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2 List of Abbreviations and Definition of Terms  

AE Adverse Event 
ATC Anatomical Therapeutic Chemical classification  
CDISC Clinical Data Interchange Standards Consortium 
CI Confidence Interval 
CR Complete Response 
(e)CRF (electronic) Case Report Form 
CRR Complete Response Rate 
CSR Clinical Study Report 
DLT Dose Limiting Toxicity 
ECG Electrocardiogram 
ECOG Eastern Cooperative Oncology Group 
EDMS Electronic Document Management System 
EEA European Economic Area 
EudraCT European Union Drug Regulating Authorities Clinical Trials 
FAS Full Analysis Set 
FU Follow-up 
HR Hazard Ratio / Heart Rate 
HRQOL Health Related Quality of Life 
IAP Integrated Analysis Plan 
ICE Intercurrent Event 
ICH International Conference on Harmonization 
MedDRA Medical Dictionary for Regulatory Activities 
NA Not Applicable 
NCI-CTCAE National Cancer Institute – Common Terminology Criteria for Adverse 

Events 
ORR Objective Response Rate 
OS Overall Survival 
PD Progressive Disease or Protocol Deviation / Pharmacodynamics 
PFS Progression Free Survival 
PK Pharmacokinetics 
PR Partial Response 
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SAE Serious Adverse Event 
SCR Screening analysis set 
SD Stable Disease / Standard Deviation 
SDTM Study Data Tabulation Model 
SMC Safety Monitoring Committee 
SOC System Organ Class 
TEAE Treatment-Emergent Adverse Event 
TLF Tables, Listings, and Figures 
WHO-DD World Health Organization Drug Dictionary 
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3 Modification History  

Unique 
Identifier for 

Version 

Date of 
IAP Version 

Author Changes from the Previous Version 

1.0 22Apr2024 NA 
2.0 14Mar2025 Add Section 7.1 Overview of Planned Analyses after 

discontinuation of Xevinapant trials 

4 Purpose of the Integrated Analysis Plan  

The purpose of this IAP is to document technical and detailed specifications for the analysis of 
data collected for protocol MS202359_0025. Results of the analyses described in this IAP will be 
included in the CSR, except when otherwise stated. Additionally, the planned analyses identified 
in this IAP may be included in regulatory submissions or future manuscripts. Any post-hoc, or 
unplanned analyses performed to provide results for inclusion in the CSR but not identified in this 
prospective IAP will be clearly identified in the CSR. 

 
 

 

The IAP is based upon Section 9 (Statistical considerations) of the study protocol and protocol 
amendments and is prepared in compliance with ICH E9. It describes analyses planned in the 
protocol and protocol amendments. 

The wording used in this IAP is chosen to best match the respective wording in the study protocol 
template, the CSR template, CDISC requirements and special requirements for table layouts. 
Therefore, the following approach is used: 

Generally, the term ‘participant’ will be used instead of ‘subject’ or ‘patient’. However, in tables 
and listings the term ‘subject’ will be used to match CDISC requirements, except for in-text tables 
where ‘participant’ will be used to match the CSR and protocol templates. Similarly, the term 
‘study intervention’ will be used in this document instead of ‘treatment’ to match protocol and 
CSR templates, however, tables and listings will use ‘treatment’ for brevity reasons. Exceptions 
from this rule are commonly used terms like “on-treatment”, “treatment-emergent”, “treatment 
policy”, “subject-years”, “by-subject”, or names of eCRF pages like “Treatment Termination” 
page. 



Xevinapant Phase 1b Xevinapant and QW Cisplatin RT in Unresected LA SCCHN 
MS202359_0025    Version 2.0 

 C O N F I D E N T I A L 
I N F O R M A T I O N 9/45 

 
 

5 Objectives and Estimands  

Objectives Endpoints Further Estimand Attributes Ref. 
# 

Primary   

To evaluate tolerability of 
xevinapant when added to 
weekly cisplatin-based 
CRT in LA SCCHN 

Occurrence of DLT-like 
events (See Section Error! 
Reference source not 
found. for definition) 

Population: Treatment naïve patients with LA 
SCCHN (Stage III, IVA, or IVB) with 
histologically confirmed diagnosis in at least 1 
of the following sites: oropharynx (HPV-
negative), hypopharynx, and larynx, eligible 
to receive weekly cisplatin-based concurrent 
CRT 
Treatment: xevinapant, weekly cisplatin, and 
IMRT followed by xevinapant monotherapy 
Intercurrent Event Strategy: 
• Discontinuation/interruption/delay of 

xevinapant/cisplatin treatment (> 40% of 
planned cumulative dose missed in DLT-
like assessment period) due to reasons 
other than treatment-related AE 
(composite strategy: to be considered as 
DLT-like event) 

• RT delay > 2 weeks during the DLT-like 
assessment period due to reasons other 
than treatment-related AE (composite 
strategy: to be considered a DLT-like 
event) 

Population-Level Summary: 
• DLT-like event rate and associated CI 
• Standard summary statistics 

1 

Secondary   

To characterize safety of 
xevinapant when added to 
weekly cisplatin-based 
CRT in LA SCCHN 

Occurrence of AEs and 
treatment-related AEs 

Population/Treatment: Same as #1 2 

Absolute values and 
changes in eGFR 

To evaluate clinical activity 
parameters using 
Response Evaluation 
Criteria in Solid Tumors 
(RECIST) v 1.1 

Objective Response (OR) 
according to RECIST 1.1 
assessed by Investigator 

Population/Treatment: Same as #1 
Intercurrent Event Strategy: 
• Discontinuation of treatment: ignoring the 

intercurrent event (treatment policy 
strategy) 

• Start of new anticancer therapy: ignoring 
assessments after the intercurrent event 
(while not treated with new anticancer 
therapy strategy) 

• Progression according to RECIST 1.1: 
assessments up to the intercurrent event 
(while not progressed strategy) 

Population-level Summary: Response rates 
(i.e. CRR, ORR) including associated 
statistics 

3 
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O bj e cti v e s  E n d p oi nt s  F u rt h e r E sti m a n d Attri b ut e s  R ef. 
#  

P F S  a c c or di n g  t o R E CI S T 
1. 1 a s s e s s e d b y 
I n v e sti g at or  

P o p ul ati o n/ Tr e at m e nt : S a m e a s # 1  

I nt er c urr e nt E v e nt Str at e g y: 

• D e at h wit hi n 2 mi s si n g s c h e d ul e d t u m or 
a s s e s s m e nt s aft er l a st e v al u a bl e 
a s s e s s m e nt or st art of st u d y i nt er v e nti o n 
will b e c o n si d er e d a s e v e nt ( c o m p o sit e 
str at e g y)  

• Di s c o nti n u ati o n of tr e at m e nt: i g n ori n g t h e 
i nt er c urr e nt e v e nt (tr e at m e nt p oli c y 
str at e g y)  

• St art of s u b s e q u e nt a nti c a n c er t h er a p y: 
i g n ori n g e v e nt s aft er t h e st art of a n e w 
a nti c a n c er t h er a p y  ( h y p ot h eti c al str at e g y) 

P o p ul ati o n -l e v el S u m m ar y: K a pl a n-M ei er 
e sti m at e s i n cl u di n g a s s o ci at e d st ati sti c s  

4  

L o c or e gi o n al c o ntr ol ( L R C) 
a c c or di n g  t o R E CI S T 1. 1 
a s s e s s e d b y I n v e sti g at or   

P o p ul ati o n/ Tr e at m e nt : S a m e a s # 1  

I nt er c urr e nt E v e nt Str at e g y: 

• D e at h: A s s e s s m e nt s b ef or e d e at h will b e 
u s e d  (tr e at m e nt p oli c y str at e g y) 

• Di s c o nti n u ati o n of tr e at m e nt: i g n ori n g t h e 
i nt er c urr e nt e v e nt (tr e at m e nt p oli c y 
str at e g y)  

• St art of n e w a nti c a n c er t h er a p y: i g n ori n g 
e v e nt s aft er t h e st art of a n e w a nti c a n c er 
tr e at m e nt ( h y p ot h eti c al str at e g y) 

P o p ul ati o n -l e v el S u m m ar y: S a m e a s # 4  

5  

T o e v al u at e ti m e t o 
s u b s e q u e nt c a n c er 
tr e at m e nt s i n p arti ci p a nt s 
tr e at e d wit h x e vi n a p a nt 
w h e n a d d e d t o w e e kl y 
ci s pl ati n -b a s e d C R T i n L A 
S C C H N  

Ti m e t o s u b s e q u e nt 
s y st e mi c c a n c er tr e at m e nt s  

P o p ul ati o n/ Tr e at m e nt : S a m e a s # 1  

I nt er c urr e nt E v e nt Str at e g y/ P o p ul ati o n -l e v el 
S u m m ar y : S a m e a s # 5  

6  

6  O v e r vi e w of Pl a n n e d A n al ys es   

T h e f oll o wi n g a n al ys es ar e pl a n n e d f or t hi s tri al:  

•  S af et y M o nit ori n g C o m mitt e e ( S M C) a n al ys es  

C CI
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•  Pri m ar y a n al ysi s  

•  F oll o w -u p a n al ys es t o r e p ort f urt h er effi c a c y a n d s af et y d at a 

6. 1  A n al ys es f o r S M C m e eti n g s   

T h e S af et y M o nit ori n g C o m mitt e e ( S M C) will re c o m m e n d o n t h e c o nti n u ati o n, m o difi c ati o n or 
st o p of t h e st u d y b as e d o n s a f et y d at a a n d a v ail a bl e P K a n d a v ail a bl e P D d at a  ( o nl y w h e n P K d at a 
is r e vi e w e d). O n c e all pl a n n e d n u m b er of p arti ci p a nts h a v e b e e n tr e at e d f or at l e ast 5 w e e ks ( D L T -
li k e ass ess m e nt p eri o d) or h a v e e x p eri e n c e d a D L T-li k e e v e nt, a d at a s n a ps h ot will b e t a k en f or 
pr o visi o n of S M C o ut p uts. T h er e will b e  n o d at a c ut -off a p pli e d.  

D et ails of a n al ys es f or S M C m e eti n gs will b e s p e cifi e d  i n A p p e n di x  1 . 

6. 2  P ri m a r y A n al ysi s   

T his a n al ysi s will b e t h e m ai n a n al ysi s. All pl a n n e d a n al ys es i d e ntifi e d i n t h e Cli ni c al St u d y 
Pr ot o c ol  a n d i n t his I A P will b e p erf or m e d a n d t h e d at a b as e is l o c k e d f or t h e a n al ysis.  

T h e c ut -off f or t h e pri m ar y a n al ysi s will b e w h e n  m e et at l e ast 1 of t h e 
f oll o wi n g crit eri a: 

•  E x p eri e n c e at l e ast 1 D L T -li k e e v e nt, r e g ar dl ess of t h e a d mi nist er e d a m o u nt of st u d y 
i nt er v e nti o n/ c o m pl eti o n i n t h e D L T-li k e ass ess me nt p eri o d.  

•   of x e vi n a p a nt a n d cis pl ati n d uri n g t h e 
D L T -li k e ass ess m e nt p eri o d a n d eit h er c o m pl et e t h e D L T-li k e ass es s m e nt p eri o d or 
dis c o nti n u e st u d y.  

6. 3  F oll o w -u p A n al ysis   

A n e xtr a ct of t h e pri m ar y a n al ys es as s p e cifi e d i n t h e T L F t a bl e of c o nt e nts will b e d o n e i n t h e 
f oll o w-u p a n al ysi s w h e n t h e E n d of St u d y h as b e e n r e a c h e d.  

7  C h a n g es t o t h e Pl a n n e d A n al ys es i n t h e Cli ni c al St u d y  
P r ot o c ol   

7. 1  O v e r vi e w of Pl a n n e d A n al ys es aft e r dis c o nti n u ati o n of 
X e vi n a p a nt  t ri als  

A r e vi e w of t h e Tril y n X st u d y ( M S 2 0 2 3 5 9 _ 0 0 0 6) d at a s u g g ests t h at t h e e x p eri m e nt al ar ms wit h 
X e vi n a p a nt d e m o nstr at e d eit h er l o w er effi c a c y c o m p ar e d t o t h e c o ntr ol gr o u p or li mit e d p ot e nti al 
f or a d d e d b e n efit o v er st a n d ar d of c ar e. 

C o ns e q u e ntl y, t h e s c o p e of a n al ys es f or t h is st u d y (M S 2 0 2 3 5 9 _ 0 0 2 5 ) h as b e e n r e d u c e d. T h e 
a n al ys es o utli n e d i n S e cti o n 6  will n ot b e c o n d u ct e d as ori gi n all y pl a n n e d. H o w e v er, f oll o wi n g 
a n al ys es will b e p erf or m e d i nst e a d:  

•  a n a n al ysi s f or t h e first S M C wit h 6  p ati e nts,  

C CI

C CI

C CI
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•  a n  a n al ysi s usi n g t h e pri m ar y a n al ysi s D B L d at e  of 2 0 -S E P -2 0 2 4  f or a s y n o pti c C S R. 

T h e a n al ys es c o nsi d er e d r el e v a nt f or a s y n o pti c C S R  ar e li st e d b el o w:  

•  St u d y S u bj e ct D at a : 

o  P arti ci p a nt dis p ositi o n  

▪  S u bj e ct Dis p ositi o n St at us  

▪  A n al ysi s S ets  

o  E nr oll m e nt d et ails  

o  D e m o gr a p hi c C h ar a ct eri sti cs  

o  M e di c al Hist or y  

o  O t h er B as eli n e c h ar a ct eri sti cs 

▪  Dis e as e Hist or y  

o  Pr e vi o us a n d C o n c o mit a nt M e di c ati o ns, Pr o c e d ur es, F oll o w -u p Tr e at m e nt s  

▪  Pr e vi o us M e di c ati o n  

▪  C o n c o mit a nt M e di c ati o n  

▪  C o n c urr e nt Pr o c e d ur es  

o  Tr e at m e nt C o m pli a n c e a n d E x p os ur e  

▪  D ur ati o n of T h er a p y  

▪  C u m ul ati v e D os e, D os e I nt e nsit y, R el ati v e D os e I nt e nsit y  

▪  D os e R e d u cti o ns  

▪  T h er a p y D el a ys  

•  S af et y D at a:  

o  Dis pl a y of A d v ers e E v e nts  

▪  O v er vi e w of Tr e at m e nt E m er g e nt A d v ers e E v e nt s ( T E A Es)  

▪  O v er vi e w of T E A Es L e a di n g t o Dis c o nti n u ati o n / D os e R e d u cti o n of 
Tr e at m e nt  

▪  T E A Es b y Pri m ar y S yst e m Or g a n Cl ass ( S O C) a n d Pr ef err e d T er m ( P T)  

▪  St u d y I nt er v e nti o n R el at e d T E A Es b y S O C a n d P T  

▪  S eri o us T E A Es b y S O C a n d P T  

▪  N o n -s eri o us T E A Es b y S O C a n d P T at a Fr e q u e n c y T hr es h ol d of 5 %  

▪  T E A Es b y W orst Gr a d e, S O C a n d P T  

▪  St u d y I nt er v e nti o n R el at e d T E A Es b y W orst Gr a d e, S O C a n d P T  

o  D e at hs, Ot h er S eri o us a n d Si g nifi c a nt A d v ers e E v e nts  

C CI
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▪  D e at hs b y Pri m ar y R e as o n  

▪  Listi n g of D e at hs  

▪  List i n g of S eri o us T E A Es 

o  Cli ni c al L a b or at or y E v al u ati o ns  

▪  H e m at ol o g y - S u m m ar y St atisti cs o v er Ti m e  

▪  H e m at ol o g y - S hift i n T o xi cit y Gr a di n g fr o m B as eli n e t o Hi g h est Gr a d e  

▪  Bi o c h e mi str y - S u m m ar y St ati sti cs o v er Ti m e  

▪  Bi o c h e mi str y - S hift i n T o xi cit y Gr a di n g fr o m B a s eli n e t o Hi g h est Gr a d e  

o  Ot h er S af et y E v al u ati o ns  

▪  Vit al Si g ns R es ult s S u m m ar y St atisti cs O v er Ti m e  

▪  E C G R es ult s - S u m m ar y St ati sti cs O v er Ti m e  

•  S u bj e ct D at a Listi n gs:  

o  Dis c o nti n u e d S u bj e cts  

o  Pr ot o c ol D e vi ati o ns  

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

o  Tr e at m e nt C o m pli a n c e a n d E x p os ur e  

o  Effi c a c y R es ult s D at a  

o  Listi n g of T E A Es  

o  I n di vi d u al L a b or at or y M e as ur e m e nts 

8  A n al ysis S ets a n d S u b g r o u ps   

8. 1  D efi niti o n of A n al ysi s S ets   

S c r e e ni n g A n al ysis S et (S C R)  

T h e S cr e e ni n g a n al ysi s s et i n cl u d es all p arti ci p a nt s w h o si g n e d t h e i nf or m e d c o ns e nt.  

D os e Li miti n g T o xi cit y A n al ysis S et ( D L T)  

All p arti ci p a nts w h o w er e a d mi nist er e d a n y d os e of a n y st u d y i nt er v e nti o n a n d m e et at l e ast 1 of 
t h e f oll o wi n g crit eri a: 

•  E x p eri e n c e d at l e ast o n e D L T li k e e v e nt c o nfir m e d b y t h e S M C d uri n g t h e D L T li k e 
ass ess m e nt p eri o d or f or w h o m t h e c o m p osit e I C E str at e g y l e d t o a D L T li k e e v e nt, r e g ar dl ess 
of t h e a d mi nist er e d n u m b er of d os es of st u d y i nt er v e nti o n/ c o m pl eti o n i n t h e D L T li k e 
ass ess m e nt p eri o d.  I C E str at e g y is d efi n e d as 
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o  Dis c o nti n u ati o n/i nt err u pti o n/ d el a y of x e vi n a p a nt/ cis pl ati n tr e at m e nt  
 i n D L T-li k e ass ess m e nt p eri o d) d u e t o r e as o n s ot h er t h a n 

tr e at m e nt-r el at e d A E ( c o m p osit e str at e g y: t o b e c o nsi d er e d as D L T-li k e e v e nt) 

o   d uri n g t h e D L T-li k e ass ess m e nt p eri o d d u e t o r e as o ns ot h er t h a n 
tr e at m e nt-r el at e d A E ( c o m p osit e str at e g y: t o b e c o nsi d er e d a D L T -li k e e v e nt) 

•   of x e vi n a p a nt a n d cis pl ati n d uri n g t h e 
D L T -li k e ass ess m e nt p eri o d, r e g ar dl ess of t h e c o m pl eti o n i n t h e D L T-li k e ass ess m e nt p eri o d. 

F ull A n al ysis  S et ( F A S)/ S af et y A n al ysi s S et ( S A F) 

All p arti ci p a nts w h o w er e a d mi nist er e d a n y d os e of a n y st u d y i nt er v e nti o n.  

P K A n al ysis S et ( P K)  

A ll p arti ci p a nts, w h o r e c ei v e at l e ast o n e d os e of st u d y i nt er v e nti o n, h a v e n o r el e v a nt pr ot o c ol 
d e vi ati o ns or i m p ort a nt e v e nts aff e cti n g P K, a n d pr o vi d e at l e ast 1 m e as ur a bl e p ost d os e 
c o n c e ntr ati o n.  

A n al ys es p e r A n al ysi s S et  

T h e f oll o wi n g t a bl e s u m m ari z es t h e us e of t h e a n al ysi s s ets i n t h e diff er e nt a n al ys es.  

 A n al y si s S et  

A n al y s e s  F A S/ S A F  D L T  P K  

D L T  (t ol er a bilit y)  ✓   

B a s eli n e C h ar a ct eri sti c s  ✓    

Pr e vi o u s a n d C o n c o mit a nt T h er a pi e s  ✓    

C o m pli a n c e a n d E x p o s ur e  ✓    

Effi c a c y  ✓    

S af et y  ✓    

C CI
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1 0  St u d y P a rti ci p a nt s   

T h e s u bs e cti o ns i n t hi s s e cti o n i n cl u d e s p e cifi c ati o ns f or r e p orti n g p arti ci p a nt  dis p ositi o n a n d 
st u d y i nt er v e nti o n/st u d y  dis c o nti n u ati o ns. A d diti o n all y , pr o c e d ur es f or r e p orti n g pr ot o c ol 
d e vi ati o ns ar e pr o vi d e d.  

1 0. 1  Dis p o siti o n of P a rti ci p a nt s a n d Dis c o nti n u ati o ns   

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts i n e a c h of t h e b el o w dis p ositi o n c at e g ori es will b e 
pr es e nt e d. P er c e nt a g es will b e pr es e nt e d wit h r es p e ct t o t h e n u m b er of tr e at e d p arti ci p a nts.  

T ot al n u m b er of p arti ci p a nt s s cr e e n e d (i. e. p arti ci p a nt s w h o g a v e i nf or m e d c o ns e nt)  ( o v er all o nl y) 

N u m b er of p arti ci p a nt s w h o dis c o nti n u e d fr o m t h e st u d y  pri or t o st u d y i nt er v e nti o n  o v er all a n d 
gr o u p e d b y t h e m ai n r e as o n ( e. g. t h e f ail e d s p e cifi c i n cl usi o n or e x cl usi o n crit eri a , wit h dr a wal  of 
c o ns e nt ) 

N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nt s.  

T h e e n d of st u d y i nt er v e nti o n st at us will b e s u m m ari z e d  b y:  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts wit h o n g oi n g x e vi n a p a nt  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts wit h o n g oi n g cis pl ati n  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts wit h o n g oi n g c ar b o pl ati n  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts wit h o n g oi n g I M R T  

•  N u m b er a n d p er c e nt a g e of p arti ci p a nts w h o c o m pl et e d x e vi n a p a nt  

•  N u m b er a n d p er c e nt a g e of p arti ci p a nts w h o c o m pl et e d cis pl a ti n 

•  N u m b er a n d p er c e nt a g e of p arti ci p a nts w h o c o m pl et e d c ar b o pl ati n  

•  N u m b er a n d p er c e nt a g e of p arti ci p a nts w h o c o m pl et e d I M R T  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts w h o dis c o nti n u e d t h e x e vi n a p a nt (o v er all 
a n d b y pri m ar y r e as o n ) 
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•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts w h o dis c o nti n u e d t h e cis pl ati n ( o v er all 
a n d b y pri m ar y r e as o n)  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts w h o dis c o nti n u e d t h e c ar b o pl ati n ( o v er all 
a n d b y pri m ar y r e as o n)  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts w h o dis c o nti n u e d t h e I M R T ( o v er all a n d 
b y pri m ar y r e as o n)  

T h e e n d of st u d y st at us will b e s u m m ari z e d b y:  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts wit h o n g oi n g a n y st u d y i nt er v e nti o n  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts off -tr e at m e nt a n d i n f oll o w-u p p eri o d  

•  N u m b er a n d p er c e nt a g e of tr e at e d p arti ci p a nts w h o c o m pl et e d or pr e m at ur el y 
dis c o nti n u e d t h e st u d y aft er, gr o u p e d b y m ai n r e as o n  

A d diti o n all y, t h e n u m b er of p arti ci p a nts s cr e e n e d, a n d e nr oll e d  i n e a c h a n al ysi s s et will b e 
pr o vi d e d o v er all, b y r e gi o n (N ort h  A m eri c a , W est er n E ur o p e , E E A (r e q uir e d b y E u dr a C T),  a n d  
R est of t h e w orl d ), b y c o u ntr y wit hi n r e gi o n a n d b y sit e. 

T h e n u m b er of p arti ci p a nts tr e at e d i n e a c h a n al ysi s s et will b e pr o vi d e d.  

1 0. 2  P r ot o c ol D e vi ati o ns  / E x cl usi o n f r o m A n al ysis S ets   

1 0. 2. 1  I m p o rt a nt P r ot o c ol D e vi ati o ns   

I m p ort a nt pr ot o c ol d e vi ati o ns (I P Ds) ar e pr ot o c ol d e vi ati o ns t h at mi g ht si g nifi c a ntl y aff e ct t h e 
c o m pl et e n ess, a c c ur a c y, a n d/ or r eli a bilit y of t h e st u d y d at a or t h at mi g ht si g nifi c a ntl y aff e ct a 
p arti ci p a nt's ri g hts, s af et y, or w ell -b ei n g.  

I m p ort a nt pr ot o c ol d e vi ati o ns i n cl u d e: 

•  P arti ci p a nts  e n r oll e d a n d d os e d o n t h e st u d y w h o di d n ot s ati sf y e nr ol m e nt crit eri a 

•  P arti ci p a nts t h at d e v el o p wit h dr a w al crit eri a w hilst o n t h e st u d y b ut ar e n ot wit h dr a w n  

•  P arti ci p a nts t h at r e c ei v e t h e wr o n g st u d y i nt er v e nti o n or a n i n c orr e ct d os e  

•  P arti ci p a nts t h at r e c ei v e a n e x cl u d e d c o n c o mit a nt m e di c ati o n  

•  F ail ur e t o c oll e ct d at a n e c ess ar y t o i nt er pr et pri m ar y e n d p oi nt s  

•  F ail ur e t o c oll e ct n e c ess ar y k e y s af et y d at a  

•  D e vi ati o n fr o m G o o d Cli ni c al Pr a cti c e ( G C P)  

•  A n y ot h er pr ot o c ol d e vi ati o n t h at mi g ht s i g nifi c a ntl y aff e ct t h e c o m pl et e n e ss, a c c ur a c y, 
a n d/ or r eli a bilit y of t h e st u d y d at a or t h at mi g ht si g nifi c a ntl y aff e ct a p arti ci p a nt's ri g hts, 
s af et y, or w ell -b ei n g.  
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I m p ort a nt pr ot o c ol d e vi ati o ns will b e i d e ntifi e d f or all p arti ci p a nts b y eit h er sit e m o ni t ori n g, 
m e di c al r e vi e w pr o c ess e s or pr o gr a m mi n g a n d c o nfir m e d pri or t o or at t h e D at a R e vi e w M e eti n g 
at t h e l at est.  

A n y pr ot o c ol d e vi ati o n is d o c u m e nt e d i n S D T M d at as ets w h et h er i d e ntifi e d t hr o u g h sit e 
m o nit ori n g, m e di c al r e vi e w or pr o gr a m mi n g.  T h e m a n a g e m e nt of pr ot o c ol d e vi ati o ns is o utsi d e 
of t his I A P d o c u m e nt.  

I m p ort a nt pr ot o c ol d e vi ati o ns or i m p ort a nt e v e nts t h at mi g ht h a v e a n eff e ct o n P K  i n cl u d e, b ut 
m a y n ot b e li mit e d t o t h e f oll o wi n g:  

•  S a m pl e pr o c essi n g err ors t h at m a y l e a d t o i n a c c ur at e bi o a n al yti c al r es ult s  

•  I n a c c ur at e d osi n g or d osi n g err ors ( e. g., d os e a d mi nistr ati o n d el a y e d, d os e c h a n g e or 
mi ss e d d os es), w h e n d osi n g i nf or m ati o n i s a v ail a bl e  

•  Pr e -d os e or tr o u g h s a m pl e c oll e ct e d aft er t h e a ct u al d osi n g  

•  C o n c o mit a nt m e di c ati o ns a n d di et ar y or h er b al s u p pl e m e nts t h at ar e k n o w n p ot e nt 
i n hi bit ors or i n d u c ers of P-gl y c o pr ot ei n ( T a bl e 1 3 of pr ot o c ol).  

S h o ul d o n e or m or e of t h es e e v e nts b e a v ail a bl e at t h e D at a R e vi e w M e eti n g, it s i m pli c ati o n f or 
P K e v al u ati o n will b e di s c uss e d a n d a gr e e d a m o n gst r el e v a nt st u d y t e a m m e m b ers ( e. g. S p o ns or 
Cli ni c al P h ar m a c ol o g y/ Bi ost ati sti cs/ Cli ni c al P h ar m a c o ki n eti cs & P h ar m a c o d y n a mi cs t e a m 
r e pr es e nt ati v e). A p pr o pr i at e a cti o n will b e t a k e n s u c h as fl a g gi n g i n di vi d u al v al u es t o b e e x cl u d e d 
fr o m a n al ysi s. 

A fr e q u e n c y t a bl e  as w ell as  a li sti n g of i m p ort a nt pr ot o c ol d e vi ati o ns, will b e pr o vi d e d  b as e d o n 
t h e F A S/ S A F . 

1 0. 2. 2  R e a s o ns L e a di n g t o t h e E x cl usi o n f r o m a n A n al ysi s S et   

All cr it eri a/r e as o ns l e a di n g t o t h e e x cl usi o n of a p arti ci p a nt  fr o m an A n al ysi s S et s h o ul d b e 
s u m m ari z e d a n d li st e d  (s e e S e cti o n  1 0. 1 ). 

If p arti ci p a nts ar e e x cl u d e d fr o m t h e D L T, P K A n al ysi s S et, t h e r e as o n s f or e x cl usi o n will b e 
li st e d. 

1 1  D e m o g r a p hi cs a n d Ot h e r B a s eli n e C h a r a ct e risti cs   

If n ot st at e d ot h er wis e, t h e f oll o wi n g a n al ys es will b e p erf or m e d b as e d o n t h e F A S/ S A F . 

1 1. 1  D e m o g r a p hi cs   

D e m o gr a p hi c c h ar a ct eristi cs a n d p h ysi c al m e as ur e m e nts will b e s u m m ari z e d d es cri pti v el y usi n g 
t h e f oll o wi n g i nf or m ati o n fr o m t h e S cr e e ni n g/ B as eli n e Visit e C R F p a g es.  

T h e f oll o wi n g de m o gr a p hi c c h ar a ct eristi cs  will b e i n cl u d e d:  

•  S e x : 
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o  m al e  

o  f e m al e 

o  u n diff er e nti at e d  

•  R a c e : 

o  A m eri c a n I n di a n or Al as k a N ati v e  

o  Asi a n  

o  B l a c k or Afri c a n A m eri c a n  

o  N ati v e H a w aii a n  

o  Ot h er P a cifi c Isl a n d er  

o  W hit e  

o  M or e t h a n o n e r a c e  

o  O t h er 

o  N ot c oll e ct e d at t his sit e 

•  Et h ni cit y : 

o  His p a ni c or L ati n o  

o  N ot His p a ni c or L ati n o  

•  A g e ( y e ars)  

•  A g e c at e g ori es:  

o  < 6 5 y e ars,  

o  ≥ 6 5 y e ars  

▪  6 5 -7 4,  

▪  7 5 -8 4,  

▪  ≥ 8 5  y e ars  

•  P o ol e d R e gi o n:  

o  N ort h A m eri c a  

o  E ur o p e  

o  A si a 

o  R est of t h e W orl d  

•  G e o gr a p hi c R e gi o n:  

o  N ort h A m eri c a  

o  L ati n A m eri c a  

o  W est er n E ur o p e  
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o  E ast er n E ur o p e  

o  Mi d dl e E ast  

o  A ustr ali a  

o  Asi a  

•  W ei g ht ( k g)  

•  H ei g ht  ( c m) 

•  B MI  ( k g/ m2 ) at B as eli n e  

•  B S A ( m 2 ) at B as eli n e 

•  E C O G P erf or m a n c e st at u s ( 0, 1, 2, 3, 4)  

S p e cifi c ati o ns f o r c o m p ut ati o n : 

B S A [m² ] = √  
h ei g h t [c m ]× w ei g h t [k g ]

3 6 0 0
 

B MI [k g/ m² ] = 
w ei g ht  [k g ] 

h ei g ht [c m ]2
× 1 0 0 0 0  

Sit e c o d es will b e us e d f or t h e d et er mi n ati o n of t h e p arti ci p a nt ’s g e o gr a p hi c r e gi o n. 

1 1. 2  M e di c al Hi st o r y   

T h e m e di c al hist or y will b e s u m m ari z e d fr o m t h e “ M e di c al Hist or y ” e C R F p a g e, usi n g t h e m ost 
r e c e nt M e d D R A v ersi o n  at ti m e of d at a b as e l o c k , pr ef err e d t er m as e v e nt c at e g or y a n d s yst e m 
or g a n cl ass ( S O C) b o d y t er m as B o d y S yst e m c at e g or y.  E a c h p arti ci p a nt will b e c o u nt e d o nl y o n c e 
wit hi n e a c h P T or S O C.  

M e di c al hist or y will b e dis pl a y e d i n t er ms of fr e q u e n c y t a bl es: or d er e d b y pri m ar y S O C a n d P T 
i n al p h a b eti c al or d er. All m e di c al hi st or y d at a will b e list e d.  

1 1. 3  Ot h e r B a s eli n e C h a r a ct e risti cs   

I nf or m ati o n o n ot h er b as eli n e c h ar a ct eristi cs c oll e ct e d at b as eli n e will b e s u m m ari z e d. S u m m ar y 
st atisti cs will b e pr es e nt e d f or:  

•  Dis e as e Hist or y:  

o  Sit e of pri m ar y t u m or  

o  Ti m e si n c e i niti al c a n c er di a g n osis ( m o nt hs)  

o  Hist o p at h ol o gi c al gr a d e  

o  P at h ol o gi c al st a g e  (d eri v e d fr o m t h e T N M v al u es ) a n d T N M cl assifi c ati o n at st u d y e ntr y  

•  Ni c oti n e us a g e:  

o  Ni c oti n e us a g e ( n e v er s m o k er, c urr e nt s m o k er, f or m er s m o k er)  
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o  Ni c oti n e us a g e t y p e ( ci g ar ett es, ci g ars, pi p es, c h e wi n g t o b a c c o, ni c oti n e g u m, e-ci g ar ett es 
or v a p or)  

o  Ni c oti n e e x p os ur e ( p a c k -y e ars)  

o  Ni c oti n e e x p os ur e ti m e ( y e ars)  

o  Y e ars si n c e q uitti n g  

•  Al c o h ol c o ns u m pti o n:  

o  Al c o h ol c o ns u m pti o n ( Y es/ N o)  

o  Al c o h ol c o ns u m pti o n ( u nits p er w e e k)  

•  E C O G p erf or m a n c e st at us  

•  H ei g ht, W ei g ht, B o d y S urf a c e Ar e a, a n d B o d y M a ss I n d e x  

•  H P V st at us at s cr e e ni n g  

S p e cifi c ati o ns f o r ni c oti n e u s a g e c o m p ut ati o n:  

Ni c oti n e us a g e will b e d eri v e d usi n g i nf or m ati o n a b o ut t h e us e of ni c oti n e pr o d u cts t h at c a n b e 
s m o k e d: ci g ar ett es, ci g ar s, pi p es.  

T h e i nf or m ati o n  c oll e ct e d a b o ut pr o d u cts t h at ar e s m o k e d will b e us e d t o d eri v e t h e s m o ki n g st at us 
f or e a c h p arti ci p a nt: 

•  C urr e nt S m o k er: a p arti ci p a nt is a c urr e nt s m o k er if at l e ast o n e s m o k e d pr o d u ct w as 
a ns w er e d “ C urr e nt ” ( missi n g i nf or m ati o n a b o ut o n e or m or e s m o k e d pr o d u cts is 
all o w e d);  

•  F or m er S m o k er: a p arti ci p a nt is a f or m er s m o k er if h e/s h e is n ot a c urr e nt s m o k er a n d at 
l e ast o n e s m o k e d pr o d u ct w as a ns w er e d “ F or m er ” ( missi n g i nf or m ati o n a b o ut o n e or 
m or e s m o ki n g o pti o ns i s all o w e d);  

•  N e v er S m o k er: a p arti ci p a nt is  c o nsi d er e d t o h a v e n e v er s m o k e d if all t h e s m o ki n g 
o pti o ns w er e a ns w er e d “ N e v er ”.  

•  Mis si n g: i n c as e t h e i nf or m ati o n is missi n g f or o n e or m or e of t h es e s m o ki n g o pti o ns a n d 
t h e p arti ci p a nt c a n n ot b e cl assifi e d as c urr e nt or f or m er s m o k er, t h e s m o ki n g st at us 
s h o ul d b e “ Mis si n g ”, e v e n t h o u g h all t h e r e m ai ni n g o pti o ns w er e a ns w er e d “ N e v er ”.  

Ni c oti n e hist or y c o m p ut ati o n:  

•  C h e wi n g t o b a c c o, ni c oti n e g u m a n d e -ci g ar ett e ar e n ot t a k e n i nt o a c c o u nt f or ni c oti n e 
e x p os ur e c al c ul ati o n  

•  Ci g ar ett e e q ui v al e nts ar e c al c ul at e d as f oll o w: 1 ci g ar is r e g ar d e d e q ui v al e nt t o 5 
ci g ar ett es a n d 1 pi p e is r e g ar d e d e q ui v al e nt t o 3 ci g ar ett es  

•  D ur ati o n of s m o ki n g ( y e ars):  

o  ( e n d d at e of s m o ki n g –  st art d at e of s m o ki n g + 1)/ 3 6 5. 2 5  
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•  P a c k -y e ar:  

o  C al c ul at e ci g ar ett e e q ui v al e nts p er d a y usi n g t h e c o n v ersi o n f a ct ors gi v e n a b o v e  

o  C o n v ert t o p a c ks p er d a y w h er e 2 0 ci g ar ett es ar e r e g ar d e d as 1 p a c k  

o  P a c k -y e ar = p a c ks p er d a y * d ur ati o n of s m o ki n g ( y e ars)  

S p e cifi c ati o ns f o r al c o h ol c o n s u m pti o n c o m p ut ati o n:  

•  U nits p er d a y ar e c al c ul at e d as f oll o w: 3 6 0 ml or 1 2 o z of b e er is r e g ar d e d e q ui v al e nt t o 1 
u nit, 1 5 0 ml or 5 o z of wi n e is r e g ar d e d e q ui v al e nt t o 1 u nit a n d 4 5 ml or 1. 5 o z of s pirit s is 
r e g ar d e d e q ui v al e nt t o 1 u nit 

•  u nit s p er w e e k:  

o  C al c ul at e u nits p er d a y e q ui v al e nts usi n g t h e c o n v ersi o n f a c t ors gi v e n b el o w 

o  C o n v ert t o u nits p er w e e k * 7  

1 2  P r e vi o us  o r C o n c o mit a nt T h e r a pi es / P r o c e d u r es  

T h e f oll o wi n g a n al ys es will b e p erf or m e d b as e d o n t h e  S A F.  

C o n c o mit a nt m e di c ati o n s  ar e m e di c ati o ns, ot h er t h a n st u d y i nt er v e nti o n , w hi c h ar e t a k e n b y 
p arti ci p a nt s a n y ti m e d uri n g t h e o n -tr e at m e nt p eri o d, s e e S e cti o n 9. 8 . 

P r e vi o u s m e di c ati o n s  ar e m e di c ati o ns, ot h er t h a n st u d y i nt er v e nti o n , w hi c h st art e d b ef or e  first 
a d mi nistr ati o n of st u d y i nt er v e nti o n s. 

A m e di c ati o n m a y b e cl assifi e d as b ot h c o n c o mit a nt a n d pr e vi o us.  T h e r es p e cti v e fl a gs will b e 
d eri v e d b as e d o n st art a n d e n d d at e.  

C o n c o mit a nt a n d pr e vi o us m e di c ati o n e a c h will b e s u m m ari z e d b y n u m b er a n d p er c e nt a g e of 
p arti ci p a nts fr o m t h e “ Pr e vi o us a n d C o n c o mit a nt m e di c ati o n a n d/ or T h er a pi es ” e C R F. Pr ef err e d 
ter m wit hi n A T C Cl assifi c ati o n c o d e l e v el 2 will b e t a b ul at e d as gi v e n fr o m t h e W H O -D D  
di cti o n ar y m ost c urr e nt v ersi o n . 

If a n y pr e vi o us or c o n c o mit a nt m e di c ati o n is cl assifi e d i nt o m ulti pl e A T C cl ass es, t h e m e di c ati o n 
will b e s u m m ari z e d s e p ar at el y u n d er e a c h of t h es e A T C cl ass es  

T h e s u m m ar y t a bl es will b e s ort e d b y  d e cr e asi n g fr e q u e n c y of dr u g cl ass a n d d e cr e asi n g fr e q u e n c y 
of pr ef err e d t er m  i n a gi v e n dr u g cl ass. I n c as e of e q u al fr e q u e n c y r e g ar di n g A T C cl assifi c ati o n 
l e v el 2 or pr ef err e d t er m , al ph a b eti c al or d er will b e us e d.  

I n c as e a n y s p e cifi c m e di c ati o n d o es n ot h a v e a n A T C cl assifi c ati o n l e v el 2 c o d e d t er m, it will b e 
s u m m ari z e d u n d er “ U n a v ail a bl e A T C cl assifi c ati o n ” c at e g or y.  E a c h p arti ci p a nt will o nl y b e 
c o u nt e d o n c e, e v e n if h e/s h e r e c ei v e d  t h e s a m e m e di c ati o n at diff er e nt ti m es. 

All c o n c o mit a nt p r o c e d u r es  will b e li st e d.  
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S u b s e q u e nt a nti -c a n c e r t h e r a p y  

A nti -c a n c er t h er a p y aft er e n d of st u d y i nt er v e nti o n  will b e s u m m ari z e d a c c or di n g t o t h e r es p e cti v e 
C R F p a g e. Tr e at m e nts will b e c at e g ori z e d b y m e a ns of c o di n g a n d m e di c al r e vi e w . T h e s a m e 
a p pr o a c h as f or c o n c o mit a nt m e di c ati o ns will b e a p pli e d  b as e d o n A T C l e v el 2 a n d pr ef err e d t er m.  

N u m b er a n d p er c e nt a g e of p arti ci p a nt s wit h a n y a nti -c a n c er p ost st u d y tr e at m e nt a n d b y t y p e 
( a nti c an c er tr e at m e nt, r a di ot h er a p y, s ur g er y)  will b e pr es e nt e d . 

S u m m ar y st atisti cs will b e cr e at e d f or b est r es p o ns e a cr oss all p ost st u d y tr e at m e nts ( as i n di c at e d 
o n “ F oll o w u p tr e at m e nt ” p a g e). F or p arti ci p a nts w h o r e c ei v e d m or e t h a n o n e a nti -c a n c er dr u g 
t h er ap y aft er dis c o nti n u ati o n  of st u d y i nt er v e nti o n , t h e b est o v er all r es p o ns e a m o n g all a nti-c a n c er 
dr u g t h er a pi es will b e s u m m ari z e d.  

1 3  St u d y I nt e r v e nti o n : C o m pli a n c e a n d E x p o s u r e   

T h e  f oll o wi n g a n al ys es will b e p erf or m e d b as e d o n S A F . 

All d osi n g c al c ul ati o ns a n d s u m m ari es will b e b as e d o n “ St u d y Dr u g A d mi ni str ati o n ” C R Fs p a g es.  

If t h e t ot al d os e is missi n g, t h e pr ot o c ol d efi n e d d os e of e a c h st u d y i nt er v e nti o n  will b e us e d.  

N o i m p ut ati o n of mi ssi n g st art d at es of st u d y i nt er v e nti o ns will b e d o n e.  

I n c as e t h e l ast d at e of st u d y i nt er v e nti o n is i n c o m pl et e t h e d at e of l ast st u d y i nt er v e nti o n 
a d mi nistr ati o n will b e t a k e n fr o m t h e E n d of Tr e at m e nt p a g e.  

F or C y cl e X,  a ct u al c y cl e st art d at e f or e a c h p arti ci p a nt i s : 

•  t h e e arli est st art d at e of d osi n g i n t h e C y cl e X D a y 1 visit e C R F e x p os ur e p a g e, if t h e 
p arti ci p a nt r e c ei v e d  a n y  st u d y i nt er v e nti o n  o n t h at visit (i. e., a n y st u d y i nt er v e nti o n wit h 
d os e > 0 at t h at vi sit)  

•  t h e first d a y of ass ess m e nts i n t h e C y cl e X D a y 1 visit, if t h e p arti ci p a nt di d n ot r e c ei v e st u d y 
i nt er v e nti o n o n t h at visit (i. e., all st u d y i nt er v e nti o ns h a d d os e = 0 at t h at visit). Us e st art d at e 
i n t h e e x p os ur e p a g e if a v ail a bl e; if st art d at e is n ot a v aila bl e t h e n us e d at e of c oll e cti o n of 
vit al si g ns ( ass u mi n g vit al si g ns ar e t h e first ass ess m e nt of t h e c y cl e o n C y cl e X D a y 1 visit.  

A ct u al c y cl e e n d d at e f or e a c h p arti ci p a nt is : 

•  f or all c y cl es X e x c e pt t h e l ast c y cl e, a ct u al c y cl e e n d d at e = a ct u al c y cl e ( X + 1) st art d at e –  1 
d a y;  

•  f or t h e l ast c y cl e, a ct u al c y cl e e n d d at e = a ct u al c y cl e st art d at e + i nt e n d e d c y cl e d ur ati o n (i n 
d a ys) –  1 d a y  

C y cl e d ur ati o n ( w e e ks) = ( a ct u al c y cl e e n d d at e –  a ct u al c y cl e st art d at e + 1)/ 7  

W h e n s u m m ari zi n g e x p o s ur e f or e a c h st u d y i nt er v e nti o n, o nl y c y cl es wit h n o n-z er o d os e of st u d y 
i nt er v e nti o n of a t l e ast o n e of t h e st u d y i nt er v e nti o ns s h o ul d b e i n cl u d e d.  
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A d os e is r e g ar d e d t o b e a d mi nist er e d, if t h e a ct u al d os e r e c ei v e d is > 0, or t h e d ur ati o n of t h e 
i nf usi o n i s > 0, or t h e st art d at e or e n d d at e is n ot mi ssi n g. 

X e vi n a p a nt  C u m ul ati v e d os e  ( m g) o v er all is t h e s u m of t h e a ct u al d os e s of st u d y i nt er v e nti o n 
r e c ei v e d o v er all. A ct u al d os e p er d a y is c oll e ct e d usi n g m L o n e C R F. T his d os e will b e c o n v ert e d 
t o m g as: 

A ct u al  d o s e  ( m g )  =  A ct u al  d o s e  ( m L ) ∗ 2 0  ( m g / m L )  

X e vi n a p a nt D os e i nt e n sit y  ( m g/ d a y) is d efi n e d as t h e c u m ul ati v e d os e of x e vi n a p a nt b y t h e c y cl e 
d ur ati o n i n d a ys as:  

d o s e i nt e n sit y = (
c u m ul ati v e d o s e

( pl a n n e d d o si n g d a y s p e r c y cl e ( 1 4 d a y s ) ) * e x p o s u r e d u r ati o n ( c y cl e s )
)   

Cis pl ati n /c a r b o pl ati n  C u m ul ati v e d os e  ( m g/ m2  or A U C)  o v er all  is t h e s u m of t h e a ct u al d os es 
of st u d y i nt er v e nti o n r e c ei v e d o v er all, r es p e cti v el y. 

Cis pl ati n/ c a r b o pl ati n  D os e i nt e n sit y  ( m g/ m2 / d a y or A U C/ d a y) is d efi n e d a s t h e c u m ul ati v e d os e 
of cis pl ati n/ c ar b o pl ati n b y t h e e x p os ur e d ur ati o n i n d a ys as:  

d o s e i nt e n sit y = (
c u m ul ati v e d o s e

( pl a n n e d d o si n g d a y s p e r w e e k ( 1 d a y ) ) * e x p o s u r e d u r ati o n ( w e e k s )
)   

I M R T C u m ul ati v e d os e  ( G y) o v er all is t h e s u m of t h e a ct u al d os es of st u d y i nt er v e nti o n r e c ei v e d 
o v er all. If a I M R T d os e m o difi c ati o n will o c c ur P T V 1 n e w r e p ort e d v al u e will b e us e d f or t h e 
c al c ul ati o n.  

I M R T D os e int e nsit y  (G y / d a y) is d efi n e d a s t h e c u m ul at i v e d os e of I M R T b y t h e e x p os ur e d ur ati o n 
i n d a ys a s: 

d o s e i nt e n sit y = (
c u m ul ati v e d o s e

( pl a n n e d d o si n g d a y s p e r w e e k ( 5 d a y s ) ) * e x p o s u r e d u r ati o n ( w e e k s )
)  

R el ati v e d os e i nt e n sit y  ( %) is d efi n e d as t h e a ct u al d os e i nt e nsit y di vi d e d b y t h e pl a n n e d d os e 
i nt e nsit y d uri n g t h e st u d y a n d e x pr ess e d i n p er c e nt a g e: 

r el ati v e d o s e i nt e n sit y = (
d o s e i nt e n sit y

pl a n n e d d o s e 
) ∗ 1 0 0  

W h e r e t h e p l a n n e d d o s e i s: 

• X e vi n a p a nt:  m g/ d a y  

• Cis pl ati n:  m g/ m 2/ d a y  

• C ar b o pl ati n: A U C 2 / d a y 

• I M R T: 7 0 G y/ d a y 

T h e s u m m ar y of st u d y i nt er v e nti o n e x p os ur e will i n cl u d e t h e f oll o wi n g i nf or m ati o n:  
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•  T ot al d ur ati o n of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T ( w e e ks) a n d b y c at e g ori es of ≤ 
3 w e e ks, > 3 –  6 w e e ks, > 6 –  9 w e e ks, > 9 -1 2 w e e ks, > 1 2 –  1 5 w e e ks, > 1 5 –  1 8 w e e ks  

•  N u m b er of I M R T  Fr a cti o ns  

•  T ot al n u m b er of c y cl es r e c ei v e d of x e vi n a p a nt, ci s pl ati n, c ar b o pl ati n a n d I M R T  

•  C u m ul ati v e d os e of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T  

•  D os e i nt e nsit y of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T  

•  R el ati v e d os e i nt e nsit y ( %) of x e vi n a p a nt , cis pl ati n, c ar b o pl ati n a n d I M R T 

•  D os e r e d u cti o n of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T p er ti m e p eri o d ( o v er all a n d 
b y r e as o n)  

•  Mis s e d d os es of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T p er ti m e p eri o d  

•  Dis c o nti n u ati o n of x e vi n a p a nt, cis pl ati n, c ar b o pl ati n a n d I M R T p er ti m e p eri o d ( o v er all a n d 
b y r e as o n)  

•  A li sti n g will b e pr o vi d e d f or all a d mi nistr ati o ns of p arti ci p a nts f or t h e pri m ar y a n al ysi s o nl y.  

1 4  Effi c a c y A n al ys es   

T his a n al ys es will n ot b e c o n d u ct e d. S e e S e cti o n 7. 1  f or t h e d et ails. 
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1 5  S af et y A n al ys es   

T his s e cti o n i n cl u d es s p e cifi c ati o ns f or s u m m ari zi n g s af et y e n d p oi nt s t h at ar e c o m m o n a cr oss 
cli ni c al st u di es  s u c h as a d v ers e e v e nts, l a b or at or y t ests a n d vit al si g ns.  

S af et y a n al ys es will b e d o n e o n S A F  a n d a c c or di n g t o t h e as -tr e at e d pri n ci pl e u nl ess ot h er wis e 
st at e d . 

1 5. 1  O c c u r r e n c e of D L T -li k e e v e nts  

A n al ys es of pri m ar y o bj e cti v e will b e d o n e o n D L T a n al ysis s et.  

O bj e cti v e:  

T o e v al u at e t ol er a bilit y of x e vi n a p a nt w h e n a d d e d t o w e e kl y cis pl ati n -b as e d C R T i n L A S C C H N . 

E n d p oi nts:  

O c c urr e n c e of D L T -li k e e v e nts. 

P o p ul ati o n:  

Tr e at m e nt n aï v e p ati e nts wit h L A S C C H N ( St a g e III, I V A, or I V B) wit h hist ol o gi c all y c o nfir m e d 
di a g n osis i n at l e ast 1 of t h e f oll o wi n g sit es: or o p h ar y n x ( H P V -n e g ati v e), h y p o p h ar y n x, a n d 
l ar y n x, eli gi bl e t o r e c ei v e w e e kl y cis pl ati n-b as e d c o n c urr e nt C R T . 

T r e at m e nt:  

X e vi n a p a nt, w e e kl y cis pl ati n, a n d I M R T f oll o w e d b y x e vi n a p a nt  m o n ot h er a p y . 

I nt e r c u r r e nt E v e nt St r at e g y:  

•  Dis c o nti n u ati o n/i nt err u pti o n/ d el a y of x e vi n a p a nt/ cis pl ati n tr e at m e nt ( > 4 0 % of pl a n n e d 
c u m ul ati v e d os e mi ss e d i n D L T -li k e ass ess m e nt p eri o d) d u e t o r e as o ns ot h er t h a n tr e at m e nt-
r el at e d A E ( c o m p osit e str at e g y: t o be c o nsi d er e d as D L T -li k e e v e nt) 

•  R T d el a y > 2 w e e ks d uri n g t h e D L T -li k e ass ess m e nt p eri o d d u e t o r e as o ns ot h er t h a n 
tr e at m e nt-r el at e d A E ( c o m p osit e str at e g y: t o b e c o nsi d er e d a D L T-li k e e v e nt) 

P o p ul ati o n -L e v el S u m m a r y:  

•  D L T -li k e e v e nt r at e a n d ass o ci at e d  CI  

•  St a n d ar d s u m m ar y st ati sti cs  

D efi niti o n of D L T -li k e e v e nts: 

D L T -li k e e v e nts w er e  d efi n e d i n  t h e pr ot o c ol S e cti o n 8. 2. 5. 1.  

C CI
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1 5. 1. 1  P o p ul ati o n -L e v el S u m m a r y  f o r D L Ts  

All D L T -li k e e v e nts t h at o c c urr e d i n t h e a n al ysi s p o p ul ati o n d uri n g t h e D L T-li k e ass ess m e nt 
p eri o d of e a c h p arti ci p a nt will b e a n al y z e d.  

T h e n u m b er a n d pr o p orti o n of p arti ci p a nts e x p eri e n ci n g D L T -li k e e v e nts i n t h e a n al ysi s 
p o p ul ati o n will b e r e p ort e d t o g et h er wit h t h e c orr es p o n di n g Cl o p p er -P e ars o n 9 5 % CI.  

1 5. 2  A d v e rs e E v e nts a n al ys es   

Tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A E) ar e t h os e e v e nts wit h o ns et or w ors e ni n g (s eri o us n ess 
or s e v erit y)  d at es o c c urri n g wit hi n t h e o n -tr e at m e nt p eri o ds as d efi n e d i n S e cti o n 9. 8 . 

T his i n cl u d es als o A Es o n g oi n g at b as eli n e, w hi c h first i m pr o v e u n d er st u d y i nt er v e nti o n  a n d t h e n 
w ors e n irr es p e cti v e of b as eli n e. A d v ers e e v e nts wit h c h a n g es i n t o xi cit y gr a d e/s e v erit y, 
s eri o us n ess or o ut c o m e of A Es ar e r e c or d e d as s e p ar at e e ntri es i n t h e e C R F wit h ass o ci at e d e n d 
a n d st art d at es (st art d at e e q u als e n d d at e of pr e vi o us e ntr y , s u p p ort e d i n e C R F.  R e c or ds of t h e 
s a m e A E will b e c o nsi d er e d as o n e e v e nt i n t h e a n al ysi s . If th e s e v erit y of t h e r e p ort e d e v e nt 
w ors e ns  aft er st art of tr e at m e nt , t h e T E A E fl a g will b e r e-e v al u at e d f or t h e w ors e a n d t h e 
s u bs e q u e nt r e c or ds as p er t h e T E A E d efi niti o n. If t h e w ors e r e c or d st arts o utsi d e of t h e o n -
tr e at m e nt p eri o d, it will n ot a p p e ar o n t h e s u m m ari es/listi n gs of T E A Es, u nl ess ot h er wis e 
s p e cifi e d. T h es e e v e nts will b e k e pt as s e p ar at e r e c or ds i n t h e d at a b as e i n or d er t o m ai nt ai n t h e f ull 
d et ail e d hist or y of t h e e v e nts. T h e o v er all o ut c o m e of t h e a d v ers e e v e nt is t h e o ut c o m e of t h e l ast 
e v e nt i n t h e s e q u e n c e. W h e n s u c h A Es ar e li st e d, st art, e n d d at e a n d o ut c o m e s h o ul d b e pr o vi d e d 
t o g et h er wit h c h a n g e d at e, t o xi cit y gr a d e/s e v erit y a n d s eri o us n ess p er e pis o d e.  

A d v ers e e v e nts r el at e d t o st u d y i nt er v e nti o n  ar e t h os e e v e nts wit h r el ati o ns hi p mi ssi n g, u n k n o w n 
or y es.  

All a n al ys es d es cri b e d i n S e cti o n 1 5. 2  will b e b as e d o n T E A Es if n ot ot h er wis e s p e cifi e d. T h e A E 
li sti n gs will i n cl u d e all A Es ( w h et h er tr e at m e nt-e m er g e nt or n ot). A Es o utsi d e t h e o n -tr e at m e nt 
p eri o d will b e fl a g g e d i n t h e listi n gs.  

U nl ess ot h er wis e s p e cifi e d, T E A Es will b e s u m m ari z e d b y n u m b er a n d p er c e nt a g e of p arti ci p a nts 
wit h t h e T E A E i n t h e c at e g or y of i nt er est , as w ell as t h e n u m b er of e v e nts, pri m ar y S O C a n d P T 
i n d e cr e asi n g fr eq u e n c y. I n c as e of t h e s a m e i n ci d e n c e, al p h a b eti c al or d er of S O C a n d P T will b e 
a p pli e d.  

E a c h p arti ci p a nt  will b e c o u nt e d o nl y o n c e wit hi n e a c h S O C or P T. If a p arti ci p a nt  e x p eri e n c es 
m or e t h a n o n e A E wit hi n a S O C or P T f or t h e s a m e s u m m ar y p eri o d, o nl y t h e A E wit h t h e str o n g est 
r el ati o ns hi p or t h e w orst s e v erit y, as a p pr o pri at e, will b e i n cl u d e d i n t h e s u m m ari es of r el ati o ns hi p 
a n d s e v erit y.  
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1 5. 2. 1  All A d v e rs e E v e nts   

A d v ers e e v e nts will  b e s u m m ari z e d b y w orst s e v erit y ( a c c or di n g t o N CI -C T C A E v ersi o n 5 .0 ) p er 
p arti ci p a nt, usi n g t h e l at est v ersi o n of M e d D R A P T as e v e nt c at e g or y a n d M e d D R A pri m ar y S O C 
b o d y t er m as B o d y S yst e m c at e g or y.  

I n c as e a p arti ci p a nt h as e v e nts wit h mi ssi n g a n d n o n -mi ssi n g gr a d es, t h e m a xi m u m of t h e n o n -
mi ssi n g gr a d es will b e dis pl a y e d. N o i m p ut ati o n of mi ssi n g gr a d es will b e p erf or m e d.  

I n c o m pl et e A E-r el at e d d at es will b e h a n dl e d as s p e cifi e d i n S e cti o n 9. 9 . 

T h e f oll o wi n g t a bl es will b e cr e at e d:  

•  T h e o v er all s u m m ar y of A Es t a bl e will i n cl u d e t h e fr e q u e n c y ( n u m b er a n d p er c e nt a g e) of 
p arti ci p a nts wit h e a c h of t h e f oll o wi n g:  

o  T E A Es  

o  T E A Es, Gr a d e ≥ 2, G r a d e ≥ 3, Gr a d e ≥ 4 

o  S eri o us T E A Es  

o  N o n -S eri o us T E A Es  

o  T E A Es l e a di n g t o d e at h ( A Es wit h Gr a d e 5 or o ut c o m e “f at al ”)  

o   

o  F or x e vi n a p a nt, cis pl ati n /c ar b o pl ati n, I M R T a n d f or a n y st u d y i nt er v e nti o n:  

▪  [I nt er v e nti o n] r el at e d T E A Es 

▪  [I nt er v e nti o n] r el at e d T E A Es, Gra d e ≥ 2, Gr a d e ≥ 3, Gr a d e ≥ 4  

▪  T E A Es l e a di n g t o p er m a n e nt di s c o nti n u ati o n of [i nt er v e nti o n]  

▪  [I nt er v e nti o n] r el at e d S eri o us T E A Es 

▪  [I nt er v e nti o n] r el at e d T E A Es l e a di n g t o d e at h 

▪  [ Dis c o nti n u e d i nt er v e nti o n] r el at e d T E A Es l e a di n g t o p er m a n e nt dis c o nti n u ati o n of 
[i nt er v e nti o n] ( T his it e m is n ot a p pli c a bl e f or ‘ a n y i nt er v e nti o n’)  

A d diti o n al t a bl es will b e pr o d u c e d:  

•  T E A Es b y S O C a n d P T a n d w orst gr a d e  

•  T E A Es l e a di n g t o d e at h b y S O C a n d P T  

•  T E A Es b y S O C a n d P T f or Gr a d e ≥ 3 T E A Es  

•  T E A Es e x cl u di n g S A Es, b y S O C a n d P T.  

•  F or  x e vi n a p a nt, cis pl ati n /c ar b o pl ati n , I M R T a n d f or a n y st u d y i nt er v e nti o n: 

o  [I nt er v e nti o n] r el at e d T E A Es b y S O C a n d P T a n d w orst gr a d e  

o  [I nt er v e nti o n] r el at e d T E A Es l e a di n g t o d e at h b y S O C a n d P T 

C CI
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o  [I nt er v e nti o n] r el at e d T E A Es b y S O C a n d P T f or Gr a d e ≥ 3 T E A Es  

A d diti o n all y, a li sti n g of all A Es will b e pr o vi d e d, s ort e d b y s u bj e ct I D, a n d o ns et of A E.  

1 5. 2. 2  A d v e rs e E v e nts L e a di n g t o Di s c o nti n u ati o n of St u d y 
I nt e r v e nti o n   

T h e fr e q u e n c y ( n u m b er a n d p er c e nt a g e) of p arti ci p a nts wit h e a c h of t h e f oll o wi n g will b e 
pr es e nt e d f or T E A Es l e a di n g t o dis c o nti n u ati o n of  st u d y i nt er v e nti o n.  

•  F or x e vi n a p a nt, cis pl ati n /c ar b o pl ati n  a n d I M R T:  

o  T E A Es l e a di n g t o t e m p or ar y dis c o nti n u ati o n of [ int er v e nti o n] b y S O C a n d P T  

o  T E A Es l e a di n g t o p er m a n e nt di s c o nti n u ati o n of [ int er v e nti o n] b y S O C a n d P T  

o  T E A Es l e a di n g t o d os e r e d u cti o n of [ int er v e nti o n] b y S O C a n d P T  

o  [ Dis c o nti n u e d int er v e nti o n] r el at e d T E A Es l e a di n g t o t e m p or ar y dis c o nti n u ati o n of 
[int er v e nti o n] b y S O C a n d P T  

o  [Dis c o nti n u e d i nt er v e nti o n ] r el at e d T E A Es l e a di n g t o p er m a n e nt dis c o nti n u ati o n of 
[int er v e nti o n] b y S O C a n d P T  

o  [Dis c o nti n u e d i nt er v e nti o n ] r el at e d T E A Es l e a di n g t o d os e r e d u cti o n of [int er v e nti o n] b y 
S O C a n d P T  

1 5. 3  D e at hs, Ot h e r S e ri o us A d v e rs e E v e nts, a n d Ot h e r Si g nifi c a nt 
A d v e rs e E v e nts   

1 5. 3. 1  D e at hs   

All d e at hs, d e at hs wit hi n 3 0 d a ys aft er l a st d os e of st u d y i nt er v e nti o n , d e at h wit hi n 6 0 d a ys aft er 
first d os e as w ell as r e as o n f or d e at h, will b e t a b ul at e d b as e d o n i nf or m ati o n fr o m t h e “ D e at h ” 
p a g e i n e C R F : 

•  N u m b er of D e at hs  

•  N u m b er of D e at hs wit hi n 3 0 d a ys aft er l ast d os e of e a c h st u d y i nt er v e nti o n 

•  N u m b er of D e at hs wit hi n 3 0 d a ys aft er l ast d os e of a n y st u d y i nt er v e nti o n  

•  N u m b er of D e at hs wit hi n 6 0 d a ys aft er first d os e of a n y st u d y i nt er v e nti o n  

•  Pri m ar y R e as o n of D e at h : 

o  Dis e as e pr o gr essi o n  

o  A E r el at e d t o st u d y i nt er v e nti o n  

o  A E n ot r el at e d t o st u d y i nt er v e nti o n 

o  Ot h er  

o  U n k n o w n  
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I n a d diti o n, d at e a n d c a us e of d e at h will b e pr o vi d e d i n i n di vi d u al p arti ci p a nt  d at a li sti n g t o g et h er.  

T his li sti n g will i n cl u d e : 

•  A Es wit h f at al o ut c o m e (li st pr ef err e d t er ms of A Es wit h o ut c o m e = f at al) 

•  F l a g f or de at h wit hi n 3 0 d a ys of l ast st u d y i nt er v e nti o n  

•  Fl a g f or d e at h wit hi n 6 0 d a ys of first st u d y i nt er v e nti o n  

W h er e A E r el at e d/ n ot r el at e d t o st u d y i nt er v e nti o n i n Pri m ar y R e as o n of D e at h is d efi n e d a s  
p ati e nts wit h : 

•  R el at e d  = ‘ W h at i s t h e pri m ar y c a us e of d e at h ? ’ i n “ D e at h ” p a g e i n e C R F is ‘A d v ers e E v e nt ’ 
a n d at l e ast 1 f at al A E r el at e d t o a n y st u d y i nt er v e nti o n  

•  N ot r el at e d  =  ‘W h at is t h e pri m ar y c a us e of d e at h ? ’ i n “ D e at h ” p a g e i n e C R F is ‘A d v ers e 
E v e nt ’ a n d n o f at al A E r el at e d t o a n y st u d y i nt er v e nti o n 

1 5. 3. 2  S e ri o u s A d v e rs e E v e nts   

T h e f oll o wi n g o v er all fr e q u e n c y t a bl es will b e pr e p ar e d f or s eri o us a d v ers e e v e nts ( S A Es):  

•  I n ci d e n c e of s eri o us A Es b y S O C a n d P T 

•  F or x e vi n a p a nt al o n e, cis pl ati n al o n e, c ar b o pl ati n al o n e, I M R T al o n e a n d a n y st u d y 
i nt er v e nti o n: 

o  I n ci d e n c e of [i nt er v e nti o n] r el at e d s eri o us A Es b y S O C a n d P T 

T h e listi n gs of S A E s will als o b e pr o vi d e d wit h t h e r el e v a nt i nf or m ati o n  wit h a fl a g f or S A Es wit h 
o ns et o ut si d e of t h e  o n -tr e at m e nt p eri o d. 

1 5. 3. 3  Ot h e r Si g nifi c a nt A d v e rs e E v e nts   

 
 

. 

1 5. 4  Cli ni c al L a b o r at o r y E v al u ati o n   

1 5. 4. 1  G e n e r al s p e cifi c ati o ns   

All l a b or at or y v al u es will b e r e p ort e d i n SI u nit s.  

L a b or at or y v al u es (i n cl u di n g c orr es p o n di n g n or m al r a n g es) fr o m t h e c e ntr al l a b will b e us e d f or 
s u m m ar y st ati sti cs a n d s hift t a bl es.  

A d diti o n al l a b or at or y r es ult s t h at ar e n ot p art of N CI -C T C A E  will b e pr es e nt e d a c c or di n g t o t h e 
c at e g ori es: b el o w n or m al li mit, wit hi n n or m al li mits a n d a b o v e n or m al li mit ( a c c or di n g t o t h e 
l a b or at or y n or m al r a n g es).  

C CI
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F or t h e d efi niti o n of b as eli n e m e as ur e m e nt pl e as e s e e s e cti o n 9. 2.  

V al u es b el o w t h e d et e cti o n li mit will b e i m p ut e d b y h alf of t h e d et e cti o n li mit.  

I n c as e j ust a t e xt v al u e wit h a n “>  x ” is r e p ort e d it will b e a n al y z e d as + 1 si g nifi c a nt di git, e. g “ >  
7. 2 m m ol ” will b e a n al y z e d as 7. 3.  

Q u a ntit ati v e d at a will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs pr es e nti n g b as eli n e v al u e, 
m a xi m u m o n tr e at m e nt, a n d mi ni m u m o n tr e at m e nt as w ell as t h eir c h a n g e s t o b as eli n e.  

Q u alit ati v e d at a b as e d o n r ef er e n c e r a n g es will b e d es cri b e d a c c or di n g t o t h e c at e g ori es (i. e. L o w, 
N or m al, a n d Hi g h ). 

A b n or m aliti es cl assifi e d a c c or di n g t o N CI -C T C A E t o xi cit y gr a di n g v ersi o n will b e d es cri b e d 
usi n g t h e w orst o n -tr e at m e nt gr a d e. U nl ess ot h er wis e s p e cifi e d, n u m b er of p ar ti ci p a nts wit h 
mi ssi n g m e as ur e m e nts will b e pr es e nt e d as s e p ar at e c at e g or y. F or t h os e p ar a m et ers w hi c h ar e 
gr a d e d wit h t w o dir e cti o ns of t o xi citi es s u c h a s p ot assi u m ( h y p o k al e mi a/ h y p er k al e mi a), t h e 
t o xi citi es will b e s u m m ari z e d s e p ar at el y. L o w dir e cti o n t oxi cit y ( e. g., h y p o k al e mi a) gr a d es at 
b as eli n e a n d p ost b as eli n e will b e s et t o 0 w h e n t h e v ari a bl es ar e d eri v e d f or s u m m ari zi n g hi g h 
dir e cti o n t o xi cit y ( e. g., h y p er k al e mi a), a n d vi c e v ers a. T h e s a m e a p pli es f or n o n -gr a d a bl e 
p ar a m et er, a n d d es cri pti o n of c h a n g es fr o m N/ L t o H a n d N/ H t o L will b e pr o vi d e d, a c c or di n gl y.  

Gr a d e 0 is n ot d efi n e d p er N CI -C T C A E b ut will b e us e d i n d eri v ati o ns f or si m pli cit y t o i n di c at e 
t h at e v al u a bl e m e as ur e m e nts ar e a v ail a bl e. L a b or at or y v al u es wit hi n n or m al r a n g e b ut c o nsi d er e d 
gr a d e 1 a c c or di n g t o N CI -C T C A E will t h us n ot b e gr a d e d 1 ( gr a d e 0, i nst e a d).  

F or W B C diff e r e nti al c o u nts  (t ot al n e utr o p hil [i n cl u di n g b a n ds], l y m p h o c yt e, m o n o c yt e, 
e osi n o p hil, a n d b as o p hil c o u nts), t h e a bs ol ut e v al u e will b e us e d w h e n r e p ort e d.  W h e n o nl y 
p er c e nt a g es ar e a v ail a bl e (t his is m ai nl y i m p ort a nt f or n e utr o p hils a n d l y m p h o c yt es, b e c a us e t h e 
C T C A E gr a di n g i s b as e d o n t h e a bs ol ut e c o u nts), t h e a bs ol ut e v al u e is d eri v e d as f oll o ws:  

D eri v e d diff er e nti al a bs ol ut e c o u nt = ( W B C c o u nt) * ( Diff er e nti al % v al u e / 1 0 0)  

If t h e r a n g e f or t h e diff er e nti al a bs ol ut e c o u nt i s n ot a v ail a bl e ( o nl y r a n g e f or v al u e i n % i s 
a v ail a bl e) t h e n Gr a d e 1 will b e attri b ut e d t o as f oll o ws:  

•  L y m p h o c yt e c o u nt d e cr e as e d:  

•  d eri v e d a bs ol ut e c o u nt d o es n ot m e et Gr a d e 2 -4 crit eri a, a n d  

•  % v al u e < % L L N v al u e, a n d  

•  d eri v e d a bs ol ut e c o u nt ≥ 8 0 0/ m m 3  

•  N e utr o p hil c o u nt d e cr e as e d  

•  d eri v e d a bs ol ut e c o u nt d o es n ot m e et Gr a d e 2 -4 crit eri a, a n d  

•  % v al u e < % L L N v al u e, a n d  

•  d eri v e d a bs ol ut e c o u nt ≥ 1 5 0 0/ m m 3  
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F or c al ci u m , C T C A E gr a di n g is b as e d o n C orr e ct e d C al ci u m a n d I o ni z e d C al ci u m ( C A L CI O), if 
a v ail a bl e. C orr e ct e d C al ci u m is c al c ul at e d fr o m Al b u mi n a n d C al c i u m as f oll o ws 

C orr e ct e d c al ci u m ( m m ol/ L) =  m e as ur e d t ot al C al ci u m ( m m ol/ L) + 0. 0 2 ( 4 0 - 
ser u m al b u mi n [ g/ L])  

Li v e r f u n cti o n t ests : Al a ni n e a mi n otr a nsf er as e ( A L T), as p art at e a mi n otr a nsf er as e ( A S T), a n d 
t ot al bilir u bi n ar e us e d t o ass ess p ossi bl e dr u g i n d uc e d li v er t o xi cit y. T h e r ati os of t est r es ult o v er 
u p p er li mit of n or m al ( U L N) will b e c al c ul at e d a n d cl assifi e d f or t h es e t hr e e p ar a m et ers d uri n g t h e 
o n -tr e at m e nt p eri o d. 

T h e ti m e wi n d o ws as s p e cifi e d i n t h e s c h e d ul e of ass ess m e nts i n t h e pr ot o c ol will b e  a p pli e d t o 
all o c at e m e as ur e m e nts t o ti m e p oi nts, w h er e D a y 1 is t h e first d a y of a n y st u d y i nt er v e nti o n. I n 
c as e m ulti pl e bl o o d s a m pl es ar e c oll e ct e d i n t h e s a m e wi n d o w, t h e v al u e cl os est t o t h e t ar g et d a y 
will b e us e d f or a n al ysi s, w h er e t h e t ar g et d a y is  t h e mi d dl e of t h e ti m e wi n d o w. If t h er e ar e t w o 
v al u es wit h t h e s a m e ti m e b ef or e a n d aft er t h e t ar g et d a y, t h e e arli er v al u e will b e us e d f or a n al ysi s.  

Si n c e t h e n u m b er of p arti ci p a nts will d e cr e as e o v er ti m e, ti m e wi n d o ws will n ot b e a p pli e d f or t h e 
c o m p l et e st u d y i nt er v e nti o n p eri o d. F or s u m m ari es b y ti m e p oi nt, t h e l ast a v ail a bl e l a b or at or y 
m e as ur e m e nt will b e pr e s e nt e d i n a d diti o n t o t h e ti m e p oi nt s d efi n e d a b o v e.  

1 5. 4. 2  P r es e nt ati o n of t h e L a b o r at o r y d at a   

F or b ot h h e m at ol o g y a n d bi o c h e mi str y, s u m m ar y st atisti cs o v er ti m e ( usi n g t h e visit wi n d o ws) 
will b e t a b ul at e d.  

P ar a m et ers wit h N CI -C T C A E  gr a d es a v ail a bl e:  

T h e l a b or at or y t o xi citi es will b e t a b ul at e d u si n g d es c ri pti v e st atisti cs  ( n u m b er of p arti ci p a nts 
a n d p er c e nt a g es) d uri n g t h e o n -tr e at m e nt p eri o d. 

T h e s hift t a bl e  will s u m m a ri z e b as eli n e C T C A E g r a d e v e rs u s t h e w o rst o n -t r e at m e nt 
C T C A E g r a d e . T h e hi g h est C T C A E gr a d e d uri n g t h e o n-tr e at m e nt p eri o d is c o nsi d er e d as t h e 
w orst gr a d e f or t h e s u m m ar y. I n a d diti o n, t h e w o rst o n -t r e at m e nt v al u e will b e t a b ul at e d. 

I n c as e of gr a di n gs i n v ol vi n g b as eli n e m e as ur e m e nts (s e e s e cti o n 9. 1 4) f or t h e i d e ntifi c ati o n of 
gr a d es d uri n g t h e o n -tr e at m e nt p eri o d, t h e s hift t a bl e will pr es e nt  b as eli n e n or m al a n d a b n or m al. 
N or m al will i n cl u d e m e as ur e m e nts b el o w a n d wit hi n n or m al r a n g e ( dir e cti o n i n cr e as e), or 
m e as ur e m e nts wit hi n a n d a b o v e n or m al r a n g e ( dir e cti o n d e cr e as e). I n c as e of mi ssi n g b as eli n e 
v al u es, t h e o n -tr e at m e nt gr a d es will b e g e n er at e d ass u mi n g t h e b as eli n e w a s n or m al. 

T h e a b o v e a n al ys es a p pl y t o h e m at ol o g y a n d c h e mi str y e v al u ati o ns w hi c h c a n b e gr a d e d p er 
C T C A E (s e e A p p e n di x 2 f or s p e cifi c p ar a m et ers).  

P ar a m et ers wit h N CI -C T C gr a d es n ot a v ail a bl e:  

H e m at ol o g y a n d c h e mi str y e v al u ati o ns w hi c h c a n n ot b e gr a d e d p er C T C A E crit eri a will b e 
s u m m ari z e d as fr e q u e n c y ( n u m b er a n d r o w p er c e nt a g e) of p arti ci p a nts wit h:  
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•  s hifts f r o m b as eli n e n o r m al t o at l e ast o n e r e s ult a b o v e n o r m al d u ri n g o n-t r e at m e nt 
p e ri o d  

•  s hifts f r o m b as eli n e n o r m al t o at l e ast o n e r e s ult b el o w n o r m al d u ri n g o n -t r e at m e nt 
p e ri o d  

I n t hi s st u d y, t h es e a p pl y t o t h e p ar a m et ers list e d i n A p p e n di x 2. 

B o x -a n d -w his k e r pl ots  f or t h e a bs ol ut e c h a n g e fr o m b a s eli n e b y d os e, b y ti m e p oi nt will als o b e 
pr o vi d e d.  

L isti n gs of l a b o r at o r y r es ults will b e p r o vi d e d f o r all a b n o r m al  ( a b o v e 2 U L N o r b el o w 
L L N/ 2)  o r ≥ g r a d e 3  l a b o r at o r y p a r a m et e rs. T h e li sti n gs will b e s ort e d b y st u d y i nt er v e nti o n, 
p ar a m et ers a n d ass ess m e nt d at es or visits f or e a c h p arti ci p a nt.  

All ot h e r p a r a m et e rs  c oll e ct e d o n t h e e C R F will b e li st e d  i n d e di c at e d li sti n gs pr es e nti n g all 
c orr es p o n di n g c oll e ct e d i nf or m ati o n o n t h e e C R F.  

A n e v al u ati o n of Dr u g -I n d u c e d S eri o us He p at ot o xi cit y ( e DI S H) pl ot will als o b e cr e at e d, b y 
gr a p hi c all y dis pl a yi n g t w o fi g ur es wit h l o g -s c al e tr a nsf or m e d a x es pr es e nt e d as : 

•  p e a k s er u m A L T(/ U L N) vs p e a k t ot al bilir u bi n (/ U L N) i n cl u di n g r ef er e n c e li n es at A L T 
= 3 × U L N a n d t ot al bilir u bi n = 2 × U L N.  

•  p e a k s er u m A S T(/ U L N) vs p e a k t ot al bilir u bi n (/ U L N) i n cl u di n g r ef er e n c e li n es at A S T 
= 3 × U L N a n d t ot al bilir u bi n = 2 × U L N.  

1 5. 5  Vit al Si g ns   

Vit al si g n s u m m ari es will i n cl u d e all vit al si g n ass e ss m e nts fr o m t h e o n -tr e at m e nt p eri o d. All vit al 
si g n ass ess m e nts will b e list e d, a n d t h os e c oll e ct e d o utsi d e t h e o n -tr e at m e nt p eri o d will b e fl a g g e d 
i n t h e li sti n g. 

All vit al si g n p ar a m et ers will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs ( m e a n, S D, m e di a n, Q 1, 
Q 3, mi ni m u m, a n d m a xi m u m) pr es e nti n g b as eli n e v al u e, m a xi m u m o n tr e at m e nt, a n d mi ni m u m 
o n tr e at m e nt as w ell as t h eir c h a n g es t o b as eli n e.  

T h e m a xi m u m c h a n g es of vit al si g n m e as ur e m e nt s s cr e e ni n g/ b as eli n e t o m a xi m u m c h a n g es aft er 
st art of 1st st u d y i nt er v e nti o n  will b e gr o u p e d as f oll o ws:  

B o d y t e m p er at ur e i n cr e a s e  < 1  C , 1 -< 2  C , 2 -< 3  C,   3 C  

H e art r at e i n cr e a s e fr o m b a s eli n e  
< 1 0 0 b p m ; ≥ 1 0 0 b p m  

 2 0 b p m, > 2 0 –  4 0 b p m, > 4 0 b p m  

H e art r at e d e cr e a s e fr o m b a s eli n e  
< 1 0 0 b p m ; ≥ 1 0 0 b p m  

 2 0 b p m, > 2 0 –  4 0 b p m, > 4 0 b p m  

S B P i n cr e a s e fr o m b a s eli n e  
< 1 4 0 m m H g; ≥ 1 4 0 m m H g  

 2 0 m m H g, > 2 0 –  4 0 m m H g, > 4 0 m m H g  

S B P d e cr e a s e fr o m b a s eli n e  
< 1 4 0 m m H g; ≥ 1 4 0 m m H g,  

 2 0 m m H g, > 2 0 –  4 0 m m H g, > 4 0 m m H g  
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D B P i n cr e a s e fr o m b a s eli n e  
< 9 0 m m H g; ≥ 9 0 m m H g  

 2 0 m m H g, > 2 0 –  4 0 m m H g, > 4 0 m m H g  

D B P d e cr e a s e fr o m b a s eli n e  
< 9 0 m m H g; ≥ 9 0 m m H g,  

 2 0 m m H g, > 2 0 –  4 0 m m H g, > 4 0 m m H g  

R e s pir ati o n r at e i n cr e a s e fr o m b a s eli n e < 2 0 
b p m ; ≥ 2 0 b p m  

 5 b p m, > 5 –  1 0 b p m, > 1 0 b p m  

R e s pir ati o n r at e d e cr e a s e fr o m b a s eli n e < 2 0 
b p m ; ≥ 2 0 b p m  

 5 b p m, > 5 –  1 0 b p m, > 1 0 b p m  

F or e a c h p arti ci p a nt  t h e w orst o n-tr e at m e nt v al u e will b e c al c ul at e d. F or t h e d efi niti o n  of  b as eli n e 
v al u es s e e S e cti o n  9. 2 . Mis si n g v al u es will d efi n e a s e p ar at e c at e g or y. 

T h e f oll o wi n g s u m m ari e s will b e pr e p ar e d f or vit al si g n p ar a m et ers as gr o u p e d a b o v e : 

•  M a xi m al S hift s ( c h a n g es i n c at e g ori es)  

•  Listi n g of hi g h est c h a n g e p er p arti ci p a nt  

A n a d diti o n al p arti ci p a nt  d at a li sti n g will pr es e nt all c h a n g es fr o m b as eli n e r e p ort e d i n t h e hi g h est 
c at e g ori es.  

1 5. 6  Ot h e r S af et y o r T ol e r a bilit y E v al u ati o ns   

1 5. 6. 1  E C O G   

T h e E C O G d at a will b e li st e d.  

1 5. 6. 2  El e ct r o c a r di o g r a m ( E C G)   

E C G s u m m ari es will i n cl u d e all E C G ass ess m e nts fr o m t h e o n -tr e at m e nt p eri o d. All E C G 
ass ess m e nts will b e li st e d, a n d t h os e c oll e ct e d o utsi d e t h e o n -tr e at m e nt p eri o d will b e fl a gg e d i n 
t h e listi n g. 

T h e a v er a g e of t h e r e pli c at e m e as ur e m e nts s h o ul d b e d et er mi n e d aft er  t h e d eri v ati o n of t h e 
i n di vi d u al p ar a m et er at e a c h ti m e p oi nt. 

T h e a n al ysi s of Q T d at a is c o m pli c at e d b y t h e f a ct t h at t h e Q T i nt er v al is hi g hl y c orr el at e d wit h 
h e art r at e. B e c a us e of t his c orr el ati o n, f or m ul as ar e r o uti n el y us e d t o o bt ai n a c orr e ct e d v al u e, 
d e n ot e d Q T c, w hi c h is i n d e p e n d e nt of h e art r at e. T his Q T c i nt er v al is i nt e n d e d t o r e pr es e nt t h e Q T 
i nt er v al at a st a n d ar di z e d h e art r at e. S e v er al c orr e cti o n f or m ul as h a v e b e e n pr o p os e d i n t h e 
lit er at ur e. F or t his a n al ysis w e will us e s o m e of t h os e m et h o ds of c orr e cti o n, as d es cri b e d b el o w. 

T h e Q T i nt er v al c orr e ct e d f or h e art r at e b y t h e Fri d eri ci a’s f or m ul a, Q T c F, is d efi n e d as  

 , 

w h er e R R r e pr es e nts t h e R R i nt er v a l of t h e E C G, i n s e c o n ds, a n d c a n b e esti m at e d as 6 0/ H e art 
R at e.  
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D at a will b e s u m m ari z e d usi n g Q T c F , r es ult s will b e li st e d. 

T h e f oll o wi n g a n al ys es will b e p erf or m e d f or e a c h a p pli c a bl e E C G p ar a m et ers ( R R, P R, Q R S, 
Q T, v e ntri c ul ar r at e -d e n ot e d as H R i n w h at f oll o ws -, a n d Q T c), d uri n g t h e o n-tr e at m e nt p eri o d. 
U ns c h e d ul e d E C G m e as ur e m e nts will n ot b e us e d i n c o m p uti n g t h e d e s cri pti v e st atisti cs f or 
c h a n g e fr o m b as eli n e at e a c h p ost -b as eli n e ti m e p oi nt. H o w e v er, t h e y will b e us e d i n t h e a n al ysi s 
of n ot a bl e E C G c h a n g es a n d Q T p ar a m et ers.  

•  F or e a c h of t h e E C G p ar a m et ers ( H R, a n d Q T, Q T c, Q R S, P R i nt er v als), d es cri pti v e st atisti cs 
at b as eli n e, at e a c h p ost -b as eli n e ti m e p oi nt a n d c h a n g es fr o m b as eli n e at e a c h p ost -b as eli n e 
ti m e p oi nt 

•  Fr e q u e n c y ( n u m b er a n d p er c e nt a g e) of p arti ci p a nts wit h n ot a bl e E C G v al u es a c c or di n g t o t h e 
f oll o wi n g c at e g ori es. T h e d e n o mi n at or t o c al c ul at e p er c e nt a g es f or e a c h c at e g or y is t h e n u m b er 
of p arti ci p a nts e v al u a bl e f or t h e c at e g or y : 

o  Q T/ Q T c i n cr e as e fr o m b as eli n e > 3 0  ms, > 6 0 ms  

o  Q T/ Q T c > 4 5 0 ms, > 4 8 0 ms, > 5 0 0 ms  

o  H R ≤ 5 0 b p m a n d d e cr e a s e fr o m b as eli n e ≥ 2 0 b p m  

o  H R ≥ 1 2 0 b p m a n d i n cr e as e fr o m b as eli n e ≥ 2 0 b p m  

o  P R ≥ 2 2 0 ms a n d i n cr e as e fr o m b as eli n e ≥ 2 0 ms  

o  Q R S ≥ 1 2 0 ms  

C o m pl et e E C G pr ofil es will b e li st e d f or p arti ci p a nts wit h at l e ast o n e n ot a bl e E C G i nt er v al v al u e 
or c h a n g e. Als o , q u alit ati v e E C G a b n or m aliti es will b e li st e d f or e a c h p arti ci p a nt a n d ti m e p oi nt 
a n d t h e c orr es p o n di n g n ot a bl e v al u es a n d a b n or m alit y fi n di n gs will b e i n cl u d e d i n t h e li sti n gs.  
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1 6  A n al ys es of Ot h e r E n d p oi nts / Esti m a nds   

T his a n al ys es will n ot b e c o n d u ct e d. S e e S e cti o n 7. 1  f or t h e d et ails. 
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1 7  R ef e r e n c es   

N ot a p pli c a bl e.  

C CI



X e vi n a p a nt  P h as e 1 b X e vi n a p a nt a n d Q W Cis pl ati n R T i n U n r es e ct e d L A S C C H N  
M S 2 0 2 3 5 9 _ 0 0 2 5     V e rsi o n 2 . 0 

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

4 3 /4 5  
 

 

1 8  A p p e n di c es   

A p p e n di x 1  –  S M C  A n al ys es  

T h e S M C  will ass ess t h e s af et y a n d , if n e e d e d, a v ail a bl e P K d at a of t h e i n v esti g ati o n al tr e at m e nt 
t o s af e g u ar d t h e i nt er ests of st u d y p arti ci p a nts. T h e S M C will als o m o nit or t h e o v er all c o n d u ct of 
t h e cli ni c al st u d y t o pr ot e ct its v ali dit y a n d cr e di bilit y. 

T h e S M C will r e vi e w a v ail a bl e d at a d uri n g st u d y c o n d u ct. T h e d at a e xtr a cti o n  f or t h e S M C 
r e vi e ws will b e tri g g er e d  f or at l e ast 5 w e e ks 
( D L T-li k e ass ess m e nt p eri o d) or h a v e e x p eri e n c e d a D L T-li k e e v e nt. F or t h e S M C r e vi e w aft er 1 8 
p arti ci p a nts t h e t ol er a bilit y of tr e at m e nt will b e a ss ess e d usi n g t h e D L T -li k e crit eri a d uri n g t h e 
i niti al 5 w e e ks f or e a c h p arti ci p a nt ( D L T-li k e ass ess m e nt p eri o d). A d diti o n al S M C r e vi e ws m a y 
b e r e q u est e d b y t h e S p o ns or or t h e S M C.  

F or e a c h S M C r e vi e w o ut p ut s d es cri b e d i n t hi s a p p e n di x will b e pr o vi d e d al o n g wit h t h e 
p arti ci p a nt pr ofil es.  

A n al ysi s S ets  

S M C a n al ys es will b e d o n e o n S A F f oll o wi n g t h e s a m e s p e cifi c ati o n d e s cri b e d i n S e cti o n 8. 1  
u nl ess  ot h er wis e st at e d.  

W h e n t h e a n al ysi s is d o n e  o n D L T a n al ysi s s et f or S M C, t h e a n al ysi s s et will b e d efi n e d b as e d o n 
D L Ts as p er i n v esti g at or.  

G e n e r al S p e cifi c ati o ns f o r D at a A n al ys es  

S a m e s p e cifi c ati o ns d es cri b e d i n S e cti o n 9  will b e us e d f or S M C a n al ys e s.  

I n a d diti o n t o t h e a n al ys e s f or C S R, li n e pl ot s of t h e f oll o wi n g l a b p ar a m et ers will b e pr o vi d e d  b y 
a ct u al ti m e i n d a ys f or all a n al ys es ( wit h x -a xis ti m e, y -a xis l a b v al u e), usi n g diff er e nt c ol ors t o 
i d e ntif y p arti ci p a nts: 

•  e G F R  

•  Cr e ati ni n e  

•  A L T  

•  A S T  

•  N e utr o p hils  

•  Pl at el ets  

•  L y m p h o c yt es  

•  H e m o gl o bi n  

W h er e f e asi bl e, r ef er e n c e li n es f or C T C A E gr a d e s s h o ul d b e a d d e d t o gr a p hi c al di s pl a ys.  

C CI
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Planned Analysis 
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Appendix 2 –Laboratory Parameter Grading  

Hematology and chemistry evaluations which can be graded per CTCAE: 

o Hematology: 
Hemoglobin (HB), Leukocytes (white blood cell decreased), Lymphocytes (lymphocyte 
count increased/decreased), Neutrophils / Absolute Neutrophils Count (ANC) (neutrophil 
count decreased), Platelet Count (PLT) (platelet count decreased). 

o Serum Chemistry: 
Albumin (hypoalbuminemia), Alkaline Phosphatase (alkaline phosphatase increased), 
Alanine Aminotransferase (ALT) (ALT increased), Amylase (serum amylase increased), 
Aspartate Aminotransferase (AST) (AST increased), Total Bilirubin (blood bilirubin 
increased, Cholesterol (cholesterol high), Creatinine (creatinine increased), Creatine Kinase 
(CPK increased), Potassium (hypokalemia/ hyperkalemia), Sodium (hyponatremia/ 
hypernatremia), Magnesium (hypomagnesemia/hypermagnesemia), Calcium 
(hypocalcemia/ hypercalcemia), Glucose (hypoglycemia/hyperglycemia), Gamma Glutamyl 
Transferase (GGT) (GGT increased), Lipase (lipase increased), Phosphates 
(hypophosphatemia), Triglycerides (hypertriglyceridemia). 

Parameters with NCI-CTC grades not available: 

o Hematology: 
Hematocrit, Red Blood Cell (RBC), Reticulocytes, Mean Corpuscular Hemoglobin (MCH), 
Mean Corpuscular Volume (MCV), Mean Corpuscular Hemoglobin Concentration 
(MCHC). 

o Serum Chemistry: 
Chlorine, C-Reactive Protein, Lactate Dehydrogenase (LDH), Total Protein, Total Urea, 
Uric Acid. 
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