All enrolled patients will receive the same treatment 
regimen: 

• Futibatinib at an oral (PO) dose of 20 mg daily (QD); and 

• Pembrolizumab at an intravenous (I.V.) dose of 200 mg every 3 weeks (Q3W). 

Treatment will continue until disease progression, unacceptable toxicity, or any other of the criteria 
for treatment discontinuation is met; of note, pembrolizumab may be administered for a maximum 
of 35 doses or a maximum duration of 2 years, whichever is earlier. 

The study will begin with a safety lead-in period. During this period, a total of 6 patients with 
advanced or metastatic urothelial carcinoma will be enrolled and treated for at least one 21-day 
cycle. Patients will be enrolled into this initial safety lead-in period without regard for FGFR 
alteration status. 

After the first 6 patients have completed one cycle of treatment, the first safety analysis will occur. 
After confirmation of the safety of the combination, a total of 20 additional patients will be enrolled 
into each of the following 2 cohorts: 



Taiho Oncology, Inc. 
Statistical Analysis Plan 

TAS-120-203 
4 Dec 2020 

13 

 

 

• Cohort A: Patients with UC and FGFR3 mutation or FGFR fusion/rearrangement. Patients 
will be enrolled based on local results but tissue samples will be archived for retrospective 
confirmation at a central lab using next generation sequencing (NGS) 

• Cohort B: All other patients with UC (including patients with other FGFR or non-FGFR 
aberrations and patients with wild-type [non-mutated] tumors) 

A second safety analysis will occur after enrollment of a total of 10 patients (including the 6 
patients from the safety lead-in), in order to confirm the safety profile of the combination before 
proceeding to the enrollment of the remaining patients in Cohorts A and B. 
Please note: at each safety interim analysis, the combination of futibatinib and pembrolizumab will 
be considered intolerable if the incidence of unacceptable toxicity including dose-limiting toxicity 
(as defined in Section 5.2 “Definition of Dose-Limiting Toxicity” of the protocol) is ≥33%. If the 
combination is determined to be intolerable, the study may continue with a reduced dose of 
futibatinib (16 mg QD) if medically appropriate in the opinion of the investigator and Sponsor. 
Of note, the 6 patients initially enrolled in the safety lead-in period will also be assigned to the 
respective cohort based on FGFR alteration, such that each cohort will contain a minimum of 20 
and a maximum of 26 patients. 

The detailed study schedule is shown in Table 1. 
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Table 1. Schedule of Events 
Evaluations on Day 1 (D1) of a cycle should be performed within 24 hours prior to dosing, unless otherwise noted. Procedures 
already performed during the screening period within 72 hours prior to dosing do not need to be repeated on Cycle 1D1 (C1D1). The 
End of Treatment (EOT) visit must be performed 0-7 days after a decision is made to discontinue study treatment (for patients who 
discontinue at a planned study visit, that visit may be considered the EOT visit if all assessments required at EOT are performed). 
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Written informed consent X         Written informed consent will be obtained 
prior to any study-related assessments or 
procedures. 

Review eligibility criteria X          

Demographics/medical history X          

Review of baseline signs and 
symptoms 

X          

Prior & concomitant 
medications, AE assessments 

 
 

 Collect from the time main informed 
consent is signed through 90 days after 
administration of the last dose of study 
therapy or until the start of new anticancer 
therapy, whichever is earlier. 

Physical examination X X   X  X X  Within 24 hours prior to dosing. 

Vital signs X X   X  X X  Heart rate, blood pressure, body 
temperature, and respiration rate. 

Height and Weight X X   X  X X  Height at screening only. 

ECOG performance status X X   X  X X  Within 24 hours prior to dosing. 

12-Lead electrocardiogram  X   X  X X   
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p e m br oli z u m a b.  
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pi g m e nt e pit h eli al d et a c h m e nt, e v e nts 
s h o ul d b e m o nit or e d at 2 - 3-w e e k i nt er v als.  

    X       C CI C CI
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F oll o w- u p u ntil r a di ol o gi c dis e a s e 
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t h e S p o ns or. 

C CI

C CI

C CI
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3.2. Treatment Assignment and Blinding/Unblinding 
After the patient’s initial eligibility is established and informed consent has been obtained, 
futibatinib will be administered orally at a dose of 20 mg daily, and pembrolizumab will be 
administered as an I.V. infusion of 200 mg on Day 1 of each cycle (that is, every 3 weeks). 

This is an open-label, non-randomized study. Blinding/unbinding is not applicable. 

3.3. Determination of Sample Size 
Approximately 20 patients will be enrolled in Cohort A. Sample size considerations are based on 
differentiating a historical control ORR per RECIST 1.1 of 35% or less, with a target ORR per 
RECIST 1.1 of 65%. Assuming the true ORR per RECIST 1.1 is 65%, the cohort has an 
approximate 80% power to reject the null hypothesis that the true ORR per RECIST 1.1 is ≤35%, 
considering a 2-sided alpha of 10%. With a sample size of 20, observing at least 12 responders 
will have a 90% confidence interval (CI) lower bound excluding 10% (ORR per RECIST 1.1 of 
60% with 90% CI (39.4% - 78.3%)). 

Approximately 20 patients will be enrolled in Cohort B. Sample size considerations are based on 
differentiating a historical control ORR per RECIST 1.1 of 25% or less, with a target ORR per 
RECIST 1.1 of 50%. Assuming the true ORR per RECIST 1.1 is 50%, the cohort has an 
approximate 80% power to reject the null hypothesis that the true ORR per RECIST 1.1 is ≤25%, 
considering a 2-sided alpha of 10%. With a sample size of 20, observing at least 9 responders will 
have a 90% CI lower bound excluding 10% (ORR per RECIST 1.1 of 45% with 90% CI (25.9% - 
65.3%)). 

Note that the first 6 patients will be enrolled into the initial safety lead-in period without regard 
for FGFR alteration status. The 6 patients will also be assigned to Cohorts A or B based on FGFR 
alteration, such that each cohort will contain a minimum of 20 and a maximum of 26 patients. 
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4.  S T U D Y  P E RI O D S,  T R E A T M E N T  R E GI M E N S,  A N D 
P O P U L A TI O N S F O R A N A L Y SI S  

4. 1.  St u d y  P e ri o ds  f o r A n al ys es  
St u d y p eri o ds ar e  d efi n e d i n T a bl e 2.  

T a bl e  2. D efi niti o n  of St u d y  P e ri o ds  f o r A n al ysis  
 

P e ri o d  D efi niti o n  

B as eli n e  / S cr e e ni n g  Fr o m  t h e d a y  of I nf or m e d c o ns e nt f or m (I C F) si g n at ur e  ( u p t o 2 8 d a ys 
b ef or e first d os e) t o t h e d a y a n d ti m e of t h e first d os e of st u d y dr u g. 

O n -tr e at m e nt Fr o m  t h e d at e  of first d os e of st u d y dr u g t hr o u g h 3 0  d a ys aft er  t h e l ast 
d os e  of  st u d y  dr u g.  U nl ess  ot h er wis e  s p e cifi e d,  t h e  o n -tr e at m e nt 
p eri o d will b e t h e b asis f or t h e s u m m ari es of s af et y . 

4. 2.  T r e at m e nt  G r o u ps/ C o h o rts  

T h er e  ar e  t w o c o h orts i n t his st u d y as  d es cri b e d  i n S e cti o n  3. 1. P ati e nts  i n C o h ort A m ust h a v e a n 
F G F R 3 m ut ati o n  or  F G F R 1 - 4 f usi o n/r e arr a n g e m e nt.  All  ot h er  p ati e nts  wit h  U C  (i n cl u di n g  
p ati e nts wit h ot h er F G F R or n o n -F G F R g e n eti c a b err ati o ns a n d p ati e nts wit h wil d -t y p e [ n o n- 
m ut at e d] t u m ors) will b e i n cl u d e d i n C o h ort B.  

4. 3.  P o p ul ati o ns  f o r A n al ysis  

•  All  E n r oll e d  P o p ul ati o n:  All  p ati e nts  e nr oll e d i n t his st u d y 

•  All T r e at e d P o p ul ati o n/ F ull A n al ysis S et: All p ati e nts i n t h e All E nr oll e d P o p ul ati o n 
w h o r e c ei v e d at l e ast o n e d os e of st u d y dr u g. U nl ess ot h er wis e s p e cifi e d, t h e All Tr e at e d  
P o p ul ati o n will b e t h e b asis f or t h e s u m m ari es of effi c a c y a n d s af et y.  

  

4. 4.  Ti mi n g  of  A n al ysis  

T h e fi n al a n al ysis f or t h e pri m ar y o bj e cti v e will b e p erf or m e d w h e n all p ati e nts 1) dis c o nti n u e 
st u d y tr e at m e nt, or 2) h a v e at l e ast 6 m o nt hs f oll o w- u p. 

C CI
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5. STATISTICAL ANALYSIS 

5.1. General Methods 
All recorded data will be presented in listings. 

The categorical data will be summarized using frequency counts and percentages of patients. The 
continuous data will be summarized using number of non-missing observation (n), mean, standard 
deviation, median, minimum and maximum unless otherwise specified. 

Summary tables will be presented by cohort. Data listings will be presented with patient ID and 
cohort. 

For concomitant medications/therapy and adverse events, the cycle number is determined based 
on their start/onset dates. For other collected data, the cycle number is determined based on their 
visit dates. These data include Lab test, Physical exam, Vital signs, Height and Weight, 
Ophthalmological exam, ECOG, ECG, Pregnancy test, Tumor biopsies, Scheduled tumor 
assessment. 
When there are multiple laboratory records for a scheduled visit, the one closest to the target date 
will be used for analysis. If there are two or more records with the same time period to the target 
date, the record with the latest database entry date will be used for analysis. 

Time to event distribution, PFS, OS, DoR, time to onset of adverse event of special interest (AESI) 
in a specific category, and time to resolution of AESI in a specific category, will be estimated 
using Kaplan–Meier techniques. The number of events and censorings will be reported. When 
appropriate, the median along with the corresponding log-log transformed 95% CI will be 
estimated. Rates at fixed time points will be derived from the Kaplan-Meier estimate and 
corresponding confidence interval will be derived based on Greenwood formula for variance 
derivation and on log-log transformation applied on the survivor function S(t). Confidence 
intervals for binomial proportions, ORR and DCR, will be derived using the Clopper–Pearson 
method. 

All the analyses of efficacy, safety, and pharmacodynamics data for this study will be performed 
using SAS® statistical software package, Version 9.3 or a higher version. 

5.2. Study Conduct 

5.2.1. Accrual 
The number of patients accrued will be summarized by country and investigational site on All 
Enrolled Population. A by-patient listing of accrual with cohort, first dosing date, country and 
investigational site will also be presented. 

5.2.2. Protocol Deviations 
Important protocol deviation (ICH E3 Q&A (R1)) is defined as a subset of protocol deviations that 
may significantly impact the completeness, accuracy, and/or reliability of the study data or that 
may significantly affect the subject’s rights, safety or well-being. These include: Important ICF 
issues, inclusion/exclusion criteria not met, withdrawal criteria not followed; wrong treatment, 
incorrect dose/overdose based on protocol definitions, important deviations based on protocol 
design, and other important GCP deviations. 
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I m p ort a nt pr ot o c ol d e vi ati o ns will b e  s u m m ari z e d  b y c at e g or y  a n d list e d as  w ell.  

A c c or di n g t o t h e F D A’s  g ui d a n c e o n c o n d u ct of cli ni c al  tri als of m e di c al  pr o d u cts d uri n g C O VI D - 
1 9  p a n d e mi c,  u p d at e d  o n  M ar c h  2 7,  2 0 2 0  ( F D A,  2 0 2 0),  a n d  t h e  E M A’s  g ui d a n c e  o n  t h e  
m a n a g e m e nt of cli ni c al  tri als d uri n g t h e C O VI D - 1 9 ( C or o n a vir us) p a n d e mi c, u p d at e d o n A pril  2 8, 
2 0 2 0 ( E M A, 2 0 2 0), pr ot o c ol d e vi ati o ns r el at e d t o C O VI D- 1 9 will b e list e d i n t h e C S R.  

5. 3.  St u d y  P o p ul ati o n  

5. 3. 1.  P ati e nt  Dis p ositi o n  

T h e  n u m b er of p ati e nts i n e a c h  st u d y p o p ul ati o n ( All E nr oll e d  P o p ul ati o n, All  Tr e at e d  P o p ul ati o n, 
) will b e s u m m ari z e d b y c o h ort. P ati e nt 

dis p ositi o n t a bl e will i n cl u d e n u m b er of p ati e nts tr e at e d at d at a c ut off, n u m b er of s u bj e cts wit h 
tr e at m e nt o n g oi n g at d at a c ut off, n u m b er of dis c o nti n u e d p ati e nts al o n g wit h t h e  r e as o n f or st u d y 
dis c o nti n u ati o n.  

5. 3. 2.  D e m o g r a p hi c a n d  Ot h e r  B as eli n e  C h a r a ct e risti cs  

T h e  f oll o wi n g b as eli n e  c h ar a ct eristi cs  will  b e s u m m ari z e d  b y  c o h ort. Listi n gs  will  als o  b e 
pr o vi d e d.  

•  A g e  

•  A g e  c at e g or y  ( < 6 5, ≥ 6 5)  

•  S e x  ( M al e, F e m al e)  

•  Et h ni cit y  ( His p a ni c/ L ati n o, N ot  His p a ni c/ L ati n o,  U n k n o w n)  

•  R a c e  ( A m eri c a n I n di a n/ Al as k a N ati v e,  Asi a n,  Bl a c k/ Afri c a n  A m eri c a n, 
C a u c asi a n/ W hit e, N ati v e H a w aii a n/ Ot h er P a cifi c Isl a n d er, Ot h er)  

•  R e gi o n ( N ort h A m eri c a, E ur o p e)  

•  E C O G  P S  ( 0, 1)  

•  B as eli n e  h ei g ht  

•  B as eli n e  w ei g ht  

•  L o c ati o n of Pri m ar y  T u m or  ( Bl a d d er, U p p er Tr a ct)  

•  S u b -t y p e of L o c ati o n of  Pri m ar y  T u m or  ( B as al-s q u a m o us, L u mi n al-p a pill ar y,  L u mi n al - 
i nfiltr at e d, L u mi n al, N e ur o n al, U n k n o w n) 

•  A n y  m et ast as es  ( Y es, N o)  

•  Pri or  s ur g er y  ( Y es, N o)  

•  Pri or  r a di ot h er a p y ( Y es, N o)  

•  Pri or  s yst e mi c  a nti-c a n c er  t h er a p y ( Y es, N o)  

•  N u m b er of pri or  li n es of s yst e mi c  t h er a p y 

•  F G F R  St at us  

C CI
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o FGFR1 Fusion, Rearrangement, or Translocation (Yes, No) 
o FGFR2 Fusion, Rearrangement, or Translocation (Yes, No) 
o FGFR3 Fusion, Rearrangement, or Translocation (Yes, No) 
o FGFR3 mutation other than Fusion, Rearrangement, or Translocation (Yes, No) 
o FGFR4 Fusion, Rearrangement, or Translocation (Yes, No) 

All collected information for cancer diagnosis will be summarized and listed. 

5.3.3. Medical History 
Medical history will be coded according to the Medical Dictionary for Regulatory Activities 
(MedDRA, the most up-to-date version at the time of analysis). Medical history will be 
summarized by system organ class and preferred term for each cohort and for all patients and 
will be listed as well. 

5.3.4. Prior/Concomitant Therapy 

5.3.4.1. Prior Anticancer Therapy 

Prior anticancer surgery and prior radiation therapy will be summarized for each cohort and for all 
patients based on All Treated Population. For prior surgery, the number and percentage of patients 
with at least one anticancer surgery for primary disease will be presented. The type of surgery will 
be summarized. The time from prior surgery to the first dosing date will be summarized. For prior 
radiation therapy, the number and percentage of patients with at least one radiation therapy for 
primary disease will be presented. The intention of radiotherapy, radiation therapy site location, 
duration of radiation therapy and time from end date of radiation therapy to first dosing date will 
be summarized. 

For prior systemic anticancer therapy, the number and percentage of patients with at least one prior 
systemic anticancer therapy for primary disease will be presented. The treatment type and therapy 
type will be summarized. Patients’ best response (CR, PR, SD, PD, and NE) to the therapy will be 
summarized. The duration of systemic anticancer therapy and time from end date of systemic 
anticancer therapy to first dosing date will be summarized. The reason for therapy discontinuation 
will also be summarized. The above analysis will be repeated for each treatment type (adjuvant 
therapies, neoadjuvant therapies, therapies for advanced/metastatic disease) in separate tables. The 
number of patients with prior systemic regimens will be summarized. 

Prior anticancer therapy will be coded with World Health Organization (WHO) Drug Dictionary 
(most up-to-date version at the time of analysis) and will be summarized by ATC level 2 
(Therapeutic Main Group) and ATC level 4 (Chemical/Therapeutic Subgroup) for each cohort and 
for all patients based on All Treated Population. Medications and therapies will be sorted in 
descending order of frequency of ATC level 2 and ATC level 4 within ATC level 2 in the total 
column. A patient will be counted only once within each level of summarization if the patient has 
taken a medication more than once. 

All collected information for prior surgery, prior-radiation therapy, and prior anticancer therapy 
will be listed. 
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5.3.4.2. Concomitant Medication and Therapy 
Medications started prior to the first dose of study drug and continued into the treatment period 
are considered as concomitant medications and therapies. Medications taken on or after the first 
dose of study drug through 30 days after the last dose of study drug are considered as concomitant 
medications and therapies. 

Concomitant medications will be coded with World Health Organization (WHO) Drug Dictionary 
(most up-to-date version at the time of analysis). Concomitant medications will be summarized by 
ATC level 2 (Therapeutic Main Group) and ATC level 4 (Chemical/Therapeutic Subgroup) for 
each cohort and for all patients based on All Treated Population. Medications will be sorted in 
descending order of frequency of ATC level 2 and ATC level 4 within ATC level 2 in the total 
column. A patient will be counted only once within each level of summarization if the patient has 
taken a medication more than once. Agents and medications will be reported using the generic 
name. All concomitant medications will be listed. 

In addition, the number and percentage of patients who received concomitant medications for 
management of hyperphosphatemia will be summarized by medication class and generic term for 
each cohort and for all patients. Total duration of medications (excluding overlaps) for 
management of hyperphosphatemia will be also summarized. 

5.4. Efficacy Analyses 
Unless otherwise specified, all efficacy analyses will be performed for each cohort based on 
patients in All Treated Population. 

5.4.1. Primary Efficacy Analyses 
The primary endpoint is ORR per RECIST 1.1. The description of each efficacy endpoint is 
provided in Table 3. Tumor assessments will be performed as per Table 1. The evaluation of 
endpoints will be based on the Investigator or local radiologist. 

Table 3. Efficacy Endpoint Definitions 
 

Endpoint Definition 
ORR The proportion of patients experiencing a best overall response of PR or CR 
DCR the proportion of patients experiencing a best overall response of SD, PR, or 

CR 
DoR The time from the first documentation of response (CR or PR) to the first 

documentation of objective tumor progression or death due to any cause, 
whichever occurs first 

PFS The time from first dose of study therapy to the date of death (any cause) or 
disease progression, whichever occurs first 

OS The time from the date of first dose to the death date 
Abbreviations: ORR=objective response rate; CR=complete response; PR=partial response; SD=stable 

disease; DCR=disease control rate; DoR=duration of response; OS=overall survival; PFS=progression- 
free survival 

ORR per RECIST 1.1 will be summarized by a binomial response rate for each cohort. ORR per 
RECIST 1.1 will be calculated based on the best overall response recorded from the start of 
treatment until progression disease or start of subsequent new anticancer treatment. The overall 
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response can be derived based on target lesion response, non-target lesion response and the 
emergence of new lesion for patients with measurable disease at baseline. Table 4 presents the 
rules to derive the overall response. 

The best overall response, CR and PR, will be confirmed with at least 4 weeks intervals of two 
consecutive time points. A minimum of 6-week interval between initial treatment (first dosing 
date) and tumor measurement is required for SD. The confirmation rule of the best overall response 
per RECIST 1.1 is shown in Table 5. 

The exact 2-sided 90% CI based on Clopper–Pearson methodology will be derived for ORR. 

For Cohort A, the null hypothesis (ORR of 35%) will be rejected if at least 12 responders observed 
out of 20 patients. 

For Cohort B, the null hypothesis (ORR of 25%) will be rejected if at least 9 responders observed 
out of 20 patients. 

Table 4. Overall Response Assessment with Target/Non-target Lesion and New Lesions 
 

Target Lesions Non-target Lesions New Lesions Overall Response 
CR CR No CR 
CR Non-CR/Non-PD or Not all evaluated No PR 
PR Non-PD or Not all evaluated No PR 
SD Non-PD or Not all evaluated No SD 

Not all evaluated Non-PD No Not evaluable 
PD Any Yes or No PD 
Any PD Yes or No PD 
Any Any Yes PD 

Table 5. Confirmation Rules for Overall Response of PR and CR per RECIST 1.1 
 

Earlier Response 
(to be confirmed) 

Later Response 
(confirmation) 

Confirmed Response 

CR CR CR 
CR Not CR or missing SD 
PR CR or PR PR 
PR SD or PD or missing SD 
PR SD and then PR (only one SD in between) PR 
SD n/a – no confirmation needed SD 
PD n/a – no confirmation needed PD 

5.4.2. Secondary Efficacy Analyses 
The secondary efficacy endpoints are ORR per iRECIST, DCR per RECIST 1.1, DCR per 
iRECIST, DoR per RECIST 1.1, DoR per iRECIST, PFS per RECIST 1.1, PFS per iRECIST, and 
OS. The description of each efficacy endpoint is provided in Table 3. Tumor assessments will be 
performed as per Table 1. The evaluation of endpoints will be based on the Investigator or local 
radiologist. 
ORR per RECIST 1.1, ORR per iRECIST, DCR per RECIST 1.1, and DCR per iRECIST will be 
calculated based on the best overall response. The exact 2-sided 95% CI based on Clopper–Pearson 
methodology will be derived for DCR. The 95% CI of ORR will also be calculated conventionally. 
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PFS per RECIST 1.1 and OS will be analyzed using Kaplan–Meier product-limit estimates for 
each cohort. Patients who are alive and progression-free as of the data cut-off date will be censored 
at their last evaluable tumor response assessment prior to initiation of any new anticancer 
treatment. Patients who start subsequent anticancer therapy without a prior reported progression 
will be censored at the last tumor assessments prior to initiation of the subsequent anticancer 
therapy. Median PFS per RECIST and OS will be presented with 2-sided 95% CI if estimable. The 
cumulative PFS and OS will be plotted over time by cohort. The censoring rule for PFS per 
RECIST and OS is in Table 6 and Table 8, respectively. 

PFS per iRECIST will be analyzed using Kaplan–Meier product-limit estimates for each cohort. 
Patients who are alive and progression-free as of the data cut-off date will be censored at their last 
evaluable tumor response assessment prior to initiation of any new anticancer treatment. Patients 
who start subsequent anticancer therapy without a prior reported progression will be censored at 
the last tumor assessments prior to initiation of the subsequent anticancer therapy. Median PFS per 
iRECIST will be presented with 2-sided 95% CI if estimable. The cumulative PFS per iRECIST 
will be plotted over time by cohort. 

• The event date to be used for PFS per iRECIST is the first date of iUPD at which iCPD is 
confirmed at the next assessment. 

• If iUPD occurs, but is disregarded because of later iSD, iPR, or iCR, that the iUPD date is 
not be used as the progression event date. 

• If iCPD is not confirmed and there is no subsequent iSD, iPR, or iCR, then the iUPD date 
is used as the progression event date in the following scenarios: if the patient stops protocol 
treatment because they were not judged to be clinically stable, or no further response 
assessments are done (because of patient refusal, protocol noncompliance, or patient 
death); the next timepoint responses are all iUPD, and iCPD never occurs; or the patient 
dies from their cancer. 

• The censoring rule for PFS per iRECIST is in Table 7, respectively. 

DoR per RECIST 1.1 will be evaluated only in patients with objective response of CR or PR. DoR 
per RECIST 1.1 will be analyzed using Kaplan–Meier product-limit estimates for each cohort. 
Patients who are alive and progression-free as of the data cut-off date will be censored at their last 
evaluable tumor response assessment prior to initiation of any new anticancer treatment. Patients 
who start subsequent anticancer therapy without a prior reported progression will be censored at 
the last tumor assessments prior to initiation of the subsequent anticancer therapy. Median DoR 
per RECIST 1.1 will be presented with 2-sided 95% CI if estimable. The cumulative DoR per 
RECIST 1.1 will be plotted over time by cohort. The censoring rule for DoR per RECIST 1.1 is in 
Table 9. 
DoR per iRECIST will be evaluated only in patients with objective response of CR or PR. DoR 
per iRECIST will be analyzed using Kaplan–Meier product-limit estimates for each cohort. 
Patients who are alive and progression-free as of the data cut-off date will be censored at their last 
evaluable tumor response assessment prior to initiation of any new anticancer treatment. Patients 
who start subsequent anticancer therapy without a prior reported progression will be censored at 
the last tumor assessments prior to initiation of the subsequent anticancer therapy. Median DoR 
per iRECIST will be presented with 2-sided 95% CI if estimable. The cumulative DoR per 
iRECIST will be plotted over time by cohort. 
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• The start date to be used for DoR per iRECIST is the first date of iCR or iPR for which the 
first evaluation is confirmed at the next assessment. 

• The event date to be used for DoR per iRECIST is the first date of iUPD for which iCPD 
is confirmed at the next assessment. 

• If iUPD occurs, but is disregarded because of later iSD, iPR, or iCR, that the iUPD date is 
not be used as the progression event date. 

• If iCPD is not confirmed and there is no subsequent iSD, iPR, or iCR, then the iUPD date 
is used as the progression event date in the following scenarios: if the patient stops protocol 
treatment because they were not judged to be clinically stable, or no further response 
assessments are done (because of patient refusal, protocol noncompliance, or patient 
death); the next timepoint responses are all iUPD, and iCPD never occurs; or the patient 
dies from their cancer. 

• The censoring rule for DoR per iRECIST is in Table 10, respectively. 

Table 6. Censoring Rules for Progression-Free Survival (PFS) per RECIST 1.1 
 

No. Situation End Date Outcome 

1 Documented PD between scheduled visits Date of the first assessment that 
determined PD 

PFS event 

2 Death during the study with no prior PD Date of death PFS event 
3 Patients still on treatment without PD as of 

data cut-off a 
Date of the last tumor assessment b Censored 

4 Treatment discontinuation for reasons other 
than PD or death, and no post baseline tumor 
assessments 

Date of the first dose Censored 

5 Treatment discontinuation for reasons other 
than PD or death with post baseline tumor 
assessments 

Date of the last tumor assessment Censored 

6 New anticancer treatment started Date of the last tumor assessment before 
start of new treatment 

Censored 

7 Death or PD after two or more missed tumor 
assessments c 

Date of the last tumor assessment before 
missed assessments 

Censored 

8 No baseline or unreadable baseline assessment 
but readable post baseline assessments 

Date of the first dose Censored 

a. For PFS analysis, the date of last tumor assessment refers to the date of last adequate tumor assessment. 
b. This refers to patients who were still receiving study treatment at time of data cutoff. 
c. Two or more missed tumor assessments is defined as having either one of the following two durations being longer 

than 77 days (= (21 [days/cycle] x 3 [cycles] + 7 [days]) x 2): 
- Duration between two consecutive tumor assessments 
- Duration between the last tumor assessment and death or PD 
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Table 7. Censoring Rules for Progression-Free Survival (PFS) per iRECIST 

 

No. Situation End Date Outcome 

1 Documented iCPD between scheduled visits Date of the first assessment of iUPD for 
which iCPD is confirmed at the 
subsequent assessments. 

PFS event 

2 Death during the study with no prior iUPD and 
no prior iCPD 

Date of death PFS event 

3 Death during the study with prior iUPD Date of the first assessment of iUPD for 
which death is confirmed at the 
subsequent assessments. 

PFS event 

4 Patients still on treatment with no prior iUPD 
as of data cut-off a 

Date of the last tumor assessment b Censored 

5 Patients still on treatment with prior iUPD as of 
data cut-off a 

Date of the first assessment of iUPD for 
which the data cut-off occurred at the 
subsequent assessments. 

PFS event 

6 Treatment discontinuation with no prior iUPD Date of the last tumor assessment Censored 

7 Treatment discontinuation with prior iUPD Date of the first assessment of iUPD for 
which the treatment discontinuation 
occurred at the subsequent assessments. 

PFS event 

8 New anticancer treatment started with no prior 
iUPD 

Date of the last tumor assessment before 
start of new treatment 

Censored 

9 New anticancer treatment started with prior 
iUPD 

Date of the first assessment of iUPD for 
which the anticancer treatment started at 
the subsequent assessments. 

PFS event 

10 No post baseline tumor assessments Date of the first dose Censored 

11 No baseline or unreadable baseline assessment 
but readable post baseline assessments 

Date of the first dose Censored 

a. For PFS analysis, the date of last tumor assessment refers to the date of last adequate tumor assessment. 
b. This refers to patients who were still receiving study treatment at time of data cutoff. 

 
Table 8. Censoring Rules for Overall Survival (OS) 

 

Situation End Date Outcome 
Death before cut-off Date of death OS event 
Death after data cut-off Date of data cut-off Censored 
Patient still alive at data cut-off Date of data cut-off Censored 
Patient discontinued treatment due to any reason before 
data cut-off 

Date last known to be alive Censored 
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Table 9. Censoring Rules for Duration of Response (DoR) per RECIST 1.1 

 

No. Situation End Date Outcome 

1 Documented PD between scheduled visits Date of the first assessment that 
determined PD 

DoR event 

2 Death during the study with no prior PD Date of death DoR event 
3 Patients still on treatment without PD as of 

data cut-off a 
Date of the last tumor assessment b Censored 

4 Treatment discontinuation for reasons other 
than PD or death 

Date of the last tumor assessment Censored 

5 New anticancer treatment started Date of the last tumor assessment before 
start of new treatment 

Censored 

6 Death or PD after two or more missed tumor 
assessments c 

Date of the last tumor assessment before 
missed assessments 

Censored 

a. For DoR, the date of last tumor assessment refers to the date of last adequate tumor assessment. 
b. This refers to patients who were still receiving study treatment at time of data cutoff. 
c. Two or more missed tumor assessments is defined as having either one of the following two durations being longer 

than 77 days (= (21 [days/cycle] x 3 [cycles] + 7 [days]) x 2): 
- Duration between two consecutive tumor assessments 
- Duration between the last tumor assessment and death or PD 

 
Table 10. Censoring Rules for Duration of Response (DoR) per iRECIST 

 

No. Situation End Date Outcome 

1 Documented iCPD between scheduled visits Date of the first assessment of iUPD for 
which iCPD is confirmed at the 
subsequent assessments. 

DoR event 

2 Death during the study with no prior iUPD and 
no prior iCPD 

Date of death DoR event 

3 Death during the study with prior iUPD Date of the first assessment of iUPD at 
which death is confirmed at the 
subsequent assessments. 

DoR event 

4 Patients still on treatment with no prior iUPD 
as of data cut-off a 

Date of the last tumor assessment b Censored 

5 Patients still on treatment with prior iUPD as 
of data cut-off a 

Date of the first assessment of iUPD for 
which the data cut-off occurred during 
the subsequent assessments. 

DoR event 

6 Treatment discontinuation with no prior iUPD Date of the last tumor assessment Censored 

7 Treatment discontinuation with prior iUPD Date of the first assessment of iUPD for 
which the treatment discontinuation 
occurred during the subsequent 
assessments. 

DoR event 

8 New anticancer treatment started with no prior 
iUPD 

Date of the last tumor assessment before 
start of new treatment 

Censored 

9 New anticancer treatment started with prior 
iUPD 

Date of the first assessment of iUPD for 
which the anticancer treatment started at 
the subsequent assessments. 

DoR event 

a. For DoR, the date of last tumor assessment refers to the date of last adequate tumor assessment. 
b. This refers to patients who were still receiving study treatment at time of data cutoff. 
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5.5. Safety Analyses 
Unless otherwise specified, all safety analyses will be performed based on All Treated Population. 
Tables and figures will be generated by cohort. 

5.5.1. Extent of Exposure 

5.5.1.1. Administration of Study Drug 
The following parameters will be summarized by cohort and study drug: 

• Duration of treatment 

• Number of cycles treated 

• Number of doses received 

• Cumulative dose 

• Relative dose intensity 

Duration of treatment (days) will be calculated as: 1) calculate Date of last dose – Date of first 
dose + 1 for each treated cycle; 2) sum up across all treated cycles. 
Cumulative dose is sum of the doses administered to a subject during the treatment period. 

Relative dose intensity will be calculated as cumulative dose (dose received) divided by dose 
planned (taking the dosing cycle into consideration) 
A by-patient listing of dosing of study drug and listing of batch number will be also provided. 

5.5.1.2. Modification of Study Drug 
The number and percentage of patients with at least one dose interruption along with reason for 
the interruptions will be summarized by cohort and study drug. 
The number and percentage of subjects with at least one dose reduction and reason for the dose 
reduction will be summarized by cohort and study drug. 

The number and percentage of subjects with at least one dose discontinuation and reason for the 
dose discontinuation will be summarized by cohort and study drug. 

By-patient listings of dose interruption, dose reduction and dose discontinuation will be also 
provided. 

5.5.2. Adverse Events 

5.5.2.1. Deaths 
On-treatment deaths and reasons for death will be summarized. 

A by-patient listing of all deaths occurring during screening, on-treatment, or survival follow-up 
periods will be provided. 
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5.5.2.2. Adverse Events 
AE is any untoward medical condition that occurs in patients while participating in this clinical 
study. Adverse events will be coded according to the MedDRA (the most up-to-date version at the 
time of analysis) terminology and the severity of the toxicities will be graded according to NCI 
CTCAE (Version 5.0), where applicable. 

An on-treatment AE is defined as an AE that is starting or worsening at the time of or after the 
first dose of study drug administration and within 30 days after the last dose of study drug, and do 
not necessarily have a causal relationship to the use of the study drug. All AEs captured in the 
database will be listed; however, only on-treatment AEs will be summarized. 
The following AE summary tables will be generated: 

1) Summary of AEs with the number and percentage of patients reporting AEs, serious AEs, 
grade ≥ 3 AEs, AEs leading to study drug discontinuation, interruption and dose reduction, 
and AEs with outcome of deaths. 

2) Summary of treatment-related AEs with the number and percentage of patients reporting 
AEs, serious AEs, grade ≥ 3 AEs, AEs leading to study drug discontinuation, interruption 
and dose reduction, and AEs with outcome of deaths. 

3) Summary of AEs by worst CTCAE Grade (grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) 
presented by System Organ Class (SOC) and Preferred Term (PT). 

4) Summary of treatment-related AEs by worst CTCAE grade (Grade 1, 2, 3, 4, 5, any grade, 
Grade ≥ 3) presented by SOC and PT. 

5) Summary of AEs leading to death by SOC and PT. 

6) Summary of the most common AEs (≥10% incidence) and median time to first AE by SOC 
and PT. 

5.5.2.3. Adverse Events Leading to Discontinuation of Study Drug 

AEs leading to discontinuation will be summarized: 

• Summary of AEs leading to discontinuation of study drug by worst CTCAE Grade (grade 
1, 2, 3, 4, 5, any grade, Grade ≥ 3) presented by SOC and PT 

• Summary of treatment-related AEs leading to discontinuation of study drug by worst 
CTCAE grade (Grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) presented by SOC and PT 

A by-patient listing of AEs leading to discontinuation of study drug will also be provided. 

5.5.2.4. Adverse Events Leading to Dose Modification of Study Drug 
AEs leading to dose modification (including dose interruption and reduction) of study drug will 
be summarized: 

• Summary of AEs leading to dose modification of study drug by worst CTCAE Grade 
(grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) presented by SOC and PT 
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• Summary of treatment-related AEs leading to dose modification of study drug by worst 
CTCAE grade (Grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) presented by SOC and PT 

A by-patient listing of AEs leading to dose modification of study drug will also be provided. 

5.5.2.5. Serious Adverse Events 
Serious adverse event (SAE) will be summarized: 

• Summary of SAEs by worst CTCAE Grade (grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) 
presented by SOC and PT 

• Summary of treatment-related SAEs by worst CTCAE Grade (grade 1, 2, 3, 4, 5, any 
grade, Grade ≥ 3) presented by SOC and PT 

A by-patient listing of SAEs will also be provided. 

5.5.2.6. Adverse Events of Special Interest 
Incidence 

AESI will be summarized: 

• Summary of AESI with the number and percentage of patients reporting AESI, serious 
AESI, grade ≥ 3 AESI, AESI leading to study drug discontinuation, interruption and dose 
reduction, and AESI with outcome of deaths. 

• Summary of AESI by worst CTCAE grade (grade 1, 2, 3, 4, 5, any grade, Grade ≥ 3) 
presented by category or subcategory / PT 

A by-patient listing of AESI will also be provided. 

Time to Onset 

Time-to-onset of selected AESI (e.g. hyperphosphatemia) will be summarized for each 
category/subcategory of AESI. 

• Time-to-onset of any grade AESI 

• Time-to-onset of Grade ≥3 AESI 

Time-to-onset analyses are restricted to treated patients with at least one specific event. 

The derivation of time-to-onset of AESI is detailed in Section 6.4. 
Time to Resolution 

Time-to-resolution of selected AESI (e.g. hyperphosphatemia) will be summarized. 

• Time-to-overall resolution of AESI 

• Time-to-resolution of Grade ≥3 AESI (overall and until ≤ Grade 2) 

The following summary statistics will be reported: percentage of subjects who experienced the 
specific events, percentage of subjects with resolution of the AESI (clustered), median, 1st quartile 
and 2nd quartile of time-to-resolution along with 95% CI (derived from Kaplan-Meier estimation) 
and ranges. 
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Time-to-resolution of Grade ≥3 AESI (e.g. hyperphosphatemia) will be graphically displayed 
using the Kaplan-Meier technique. 
Time-to-resolution analyses are restricted to patients who experienced the specific events. 
Collapsing selected AE and derivation of time-to-resolution of AESI is detailed in Section 6.5. 

5.5.2.7. Multiple Events 
The following summary tables will be provided: 

• A table showing the total number and rate (exposure adjusted) of occurrences for all AEs 
by SOC and PT 

• A table showing the total number and rate (exposure adjusted) of occurrences for AESI 
by category / subcategory 

The exposure adjusted incidence rate per X patient time is calculated as X×Y× (total number of 
unique AEs) / (total exposure time), where: 

X = user-specified time factor, X= 1000 or 100 

Y = 365.25 for years or Y = 30.4375 for months 

For example, Incidence rate (IR) per 100 person-years of exposure (IR/100 P-Y) is calculated as 
100 x 362.5 x (total number of unique AE count) / (total exposure time in days). 

Unique instances of all AEs (that is, after duplicates have been eliminated and overlapping and 
contiguous occurrences of the same event (same PT) have been collapsed) will be summarized (0 
event, 1 event, 2-3 events, ≥ 4 events) by PT. Unique instances of AESI will be summarized (0 
event, 1 event, 2-3 events, ≥ 4 events) by category/subcategory. 

Unique instances of all AEs will be listed. 

The algorithm of collapsing selected AE records is detailed in Section 6.6. 

5.5.3. Clinical Laboratory Evaluations 
Clinical laboratory results will be summarized using SI units. Laboratory measurements will be 
summarized for each parameter. Descriptive statistics (n, mean, standard deviation, median, 
minimum and maximum) will be presented for clinical chemistry, hematology and coagulation 
parameters at each scheduled visit. Change from baseline will be summarized in a similar manner. 

Laboratory test results will be graded by NCI CTCAE (Version 5.0). Shift tables will be presented 
for each laboratory parameter to display the shift from baseline grade to the worst post-baseline 
grade. Summary tables will be provided presenting the number and percentage of patients for each 
laboratory test by baseline grade and worst post-baseline grade. All post-baseline assessments 
(including unscheduled visits) will be used to determine the worst post-baseline grade. Time to 
maximum Grade 3/4 and time to resolution (return to grade <=2 or baseline grade or below) may 
be summarized as appropriate. 
All clinical laboratory data will be presented in by-patient listings. 
The laboratory tests of Hematology, Coagulation, Serum chemistry are listed in Table 11. 
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Table 11. Laboratory Tests 
 

Assessment Test Items 

Hematology and 
Coagulation 

Red blood cell count, Hemoglobin, Hematocrit, Platelet count, White blood cell count 
with differential (Absolute neutrophil count, Lymphocytes, Monocytes, Eosinophils, 
Basophils), Prothrombin time-international normalized ratio, Activated partial 
thromboplastin time, Fibrinogen 

Chemistry (Serum 
or plasma) 

AST, ALT, ALP, Total bilirubin, Direct bilirubin, Albumin, Lactate dehydrogenase, 
phosphate, Triglyceride, Total cholesterol, Creatinine, Urea or blood urea nitrogen, 
Sodium, Bicarbonate, Potassium, Chloride, Magnesium, Calcium (corrected value), 
Blood glucose, Creatinine clearance (if there is a measured value, use the measured 
value), estimated glomerular filtration rate 

For a calculated creatinine clearance (Ccr) value, use the Cockcroft-Gault formula: 

Male Ccr (mL/min) = weight (kg)×(140-age(years))/[72×serum creatinine (mg/dL)] 

Female Ccr (mL/min) = male Ccr×0.85 

6.5.3.1 Ophthalmological Examination 

Ophthalmological examination will be performed at screening (within 28 days prior to futibatinib 
administration on Day 1 of Cycle 1), 4-6 weeks after starting treatment with futibatinib, and as 
indicated if symptoms or signs of mineral deposits. Ophthalmological examination encompasses 
external ocular examination, slit lamp biomicroscopy and dilated ophthalmoscopy. The results of 
each test will be summarized by scheduled time point. All ophthalmological examination results 
will be listed in by-patient listing. 

5.5.4. Vital Signs 
Vital sign measurements include systolic blood pressure, diastolic blood pressure, heart rate, 
respiration rate, and body temperature. Each vital sign parameter will be summarized with 
descriptive statistics by scheduled time point. Change from baseline will be summarized in a 
similar manner. 
Weight at each scheduled time point and change from baseline will be summarized with 
descriptive statistics by scheduled time point. Weight will be displayed in kilograms. Height, 
collected only at baseline, will be displayed in centimeters. Body temperature will be displayed in 
Celsius. 

All vital sign data will be presented in by-patient listings. 

5.5.5. Electrocardiograms 
ECG measurements include HR, RR interval, QT interval, its Fridericia’s correction, and 
proportion of clinically abnormal findings. QTcF (Fridericia’s correction) is calculated as 
QT/RR0.33. These ECG parameters will be summarized. Abnormal and abnormal plus clinically 
significant ECG findings will also be summarized. 

All ECG data will be presented in by-patient listings. 
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5. 5. 6.  P h ysi c al  E x a mi n ati o n  

T h e p h ysi c al e x a mi n ati o n will b e p erf or m e d d uri n g s cr e e ni n g p eri o d, o n d a y 1 of e a c h c y cl e of 
tr e at m e nt p eri o d, at t h e E n d of Tr e at m e nt, a n d at s af et y f oll o w- u p. 

T h e  p h ysi c al e x a mi n ati o n  d at a will  b e  pr es e nt e d  i n b y- p ati e nt listi n g. 

5. 5. 7.  E C O G  P e rf o r m a n c e  St at us  

T h e E C O G p erf or m a n c e st at us s c or e will b e o bt ai n e d d uri n g s cr e e ni n g p eri o d, o n d a y 1 of e a c h 
c y cl e  of  tr e at m e nt  p eri o d,  at  t h e  E n d  of  Tr e at m e nt,  a n d  at  s af et y  f oll o w -u p.  T h e  E C O G  
p erf or m a n c e st at us s c or es a n d t h e gr a d es fr o m 0 t o 5 ar e d es cri b e d i n T a bl e 1 2 : 

T a bl e  1 2. G r a d e  C at e g o ri es of E ast e r n  C o o p e r ati v e O n c ol o g y G r o u p  S c o r e  
 

G R A D E  E C O G  

0 F ull y  a cti v e,  a bl e  t o c arr y  o n  all  pr e -dis e as e  p erf or m a n c e  wit h o ut  r estri cti o n 

1 R estri ct e d  i n p h y si c all y  str e n u o u s  a cti vit y  b ut  a m b ul at or y  a n d  a bl e  t o c arr y  o ut w or k  of  a li g ht or 
s e d e nt ar y n at ur e, e g, li g ht h o us e w or k, offi c e w or k  

2 A m b ul at or y  a n d  c a p a bl e  of  all  s elf -c ar e  b ut  u n a bl e  t o c arr y  o ut  a n y  w or k  a cti viti es;  u p  a n d a b o ut 
m or e t h a n 5 0 % of w a ki n g h o urs  

3 C a p a bl e  of  o nl y  li mit e d s elf -c ar e,  c o nfi n e d  t o b e d  or  c h air  m or e  t h a n 5 0 %  of  w a ki n g  h o urs  

4 C o m pl et el y  dis a bl e d;  c a n n ot  c arr y  o n  a n y  s elf -c ar e.  T ot all y  c o nfi n e d  t o b e d  or  c h air  

5 D e a d  

T h e  E C O G  p erf or m a n c e st at us  s c or e  will  b e s u m m ari z e d  wit h  d es cri pti v e  st atisti cs  b y  s c h e d ul e d 
ti m e p oi nt. A s hift t a bl e will b e pr es e nt e d t o dis pl a y t h e s hift fr o m b as eli n e gr a d e t o t h e w orst 
p ost- b as eli n e gr a d e.  

5. 5. 8.  P r e g n a n c y  T est  

If t h e p ati e nt is f e m al e a n d of c hil d b e ari n g p ot e nti al, a t est will b e p erf or m e d d uri n g s cr e e ni n g 
p eri o d a n d at t h e E n d of Tr e at m e nt. Pr e g n a n c y t est r es ult will b e pr es e nt e d i n b y- p ati e nt listi n g.  
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5.8. Interim Analyses 
The first interim analysis of safety will be performed after the first 6 patients in the safety lead-in 
period have completed cycle 1 of treatment. The second interim analysis of safety will be 
performed after a total of 10 patients (including the initial 6 patients enrolled in the safety lead-in 
period) have completed cycle 1 of treatment. 

Additional ad-hoc interim analysis for safety or efficacy may be performed as deemed as 
appropriate. 

5.9. Other Analyses 
Assessments were not completed or missed due to COVID-19 will be listed per visit. 



Taiho Oncology, Inc. 
Statistical Analysis Plan 

TAS-120-203 
4 Dec 2020 

35 

 

 

6. DEFINITIONS AND CONVENTIONS FOR DATA HANDLING 

6.1. Baseline Period 
Baseline evaluations or events will be defined as evaluations or events that occur before the date 
and time of the first dose of study drug. 

If the onset time of event or evaluation time or dosing time is missing or not collected, the 
following definitions will apply: 

• Pre-treatment AEs will be defined as AEs with an onset date prior to but not including the 
day of the first dose of study drug 

• Baseline evaluations (laboratory tests, ECOG performance status and vital signs) will be 
defined as evaluations with a date on or prior to the day of first dose of study drug (for 
ECG, assessments on the day of first dose of study drug will not be included in baseline 
evaluation) 

If there are multiple valid assessments, the assessment that is closest to day (and time if collected) 
of the first dose of study drug will be used as the baseline in the analyses. If multiple assessments 
are collected on the same date (and time, if collected), the assessment with the latest database entry 
date (and time, if collected) will be considered as baseline. 

6.2. Post-Baseline Period 
To allow differentiation as to which study period an Adverse Event occurred, three categories are 
defined based upon onset date. Adverse Events that had onset dates prior to the first dose of study 
drug are considered "prior”. Adverse events with onset dates on or after the first dose of study drug 
and within 30 days following the last dose of study drug are considered "on-treatment" or 
equivalently “treatment emergent”. Events with onset dates more than 30 days after the last dose 
of study drug are considered as "post-treatment". No “subtracting rule” will be applied when an 
AE occurs both pre-treatment and post-treatment with the same preferred term and grade. AE 
summary tables will be based on on-treatment AEs only. Adverse events with onset dates prior to 
the first dose of study drug as well as those after the last dose of study drug +30 days will be 
identified in the data listings. 

6.3. AESI Definition and Conventions 
The AESI consist of a list of preferred terms grouped by specific category (for example, pulmonary 
events, gastrointestinal events categories) and/or by subcategory (for example, diabetes). These 
categories and subcategories are defined based on MedDRA, and the list that is most current at the 
time of analysis will be used. Also, changes may be made to this list with each new version of 
MedDRA. 

6.4. Time-to-Onset Definition 
Time-to-onset of AESI (any grade) for a specific category (for example, pulmonary events, 
gastrointestinal events) is defined as the time between the day of the first dose of study drug and 
the onset date of the earliest AESI (of any grade) in this category. 
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Time-to-onset of AESI (Grade 3-5) for a specific category is defined similarly but restricted to 
Grade 3-5 AESI. 
Time-to-onset of drug-related (Grade 3-5 or any grade) AESI for a specific category is defined 
similarly but restricted to drug-related AESI. 

Time-to-onset for a specific subcategory is defined similarly but restricted to events in this 
subcategory. 

6.5. Time-to-Resolution Definition 
In order to derive the time-to-resolution, overlapping or contiguous AESI within a specific 
category will be collapsed into what will be termed “clustered” AESI. For example, if a subject 
(without pre-treatment AE) experienced an AE from 01 January to 05 January, another AE (with 
different PT but within same category) from 06 January to 11 January, and the same AE from 10 
January to 12 January, these will be collapsed into one clustered AESI from 01 January (onset 
date) to 12 January (resolution date). Table 13 summarizes key derivation steps for each type of 
clustered select AEs. 

Time-to-resolution of AESI (any grade) for a specific category is defined as the longest time from 
onset to complete resolution or improvement to the grade at baseline among all AESI clusters in 
this category experienced by patients. Events which worsened into Grade 5 events (death) or have 
a resolution date equal to the date of death are considered unresolved. If a clustered AESI is 
considered to be unresolved, the resolution date will be censored to the last known alive date. 
Improvement to the grade at baseline implies that all different AE events in the clustered AESI 
should at least have improved to the corresponding (that is, with same preferred term) baseline 
grade (or improve to lower grade). Time-to-resolution is defined only for subjects who experienced 
at least one AESI in the specific category. 

The time-to-resolution of AESI (Grade 3-5) for a specific category is defined similarly with an 
onset date corresponding to a Grade 3-5 AESI. 

Time-to-resolution of drug-related AESI (any grade or Grade 3-5) is defined similarly but 
restricted to drug-related AESI. 

Time-to-resolution for a specific subcategory is defined similarly but restricted to events of this 
subcategory. 
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Table 13. Derivation of Clustered AESI 

 

Type of clustered select AE Derivation 
Any grade Collapse any on-treatment AESI from the same category 
Drug-related of any grade Collapse any on-treatment drug-related 

AESI from the same category 
Grade 3-5 Collapse any on-treatment AESI from the same category. 

Resolution will be based on the onset date of the earliest Grade 3- 
5 records (clusters with only Grade 1-2 should not be selected) 

Drug-related of Grade 3-5 Collapse any on-treatment drug-related AESI from the same 
category. Resolution will be based on the onset date of the earliest 
Grade 3-5 record (clusters with only Grade 1-2 should not be 
selected) 

Abbreviations: AE=adverse event; AESI=adverse event of special interest. 

The algorithm for collapsing selected AE records is using the following conventions. For each 
patient and specified category, the corresponding AE records will be collapsed when: 

• Multiple AE records have the same onset date. 

• The onset date of an event record is either the same day or 1 day later than the resolution 
date of a preceding event record (contiguous events). 

• The onset date of an event record is after the onset date and prior to or on the resolution 
date of a preceding event record (overlapping events). 

6.6. Multiple Adverse Events 
The algorithm for collapsing multiple records of select AE is using the following conventions. 
For each patient and specified category, the corresponding adverse event records will be 
collapsed when: 

Multiple adverse event records have the same onset date. 

The onset date of an event record is either the same day or 1 day later than the resolution date of 
a preceding event record (contiguous events). 

The onset date of an event record is after the onset date and prior to or on the resolution date of a 
preceding event record (overlapping events). 

6.7. Other Data Handling Rules 
Missing data will not be imputed in listings. The listings will only present the data recorded on 
the original CRF. 

If an AE has a completely missing onset date, then the AE will be considered an on-treatment AE. 
A medication with a completely missing start date is considered a prior medication. A medication 
with a completely missing stop date is considered a concomitant medication. 

If an adverse event or a medication has a partial missing start date or stop date, the following rules 
will be used to determine whether it is an on-treatment AE, or a prior or concomitant medication. 
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Table 14. Partial Date Imputation Rule for AE or Medication 
 

Partial Missing Start or Stop 
Date 

Derived Start Date Imputed Stop Date 

Missing month and day, and the 
year is present 

January 1 of that year or first dose date if the 
year is the same as the year of first dose date 

December 31 of that year 

Missing day, but year and month 
are present 

First day of that month or first dose date if the 
year and month are the same as the year and 
month of first dose date 

Last day of that month 

Missing month, but year and day 
are present 

Missing month derived as January or same as 
first dose month if the year is same as the year 
of first dose. 

Missing month imputed as 
December 

A date with missing year will be considered as completely missing date, no imputation rule will 
be applied. 
The rule in Table 14 is also used for determining the cycle of adverse event and concomitant 
medication. The derived date is used for determining AEs, the cycle of adverse event and 
concomitant medication. 

 
For medical history, pre-study surgery, prior radiotherapy, and prior systemic anticancer therapies, 
a partial missing start date will be imputed as below: 

• Missing year - no imputation, date left missing 

• Missing day and month - January 1 will be assigned to the missing fields. 

• Missing month only - Treat day as missing and replace both month and day with 
January 1. 

• Missing day only - Assign the first day of the month to the missing day. 

Note: additional rules for prior systemic anticancer therapies may apply as they pertain to checking 
for protocol violations 

 
For medical history, pre-study surgery, prior radiotherapy, and prior systemic anticancer therapies, 

a partially missing stop dates will be imputed as below: 

• Missing year - no imputation, date left missing 

• Month is missing and year is prior to year of first dose of study drug- impute 
'December'. 

• Month is missing and year is the same as the year of the first dose of study drug - 
impute same month as in first dose date of study drug. 

• Day is missing - impute 'last day of that month'. If results in a date ≥ the date of the 
first dose of study drug impute day as the day prior to date of first dose of study drug. 
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8. CHANGES IN PLANNED ANALYSIS 
There have been no changes to the initially planned analyses as of the finalization of this SAP. 
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