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1. INTRODUCTION  

This statistical analysis plan provides the pre-specification and details for the statistical analyses 
outlined within protocol KTE-C19-101 entitled “A Phase 1-2 Multi-Center Study Evaluating the 
Safety and Efficacy of KTE-C19 in Subjects with Refractory Aggressive Non-Hodgkin 
Lymphoma (NHL)”.  The scope of this document is to provide details on the planned interim, 
primary, and final analyses. 
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2. OBJECTIVES 

The primary objective of Phase 1 is to evaluate the safety of axicabtagene ciloleucel regimens. 

The primary objective of Phase 2 pivotal study is to evaluate the efficacy of axicabtagene 
ciloleucel, as measured by objective response rate (ORR) in subjects with diffuse large B-cell 
lymphoma (DLBCL), primary mediastinal B-cell lymphoma (PMBCL), and transformed 
follicular lymphoma (TFL). Secondary objectives will include assessing the safety and 
tolerability of axicabtagene ciloleucel and additional efficacy endpoints. 

The primary objective of the Phase 2 safety management study is to assess the impact of 
prophylactic regimens, earlier interventions, debulking therapy, or prophylactic steroid use on 
the rate and severity of cytokine release syndrome (CRS) and neurologic toxicities. The key 
secondary objectives include assessment of efficacy, levels of anti-CD19 chimeric antigen 
receptor (CAR) T cells, cytokines in blood/serum, and the change in European Quality of Life-5 
Dimensions (EQ-5D) scores from baseline to Month 6. 
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3. STUDY OVERVIEW 

3.1. Study Design 

Study KTE-C19-101 is a Phase 1-2 multicenter, open-label study evaluating the safety and 
efficacy of axicabtagene ciloleucel in subjects with refractory NHL. Study KTE-C19-101 will be 
separated into 3 distinct parts designated as Phase 1 study, Phase 2 pivotal study (Cohort 1 and 
Cohort 2), and Phase 2 safety management study (SMS) (Cohort 3, Cohort 4, Cohort 5 and 
Cohort 6).  

Each subject will proceed through the following study periods: 

• Screening  

• Enrollment/Leukapheresis  

• Bridging therapy (if applicable, for Phase 2 SMS) or debulking therapy (if applicable, Phase 
2 SMS, Cohort 5) 

• Conditioning chemotherapy  

• Investigational product treatment  

• Post-treatment assessment  

• Long-term follow-up 

Further details on study procedures may be found in the study protocol.   

Phase 1 Study 

During Phase 1, approximately 6-24 subjects with DLBCL, PMBCL, or TFL will be enrolled to 
evaluate the safety of axicabtagene ciloleucel regimens.  If the initial regimen is determined to be 
safe, a higher dose of conditioning chemotherapy may be investigated.  If the regimen is 
determined to not be safe, reduced doses of conditioning chemotherapy and/or axicabtagene 
ciloleucel may be explored.  A safety review team (SRT), internal to the study sponsor, will 
review the safety data and make recommendations on further study conduct of Phase 1 and 
progression to Phase 2 as depicted in Figure 1 and outlined in Figure 3. 
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Figure 1. Phase 1 Dosing Cohorts and Regimens 
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*May be explored. see Protocol Section 9.6 
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Phase 2 Pivotal Study 

In Phase 2 pivotal study, subjects will enroll into 2 separate Cohorts designated as Cohort 1 and 
Cohort 2. 

• Cohort 1 will enroll adult subjects with refractory DLBCL. 

• Cohort 2 will enroll adult subjects with refractory PMBCL and TFL. TFL is defined as 
subjects who received prior chemotherapy for follicular lymphoma. 

Phase 2 Safety Management Study 

In the Phase 2 SMS, subjects will enroll sequentially into 3 separate Cohorts designated as 
Cohort 3, Cohort 4, Cohort 5 and Cohort 6. 

• Cohort 3 will enroll adult subjects with relapsed or refractory transplant ineligible DLBCL, 
PMBCL, or TFL. 

• Cohort 4 will enroll adult subjects with relapsed or refractory DLBCL, PMBCL, TFL, or 
HGBCL after two systemic lines of therapy. 

• Cohort 5 will enroll adult subjects with relapsed or refractory DLBCL, PMBCL, TFL, or 
HGBCL after two systemic lines of therapy. 

• Cohort 6 will enroll adult subjects with relapsed or refractory DLBCL, PMBCL, TFL, or 
HGBCL after 2 systemic lines of therapy. 

The DSMB will review safety and efficacy data two times during the Phase 2 pivotal portion of 
this study, when 20 and 50 subjects in Cohort 1 have been treated with the target dose of 
axicabtagene ciloleucel and have had the opportunity to complete the 3 month disease 
assessment. The DSMB will review Cohorts 3, 4, 5 and 6 safety data when 20 subjects in each 
Cohort have had the opportunity to be followed for 30 days.  The DSMB will also review 
enrollment pausing criteria after 10, 20, 30, and 50 subjects in the Phase 2 pivotal portion of the 
study have been dosed with axicabtagene ciloleucel and have had the opportunity to be followed 
for 30 days.    

The DSMB will be chartered to make trial conduct recommendations based on an analysis of risk 
vs benefit.  The DSMB may meet more often as needed. 

The primary analyses will be conducted when 72 subjects in the mITT- set of the Phase 2 pivotal 
Cohort 1 and 20 subjects in the mITT set of Cohort 2 have completed the 6 month disease 
response assessment, are lost to follow-up, withdraw from the study, or die, whichever occurs 
first (see details in Section 3.3) 
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The primary analysis of efficacy endpoints will be based on investigator review of disease 
assessments and evaluated per the revised futemational Working Group Criteria for Malignant 
Lymphoma {Cheson 2007}, hencefoith referred to throughout this document as "fuvestigator 
read- {Cheson 2007}". Secondary efficacy analyses will be based on central radiologic review 
of disease assessments per {Cheson 2007}; these assessments will be refened to throu out this 
document as "Central read - Cheson 2007 ". 

3.2. Hypothesis 

Phase 2 pivotal study Coho1i 1 and Coho1i 2: This study is designed to differentiate between a 
treatment that has a trne response rate of 20% or less and a treatment with a trne response rate of 
40% or more. The hypothesis is that the ORR to axicabtagene ciloleucel in Coho1i 1 and 
Coho1i 2 is significantly greater than 20%. 

Phase 2 SMS Coho1i 3, Coho1i 4, Coho1i 5 and Coho1i 6: No hypothesis will be tested in Coho1i 
3, Coho1i 4, Coho1i 5 and Coho1i 6, which will be used to assess the impact of prophylactic 
regimens, earlier interventions, debulking therapy, or prophylactic steroid use on the rate and 
severity of CRS and neurologic toxicities. 

3.3. Sample Size Considerations 

The anticipated enrollment in this study is approximately 268 to 286 subjects. 

Six to 24 subjects will be enrolled into Phase 1 of this study. 

If the study proceeds to Phase 2, approximately 72 subjects will be enrolled into Cohort 1 and 
approximately 20 subjects will be enrolled into Coho1i 2. 

fu the Phase 2 SMS, approximately 40 subjects will be enrolled into Coho1i 3, approximately 40 
subjects will be enrolled and dosed into Coho1i 4, approximately 50 subjects will be enrolled and 
dosed into Cohort 5, and approximately 40 subjects will be enrolled and dosed into Cohort 6. 

As indicated in Section 3 .1, axicabtagene ciloleucel may be dosed at doses ranging from 1 x 106 

to 2 x 106 mg/kg. The target dose of axicabtagene ciloleucel for each Cohort is provided in 
Table 1. 

CONFIDENTIAL Page 12 08 July2019 
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Table 1. Planned and Target Doses of Axicabtagene Ciloleucel 

Cohort 
Regimen and Planned Dose of Axicabtagene 
Ciloleucel Target Dose of Axicabtagene Ciloleucel 

A1 500 mg/m2 cyclophosphamide x 3 days 
30 mg/m2 fludarabine x 3 days 
2 x 106 anti-CD19 CAR T cells/kg 

• 2 x 106 (+/- 20%) (1.6 x 106 up to and 
including 2.4 x 106) anti-CD19 CAR T 
cells/kg 

• For subjects weighing > 100 kg, a 
maximum flat dose of 2 x 108 anti-CD19 
CAR T cells 

Phase 2 (all 
Cohorts) 

500 mg/m2 cyclophosphamide x 3 days 
30 mg/m2 fludarabine x 3 days 
2 x 106 anti-CD19 CAR T cells/kg 

• 1 x 106 to 2 x 106 anti-CD19 CAR T 
cells/kg 

• For subjects weighing > 100 kg, a 
maximum flat dose of 2 x 108 anti-CD19 
CAR T cells 

 

Efficacy analyses will be based on a modified intent to treat (mITT) population consisting of all 
subjects enrolled in the Phase 2 portion of the study who receive the target dose of axicabtagene 
ciloleucel. 

Safety analyses will be based on all subjects dosed with axicabtagene ciloleucel. 

DLT analyses will be based on the DLT evaluable set, defined in Section 6.6. 

CCI
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Primary analyses of Phase 2 Coho1t 1, Cohorts 1 and 2 combined, Cohort 3, Coho1t 4, Coho1t 5 
and Coho1t 6 are specified separately. If subject accmal and treatment is such that the primary 
analysis of Phase 2 Cohort 1 occurs at the same time as the primaiy analysis of Coho1ts 1 and 2, 
then one clinical study repo1t (CSR) will be written that includes both the primaiy analysis of 
Coho1t 1 and the primai·y analysis of Coho1ts 1 and 2 combined. Othe1wise, the primary analysis 
CSR will be written when the first primai·y analysis occurs. The CSR will be ainended or a CSR 
addendum will be written to summarize the results of the primary analysis of Coho1ts 3, 4, 5 and 
6, respectively. 

3.3.1. Phase 2 Pivotal Study, Cohorts 1 and 2 

to test for an im rovement in response rate -
. For the test of efficac~ s 

:::: 90% power to distinguish between an active therapy with a 40% hue response rate from a 
therapy with a response rate of 20% or less with a I-sided alpha of 0.025. 

Within Coho1t 1 1 primary analyses will be perfo1med. 

I 

I 

• The primary analysis of Coho1t 1 will occur after 72 subjects in the mITT set of Coho1t 1 
have had the oppo1tunity to be assessed for response 6 months after the axicabtagene 
ciloleucel infusion. 
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I I I I I 

primaiy analysis is 0.011 . 

Within Coho1is 1 and 2 combined, 1 primaiy analysis will be perfo1med when 72 subjects in the 
mITT set of Coho1i 1 and 20 subjects in the mITT set in Coho1i 2 have had the oppo1iunity to be 
assessed for response at 6 months after the axicabtagene ciloleucel infusion. This testing will be 
peifonned at a I-sided alpha level of 0.0075. Confidence intervals about the ORRs within 
Coho1is 1 and 2 will be presented with the inferential analysis of the overall study population. 

As indicated above, inferential testing of Cohort 1 will occur when 72 subjects in the mITT set in 
Coho1i 1 have had the oppo1iunity to be followed for 6 months after the axicabtagene ciloleucel 
infusion. The efficacy data from any additional subjects (beyond 72) enrolled into Coho1i 1 will 
be analyzed descriptively and included in analyses of all secondary endpoints. Similai·ly, 
inferential testing of Coho1is 1 and 2 will occur when 72 subjects in the mITT set of Coho1i 1 
and 20 subjects in the mITT set of Coho1i 2 have had the opportunity to be followed for 
6 months following the axicabtagene ciloleucel infusion. The efficacy data from any additional 
subjects (beyond 92) enrolled into Coho1is 1 and 2 will be analyzed descriptively. fu the event 
that 72 subjects in the mITT set in Coho1i 1 and 20 subjects in the mITT set in Coho1i 2 ai·e 
accrned at the same time, the primary analysis of Coho1i 1 and the primary analysis of Coho1is 1 
and 2 combined will be perfo1med at the same time. 

The derivation of the alpha levels for the test of Coho1i 1 and Coho1is 1 and 2 combined were 
originally obtained under the assumption of 40 subjects enrolled into Coho1i 2 . These original 
derivations are retained in this protocol amendment as they result in a more conservative alpha 
level for the test of Cohort 1. 

ated I-sided al ha level of 0.025 and has:::: 90% 

3.3.2. Phase 2 SMS, Cohorts 3, 4, 5 and 6 

The primary objective of Phase 2 safety management study Coho1i 3, Coho1i 4, Coho1i 5, and 
Coho1i 6 is to assess the impact of prophylactic regimens, eai·lier inte1ventions, debulking 
therapy, or prophylactic steroids on the rate and severity of CRS and neurologic toxicities. The 
assessment of ORR is a secondaiy objective, and the analysis will be descriptive. 

The planned primary analyses of Coho1is 3, 4, 5 and 6 will occur after all subjects treated with 
axicabtagene ciloleucel in each of these Coho1is have had the opportunity to be followed for 6 
months after the axicabtagene ciloleucel infusion. 

A schema of the Phase 2 study design is provided in Figure 2. 
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3.4. Statistical Assumptions 

Kite Phanna, Inc. 

Phase 1 and Coho11s 1 and 2 of this trial will em oll patients with chemo-refracto1y lymphoma, as 
evidenced by failure to achieve even a transient or pa1t ial response to prior biologic and 
combination chemotherapy or by early recmTence after ASCT. 

This study assumes that the underlying response rate (in the absence of treatment with 
investigational therapy) in Coho1ts 1 and 2 is 20% and that an improvement in the response rate 
to 40% provides clinically meaningful benefit. 
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4. STUDY ENDPOINTS AND COVARIATES   

4.1. Endpoints 

4.1.1. Primary 

• Phase 1: the incidence of adverse events (AEs) defined as DLTs 

• Phase 2 pivotal study (Cohorts 1 and 2): ORR (Investigator read – {Cheson 2007}  

• Phase 2 SMS (Cohorts 3, 4, 5 and 6): the rate and severity of CRS and neurologic toxicities 

4.1.2. Secondary (all Phases, unless noted)  

• ORR (Investigator read – {Cheson 2007}) for subjects in Phase 1 and Phase 2 SMS (Cohorts 
3, 4, 5 and 6) 

• Duration of response (DOR) (Investigator read – {Cheson 2007}) 

• Progression-free survival (PFS) (Investigator read – {Cheson 2007}) 

• Overall survival (OS) 

• ORR (CR + PR) (Central read – {Cheson 2007}) in Phase 2 pivotal study 

• DOR (Central read – {Cheson 2007}) in Phase 2 pivotal study 

• Best objective response (Central read – {Cheson 2007}) in Phase 2 pivotal study 

• PFS (Central read – {Cheson 2007}) in Phase 2 pivotal study 

• The incidence of AEs, including identified and potential risks for axicabtagene ciloleucel 

• The incidence of significant laboratory abnormalities 

• The incidence and persistence of anti- axicabtagene ciloleucel antibodies and anti-product 
impurity antibodies 

• Levels and persistence of anti-CD19 CAR T cells in blood samples 

• Levels and persistence of cytokines in blood samples 

• The subject incidence of replication competent retrovirus (RCR) detected in blood samples 

• Changes over time in the EQ-5D scale score and EQ-5D VAS score in Phase 2 SMS 
(Cohorts 3, 4, 5 and 6) 
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4.2. Covariates 

Kite Phanna, Inc. 

The following baseline covariates may be used to examine efficacy in subgroups or covariate 
analyses: 

• Race 

• Sex 

I 
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• Age at baseline(< 65, 65) 
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Kite Phanna, Inc. 

The following baseline covariates may be used to examine safety in subgroups or covariate 
analyses: 

I 
• Age at baseline(< 65, 65) 

• Sex (male, female) 

I 
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5_ DEFINITIONS 

5.1. General 
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Study enrollment: Study enrollment occurs at the commencement of leukapheresis. 

Study day 0: Study day O is defined as the day the subject received the first axicabtagene 
ciloleucel infusion. The day prior to study day O will be study day -1 . The day of enrollment 
and any days after enrollment and before study day -1 will be sequential and negative 
integer-valued. 

Baseline: The baseline value is defined as the last value measured prior to conditioning 
chemotherapy. For subjects in phase 2 SMS ( e.g. Coho1t 5), if conditioning chemotherapy was 
not administered per protocol, the baseline value is defined as the last value measured prior to 
axicabtagene ciloleucel infusion. 

Study therapy: Study therapy is defined as conditioning chemotherapy or axicabtagene 
ciloleucel. 

On-study: Time from enrollment to the last date of contact 

End of study: This will occur after all subjects have been followed for 15 years post 
axicabtagene ciloleucel infusion, have withdrawn consent, been lost to follow-up, experienced an 
AE that precluded further follow up, or have died. 

Refractory Subgroup at baseline: Refractory subgroups are defined below. A subject may 
meet the criteria for multiple refractory subgroups. In this event, any subject who meets the 
criteria for relapse post ASCT will be categorized as such. If a subject meets more than one 
refractory subgroup other than relapse post ASCT, the refracto1y subgroup defined by the 
subject 's last line of therapy prior to study entry will be used to categorize the subject into a 
refractory subgroup. Note that bridging or debulking therapies should not be included for 
defining the Relapsed/Refractory subgroups . 

• 
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Bulky disease: bulky disease is defined as the presence of a single lesion with largest diameter 
10 cm or larger or mediastinlllll wider than 1/3 of the chest on a chest x-ray. The presence of 
bulky disease will be determined by the investigator when baseline disease extent is evaluated. 

Actual follow-up time: Actual follow-up time among all subjects ti·eated with axicabtagene 
ciloleucel is calculated as the time from the first dose of axicabtagene ciloleucel to the date of 
death, last date known to be alive, lost to follow-up, or full withdrawal of consent, whichever is 
later. 

Potential follow-up time: Potential follow-up time is defined as the time from the axicabtagene 
ciloleucel infusion to the data cutoff date for the analysis. 

5.2. Safety 

Treatment-emergent adverse event (TEAE): Any AE with onset on or after the first dose of 
conditioning chemotherapy. For subjects taking reti·eatm ent of axicabtagene ciloleucel, TEAEs 
during retreatment period may be summarized separately. 

Deaths: All deaths that occur after study enrollment up through the end of study will be 
summarized. Deaths that occur from axicabtagene ciloleucel infusion up through 30 days after 
the infusion will also be summarized. For subjects taking retreatment of axicabtagene ciloleucel, 
deaths occuned during reu-eatment period may also be summarized separately. 

AEs of interest: Adverse events of special interest for axicabtagene ciloleucel ti·eatment include 
identified risks (CRS, neurologic toxicity, infections, cytopenias, hypogammaglobulinemia) and 
potential risks (seconda1y malignancies, tumor lysis syndrome, bone maITow failure, graft-
versus-host-disease, replication competent reu-ovirus, immunogenicity). 

Neurologic toxicity (neurotoxicity): Neurotoxicity AEs are identified with a search sti·ategy 
based on known neurologic toxicities associated with anti-CD19 immunotherapy {Topp 2015}. 
The search su-ategy focuses on cenu-al nervous system toxicity, without regard to relatedness, 
temporal relationshipor concomitant conditions ( eg CRS). Events are identified with a search list 
ofMedDRA preferred tenns. Additionally, the MedDRA system organ classes (SOCs) of 
Psychiati·ic Disorders and Nervous System Disorders will be reviewed for additional events; 
these events will then be evaluated for potential inclusion as neurologic AEs. 

CRS: CRS is identified via collection of the syndrome on a case repo1i specifically designed to 
collect CRS. Specific symptolllS of the CRS collected on the AEs log are coded using Medicinal 
Dictionaiy for Regulato1y Activities (MedDRA) and ai·e linked to the con esponding CRS 
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episode. Individual symptoms of CRS will be graded per Common Tenninology Criteria for 
Adverse Events (CTCAE) v4.03 , and CRS syndrome severity is graded according to a 
modification of the grading system proposed by Lee and colleagues {Lee 2014}. In the modified 
grading scale, neurologic AEs are not repo1ied as paii of the CRS syndrome and will be repo1ied 
sepai·ately and summarized sepai·ately. 

Immunogenicity (anti-axicabtagene ciloleucel antibody): Immunogenicity ai·e identified by the 
development of antibodies against CAR expressing cells by flow cytometiy. In addition, a 
manual review of the AE tenns indicative of autoimmunity, inclusive of infusion-related events 
and anaphylactic reactions among subjects who test positive for anti-axicabtagene ciloleucel 
antibodies, will be performed. 

For other AEs of special interest, specific adverse events may be mapped to these categories 
using dictionary coded event te1m and standardized Med.DRA queries (SMQs) or other search 
strategies. Specific definitions of these events and the coded te1ms to which they conespond will 
be provided in the Program Safety Analysis Plan. 

Duration of an AE of special interest: Duration of an AE of special interest is defined as the time 
from the earliest onset date of the AEs in the event class of interest through the resolution date of 
the last AEs in the event class, regardless of the gaps of the days between multiple events, i.e. , 
the resolution date of the last AE in the event class - the staii date of the first AE in the event 
class + 1. The duration may only be calculated on subjects for whom all AEs in the event class 
have been resolved by the data cutoff date. 

5.3. Efficacy 

ORR: propo1iion of subjects with either a CR or PR while on study. All subjects who do not 
meet the criteria for objective response by the analysis data cutoff date will be considered 
non-responders. The derivation of this endpoint will only include response assessments obtained 
prior to any other additional therapy ( e.g. SCT or retreatment with axicabtagene ciloleucel). 
Response may be defined per Investigator read - { Cheson 2007} or Centi·al Read - { Cheson 
2007}. 

DOR: DOR is defined only for subjects who experience an objective response and is the time 
from the first objective response to disease progression or death from any cause. Response and 
progression may be defined per Investigator read - { Cheson 2007} or Central Read - { Cheson 
2007}. Subjects not meeting the criteria for progression or death from any cause by the analysis 
data cutoff date will be censored at their last evaluable disease assessment date. DOR will be 
derived using disease assessments obtained on study prior to initiation of new anticancer therapy 
( excludin SCT . Disease assessments obtained after SCT will be used in the derivation of 
DOR. 
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PFS: PFS is defined as the time from axicabtagene ciloleucel infusion date to the date of disease 
progression or death from any cause. Progression may be defined per Investigator read -
{Cheson 2007} or Central Read - {Cheson 2007}. Subjects not meeting the criteria for 
progression by the analysis data cutoff date will be censored at their last evaluable disease 
assessment date. PFS will be derived using disease assessments obtained on study prior to 
initiation of new anti-cancer thera excludin SC . Disease assessments after SCT will be 
used in the derivation of PFS. -OS: OS is defined as the time from axicabtagene ciloleucel infusion to the date of death from 
any cause. Subjects who have not died by the analysis data cutoff date will be censored at their 
last date known to be alive prior to the data cutoff date with the exception that subjects known to 
be alive or detennined to have died after the data cutoff date for each anal sis will be censored at 
the data cutoff date. 
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6. ANALYSIS SETS 

The following analysis sets are defined for each study Phase separately. 

6.1. Modified Intent-to-Treat (mITT) (defined for Phase 2) 

The mITT analysis set will consist of all subjects treated with at least 1.0 x 106 anti-CD19 
CAR T cells/kg.  The mITT analysis set will be used for efficacy analyses of Phase 2. 

6.2. Safety Analysis Set 

The safety analysis set is defined as all subjects treated with any dose of axicabtagene ciloleucel. 

For interim analyses, the safety set will be focused only on those subjects who have had the 
opportunity to be followed for one month after the axicabtagene ciloleucel infusion. 

6.3. Full Analysis Set (FAS) 

The FAS will consist of all enrolled patients and will be used for the summary of subject 
disposition, sensitivity analyses of ORR and DOR, and subject listings of deaths. 

6.4. mITT Re-treatment Analysis Set (defined for Phase 2) 

The mITT Re-treatment Analysis Set will consist of the set of all subjects who undergo 
re-treatment with axicabtagene ciloleucel at a dose of at least 1.0 x 106 anti-CD19 
CAR T cells/kg.  This set will be used for all re-treatment efficacy analyses. 

6.5. Safety Re-treatment Analysis Set 

The Safety Re-treatment Analysis Set will consist of all subjects who undergo re-treatment with 
axicabtagene ciloleucel. 

For interim analyses, the Safety Re-treatment set will be focused only on those subjects who 
have had the opportunity to be followed for one month after the re-treatment axicabtagene 
ciloleucel infusion. 

6.6. Subgroup Analysis Sets 

Subgroup analyses of selected efficacy and safety endpoints may be performed for the baseline 
covariates defined in Section 4.2.   
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The DLT evaluable Set(s) (Phase 1 only), defined for each dosing Coho1i in Phase 1, will 
include subjects treated in the Phase 1 dosing Coho1i who: 

• Received the target and were followed for at least 30 days after the axicabtagene ciloleucel 
infusion; or 

• Received a dose of anti-CD19 CART cells (axicabtagene ciloleucel) lower than the target for 
that Coho1i and experienced a DLT during the 30 day post-infusion period. 

If needed, more subjects will be emolled to achieve 6 DLT evaluable subjects at the target dose 
for each Coho1i. 

Phase2 SMS 

The SMS Interim Analysis Sets will consist of the first 20 subjects treated in Phase 2 Coho1i 3, 
Coho1i 4, Coho1i 5 and Coho1i 6 respectively who have had the oppo11unity to be followed for 30 
days after the axicabtagene ciloleucel infusion. 
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7. INTERIM ANALYSIS AND EARLY STOPPING GUIDELINES 

The SRT will review the safety data during Phase 1 of the study and make a recommendation to 
progress the study from Phase 1 to Phase 2 based on the incidence of DLT and review of serious 
adverse events (SAEs).   

The DSMB will meet 2 times during the Phase 2 Cohort 1 of the study.  The DSMB will review 
safety and efficacy data and will be chartered to make trial conduct recommendations based on 
the risk versus benefit of treatment with axicabtagene ciloleucel. The DSMB will also meet to 
review safety data after 20 subjects in Phase 2 Cohorts 3, 4, 5 and 6 have been dosed with 
axicabtagene ciloleucel and have had the opportunity to be followed for 30 days, respectively. 

Additionally, as part of its oversight of the study, the DSMB will also assess criteria to pause 
enrollment after 10, 20, 30, and 50 subjects in the Phase 2 pivotal portion have been treated with 
axicabtagene ciloleucel and have had the opportunity to be followed for 30 days.  Enrollment 
will be paused if any of the following criteria are met: 

1) subject incidence of grade 5 axicabtagene ciloleucel related AEs within 30 days is > 10% 

OR 

2) subject incidence of the following grade 4 axicabtagene ciloleucel-related AEs lasting more 
than 7 days is > 33%: 

• Neurotoxicity 

• CRS (per Lee 2014 criteria) 

• Other non-hematologic SAE 

• Infection (treatment-related) 

These DSMB reviews will be based on SAE reports. 

The DSMB may meet more often as needed. 

7.1. Phase 1 – Safety Interim Analyses   

The SRT will evaluate the incidence of DLTs and SAEs after 6 subjects, 9 subjects 
(if applicable), and 12 subjects (if applicable) have met the criteria for the DLT evaluable set.  
The SRT may recommend progression to the Phase 2 portion of the trial according to the schema 
in Figure 3. 
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Phase 1 DLT Evaluation Scheme 
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2·3 with DLT 

Enroll 3 to 6 
additional 
subjects 

*or proceed to Phase 2 w-ith the dose previously tested in the NCI study, as depicted in Figure I. 

7.2. Phase 2 - Interim Safety and Efficacy Analyses 

An independent DSMB will be chaii ered to make recommendations on stud 
Phase 2 01i ion of the stud . Details ma be found in the DSMB Chaiier. 

--. 
I 
I 
I 
I .. 

> 3 with DLT 

Eva luate a lower 
doseofKTE-C19or 

cond1t1ornng 
chemotherapy• 

Safety analyses will present data from both study Phases and all Cohol1s. 
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- interim analyses are for safety and will be conducted when 20 subjects in 
~ , Coho1i 4, Cohort 5 and Coho1i 6 have been treated with axicabtagene 
ciloleucel and have had the oppo1iunity to be followed for 30 days, respectively. 

After the planned primaiy analysis of Coho1i 1 and the planned primaiy analysis of the Cohorts 1 
and 2 combined, additional efficacy and safety analyses of Coho1is 1 and 2 may be perfo1med to 
suppo1i regulatory interaction or publications. These analyses will be descriptive. Additional 
descriptive analyses of Coho1is 3, 4, 5 and 6 data may also be conducted after the primaiy 
analyses of these Coho1is have been completed. 

7.3. Access to Aggregate and Subject Level Data and Individual Subject 
Treatment Assignments 

This study is open-label. Subjects, the study sponsor, and investigators will be awai·e that each 
subject is planned to be treated with axicabtagene ciloleucel. Data handling procedures designed 
to maintain the trial credibility and validity in this open-label single aim study ai·e described in 
the Trial futegrity Document. 

An independent statistician will perfo1m the interim safety and efficacy analyses for the Phase 2 
po1iion of the study and provide these repo1is to the DSMB. Members of the DSMB and 
independent statistician will not have any direct contact with study center personnel or subjects. 
The DSMB will communicate recommendations to Kite Phaima in accordance with the DSMB 
cha1ier. 
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8. DATA SCREENING AND ACCEPTANCE 

8.1. General Principles 

The database will be subject to the edit checks outlined in the Data Management Plan and 
additional manual data reviews defined by the study team.  Data inconsistencies will be reviewed 
and resolved before the database snapshot for the primary analyses and the final database lock.  
For interim analyses, snapshots may include data that has not passed all data cleaning procedures 
at the time the data are extracted for snapshot.   

8.2. Electronic Transfer and Archival of Data 

The Medidata Rave system will be used to collect the data in this study.  Raw data extracted 
from Medidata Rave will be archived prior to further dataset creation, maintenance, and analysis.  
Raw data, SDTM data, and ADaM datasets will be archived for all planned analyses.  Any 
additional unplanned analyses that occur after the primary analyses and prior to the final analysis 
will also be archived.  Key data external to the clinical study database (see below) will be 
included in the relevant SDTM and ADAM modules when the external data are available.  For 
the SRT analyses, raw data may be archived and used in data review. 

Data from the central pathology laboratory (including tumor pathology, tumor genetic, and 
molecular characteristics), the product manufacturing (total T cells, CAR T cells [transduction 
ratio], duration of manufacturing time), central laboratory assessment of subject serum samples 
(including CAR T cell levels in the peripheral blood, antibody assays, RCR testing), and central 
radiology review will be generated from contract laboratories and Kite Pharma.  These data will 
be transferred to Kite and held in a peripheral directory and not built into the clinical trial 
database.  At the time analyses require these data, they may be merged with the SDTM and 
ADAM datasets. 

The source and disposition of all data sources obtained from imaging vendors or laboratories is 
described in Appendix 2. 

8.3. Handling of Missing and Incomplete Data 

8.3.1. Efficacy 

The method for handling missing data is described in the definition for each efficacy endpoint.  
Every effort will be made to obtain complete dates for deaths.  In the event of a partial or missing 
death date and the corresponding censoring date for survival, the algorithm in Appendix 3 will be 
used. 

8.3.2. Safety 

Partial AE start dates will be imputed.  If dates are missing or incomplete for AE start dates, the 
algorithm defined in Appendix 3 will be used.  Completely missing death dates or death dates 
with only a year reported will not be imputed.   
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8.4. Detection of Bias 

A listing of subjects with important protocol deviations will be generated.  The deviations 
included in this list will include, but not be limited to, violations of eligibility criteria and use of 
exclusionary medication during the study.  Lack of protocol compliance will be evaluated by 
summarizing the subject incidence of important protocol deviations.  High rates of important 
protocol deviations may indicate bias. 

Endpoints derived from investigator assessment of radiologic scans and disease assessments may 
be subject to bias; the concordance between investigator and central review of radiologic scans 
and disease assessments will be summarized. 

8.5. Outliers 

Descriptive statistics will be used to identify potential outliers in any key variables analyzed.  
Suspected outliers will be included in all analyses unless there is sufficient scientific justification 
to exclude them. 

8.6. Distributional Characteristics 

The primary analysis of the primary endpoint is an exact binomial test used to compare the 
observed response rate in the Phase 2 Cohort 1 and Cohort 1 and 2 combined to a response rate 
of 20%.  This test assumes only the independence of the individual subject responses.  The 
validity of the assumption of a 20% historical response rate is described in Section 3.4. 

An exact 95% confidence interval will be generated about the response rate.  The 
Clopper-Pearson method will be used to generate this interval.  While the Clopper-Pearson 
interval provides adequate coverage probability, it is commonly wider than necessary {Brown 
2002}, leading to overly conservative estimates of the lower bound of ORR.  Sensitivity analyses 
will be conducted in which the interval is calculated with different methods (Section 9.5.1). 

8.7. Validation and Configuration Management 

Programs for the development of the SDTM and ADAM datasets and the generation of the 
tables, figures, and listings will be developed and maintained  Standard 
Operating Procedures (SOPs) and Kite SOPs if applicable. The software and version used to 
generate analyses will be indicated in the archived documentation. 

CCI
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9_ STATISTICAL METHODS OF ANALYSIS 

9.1. General Principles 
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The goal of the primaiy statistical analysis is to compare the observed response rate in Phase 2 
Coho1i 1 and in Coho1is 1 and 2 combined per investigator read - { Cheson 2007} to a historical 
control rate of20% with an exact binomial test. Hypothesis testing will be one-sided, and all 
95% confidence intervals will be 2- sided. At the time of planned analyses, 95% confidence 
intervals for the response rate in each study Cohort will be presented. 

The timing of the interim and primary analyses will be based on subject accmal and disease 
assessment milestones. The primary analysis clinical stud re 01i CSR will be written at the 

rimai anal sis of Phase 2 Coho1is 1 and 2 combined. 

Additionally, the CSR will be amended with the primaiy analyses of Phase 2 SMS Coho1i 3, 
Coho1i 4, Coho1i 5 and Coho1i 6, and may be amended with additional subject safety and 
survival follow up after the planned primai·y analysis. 

from all subjects treated will be included in the prima1y analysis. 

Analyses of the Phase 1 and Phase 2 po1i ions of the study will be presented separately. Within 
the Phase 1 summaries, each dose Coho1i will be presented separately. For data presented over 
time, assessments may be grouped into "windows" based on the actual assessment times. 

9.2. Subject Accountability 

The number of subjects screened, emolled, leukapheresed, treated with conditioning 
chemotherapy, treated with axicabtagene ciloleucel, and re-treated with axicabtagene ciloleucel 
will be summarized. The reasons for discontinuing treatment and discontinuing study will be 
summarized. 

Summaries of actual and potential follow up time will be provided. 

The number of subjects em olled by countiy and site will be smnmai·ized. 

The number of subjects in each analysis set will be provided. 
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9.3. Important Protocol Deviations 

The clinical study team will define important protocol deviation categories and review all 
potential important protocol deviations at minimum, prior to the database snapshot for the 
primary efficacy analysis.  Important protocol deviations will be categorized by deviation type 
(e.g. entry/eligibility, use of excluded medication).  The subject incidence of important protocol 
deviations will be summarized overall and by deviation category. 

9.4. Demographic and Baseline Characteristics 

Summary statistics and frequencies for the following demographic and baseline characteristics 
will be tabulated: 

• ECOG performance status at baseline 

• Sex (male, female) 

• Height 

• Weight 

• Age at baseline (< 65, ≥ 65) 

• Ethnicity 

• Race:  white, black, Asian, other (categories may be collapsed or expanded based on accrual) 

• Country 

• Disease type (DLBCL, PMBCL, TFL, HGBCL) 

• Disease subtype (DLBCL associated with chronic inflammation, EBV + DLBCL, T cell / 
histiocyte rich large B cell lymphoma, primary cutaneous DLBCL (leg type), DLBCL not 
otherwise specified, primary mediastinal (thymic) large B cell lymphoma, transformation of 
follicular lymphoma to DLBCL, other) 

• Number of prior chemotherapy regimens 

• Response to last chemotherapy regimen (among subjects who are not relapsed post ASCT) 

• Refractory subgroup 

• Prior autologous stem cell transplant (ASCT) 

• Prior anti-CD20 treatment 



KTE-C19 Kite Pharma, Inc. 
Statistical Analysis Plan   
KTE-C19-101 (ZUMA-1)  

CONFIDENTIAL Page 37 08 July 2019 

• Prior anthracycline treatment 

• Prior platinum treatment 

• Tumor burden, as measured by the SPD of selected nodes or lesions at baseline 

• Morphologic characteristics (centroblastic, immunoblastic, anaplastic, other) 

• CD19 expression in tumors at baseline 

• Molecular subgroup (germinal center B cell-like (GBC), activated B-cell like (ABC)) 

• BCL-2 alterations / overexpression (Y/N) 

• BCL-6 alterations / overexpression (Y/N) 

• C-MYC alterations / overexpression (Y/N) 

• Double hit (C-MYC alteration/overexpression and either BCL-2 or BCL-6 
alteration/overexpression) status 

• Triple hit (3 of 3 recurrent chromosome translocations) status 

• Disease stage (I, II, III, IV) and extent (presence of B symptoms, splenic involvement, bulky 
disease, extranodal disease) 

• International prognostics index (IPI) risk category 

• History of bone marrow involvement 

9.5. Efficacy Analyses 

Efficacy analyses will be conducted on the mITT analysis set.  For the primary analysis, the 
investigator assessment of disease status per {Cheson 2007} will be used.  Sensitivity analyses 
will be conducted that use the central radiology review of disease assessments per {Cheson 
2007}.  The investigator and central radiology reviewer will provide the determination of disease 
status (CR, PR, SD, PD, NE) at each time point.  SAS programs developed by Kite Pharma and 

 will derive the best overall response, DOR, and PFS based on these assessments. 

The primary efficacy analysis will be presented in the following analysis populations: 

• mITT set 

  

  

CCI

CCI
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I 
I 
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For subjects re-treated with axicabtagene ciloleucel, disease assessments obtained prior to 
retreatment but not disease assessment obtained after retreatment will be included in the primaiy 
smnmai·ies of objective and best response, DOR, PFS, and sUilllllai·ies of change in tumor 
burden. For such subjects, disease assessments obtained after re-treatment will be included in 
the summaries of objective and best response to retreatment with axicabtagene ciloleucel and 
DOR after re-treatment with axicabtagene ciloleucel. The subject's OS time will be derived 
from the last date known alive regardless of re-treatment time. 

9.5.1. 

9.5.1.1. 

Objective Response and Best Response 

Primary Analyses of Objective Response 

The subject incidence of objective response will be calculated. An exact binomial test will be 
used to compai·e the observed response rate to the hypothesized historical control rate of 20%. 
The subject incidence of best response (CR, PR, SD, PD, NE, ND) will be calculated. 
Confidence intervals will be provided about the ORR, calculated with the following methods: 

• Clopper-Peai·son (an exact interval) 

I 
I 
I 
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The primary analysis of objective response and best response will include subjects from the 
Phase 2 pivotal po1i ion and will be conducted for subjects by Coho1i and for Coho1is 1 and 2 
combined. Analyses of Coho1i 2 alone and individual Coho1is 3, 4, 5 and 6 in the Phase 2 SMS 
will be descriptive. The exact binomial test will not be presented for Coho1is 3, 4, 5 and 6. 
Sensitivity analyses of objective response will be conducted in the FAS set. 

The number and percent of subjects who initially attain a paii ial response and subsequently attain 
a complete response will be Sllffilnai·ized. 

9.5.1.2. Analyses of Objective Response and Best Response per Central Read 

The analyses of objective response and best response specified above will be repeated for 
objective response and best response per central read - { Cheson 2007} . 

The concordance of objective response and best objective response per investigator read -
{Cheson 2007} and central read- {Cheson 2007} will be evaluated. A Sllffilnaiy table of 
concordance, concordance rate, a kappa statistic, and a 2-sided 95% confidence interval about 
the kappa statistic will be provided. 

Fmi her analyses between the investigator and central reads may be described in a supplemental 
SAP. -
•• 
I 
I 
I 
I 
I 
I 
I 
I 
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I 

I 
I 

I 

I 
I 
I 
I 
I 
I 

I 
I 
I 

9.5.1.4. Analyses of Objective Response - Phase 1 

Kite Phanna, Inc. 

Analyses of objective response in Phase 1 may occur at any time during Phase 1. The pmpose of 
these analyses may include publications, preliminaiy evaluation of benefit-risk, and to infonn 
decisions on dose. 

At minimum, ORRs and 95% confidence intervals will be generated for each dose Coho1i in 
Phase 1. 
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9.5.2. DOR 

Kite Phanna, Inc. 

The Kaplan-Meier approach will be used to estimate DOR. Disease assessments obtained after 
SCT while in study treatment induced remission will be used in the derivation of DOR. The 
number of subjects censored and the reasons for censoring will be summarized. Analyses will be 
generated for DOR per investigator read- {Cheson 2007} , as well as per centrnl read - {Cheson 
2007}. The reverse Kaplan-Meier approach {Schemper 1996} will be used to estimate the 
follow-up time for DOR. 

9.5.3. PFS 

Kaplan-Meier plots, estimates and 2-sided 95% confidence intervals will be generated for PFS. 
Disease assessments obtained after SCT while in study ti·eatment induced remission will be used 
in the derivation of PFS. Estimates of the propo1iion of subjects alive and progression-free at 3 
month intervals will be provided. The number of subjects censored and the reasons for censoring 
will be summarized. Analyses will be generated for PFS per investigator read - { Cheson 2007} 
and PFS per central read - {Cheson 2007}. 
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9.5.4. OS 

Kite Phanna, Inc. 

The analysis of OS will use the same methods as the analysis of PFS. A graphical sunnnary of 
the time to response, DOR, retreatment, progression, and death times from the time of 
axicabtagene ciloleucel infusion depicted on a horizontal time axis for each patient ("swim lane 
plot") will be provided. -

-
-
-
9.5.9. European Quality of Life-5 Dimensions and Visual Analogue Scale Scores 

EQ-5D and VAS scores will be collected and summarized at baseline and post study treatment 
visits for Phase 2 SMS Coho1i s 3, 4, 5 and 6. Changes in the EQ-5D-5L and VAS scores from 
baseline at post-study treatment visits will also be summarized with descriptive statistics. 
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-
9.6. Safety Analyses 

Kite Phanna, Inc. 

Safety analyses will be conducted on the safety analysis set. The primary analysis of safety data 
will summarize all TEAEs and laboratory values. Additional summaiy tables will present all 
TEAEs, as well as AEs with onset time categorized by study treatment period ( conditioning 
chemotherapy treatment period, axicabtagene ciloleucel treatment period, primary post-treatment 
follow up period, and secondaiy post-treatment follow up period) . For subjects who undergo 
retreatment with axicabtagene ciloleucel, AEs occmTing in the axicabtagene ciloleucel 
re-ti·eatment period may be summarized in an additional separate summaiy that presents only the 
AEs occurring during the reti·eatment period. Sample table layouts ai·e provided in Appendix 3. 

AEs will be coded with the Medical Dictionaiy for Regulato1y Activities (MedDRA) at the time 
of each analysis. The version of the MedDRA may vary over time as the cmTent version in use 
is updated. The severity of AEs will be graded using the National Cancer Institute (NCI) 
Common Terminology Criteria for Adverse Events (CTCAE) version 4 .03. Cytokine release 
syndrome (CRS) will be graded using a revised CRS grading scale developed by Lee et al {Lee 
2014} and per CTCAE 4 .03. The incidence and severity of CRS will be reported as a syndrome 
with severity per Lee et al. Individual symptoms associated with CRS will be graded per 
CTCAE version 4 .03. 

Fatal AEs that ai·e atti-ibuted to disease progression may be included in the death summary with a 
primaiy death reason of 'disease progression ' regardless of the coded CTCAE version 4.03 
prefeITed te1m. 

Subjects emolled but not dosed with axicabtagene ciloleucel will be followed for AEs for 
30 days after the last study procedure. AEs reported in these patients will be ai·chived in the 
study database and available in SDTM and ADAM datasets, but will not be tabulated in AE 
sumrnanes. 

Safety summa11es will be presented sepai·ately for each Phase 1 dosing Coho1t and for Phase 2 by 
Coho1t and overall. 

9.6.1. Adverse Events 

The subject incidence of the following treatment-emergent AEs will be tabulated for the : 

• Summai·y of AEs (any, worst severity, serious, related) 

• All AEs 
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• All SAEs 

• All leukapheresis-related AEs 

• All conditioning-chemotherapy-related AEs 

• All axicabtagene ciloleucel-related AEs 

• All conditioning chemotherapy-related SAEs 

• All axicabtagene ciloleucel-related SAEs 

• All grade 3 or higher AEs 

• All grade 3 or higher conditioning chemotherapy-related AEs 

• All grade 3 or higher axicabtagene ciloleucel-related AEs 

• Fatal AEs 

• AEs of interest, including identified risks and potential risks 

Kite Phanna, Inc. 

Summary statistics for the onset time (Kaplan-Meier estimates) and dmation of AEs of interest 
will be provided. 

The subject incidence of deaths by treatment period will be provided. 

A subject listing of deaths and SAEs (including nanatives) will be provided overall and by 
treatment period. 

A sUIIllnaiy of demographics and baseline chai·acteristics ainong subjects who experience CRS 
and who do not experience CRS may be provided. 

-
9.6.3. Laboratory Test Results 

Laboratory results will be graded according to NCI Common Toxicity Criteria (CTCAE version 
4.03). The incidence of worst grade CTCAE toxicities post axicabtagene ciloleucel infusion for 
all analytes will be provided. Laborato1y data collected at baseline and through the axicabtagene 
ciloleucel Treatment Period will be summai·ized. Shifts from baseline to minimum post-baseline 
and / or maximum post-baseline may be presented for select analytes. 
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9.6.4. Anti-axicabtagene Ciloleucel Antibodies 

Kite Phanna, Inc. 

The subject incidence of any anti-axicabtagene ciloleucel antibodies and anti-product impmity 
antibodies will be tabulated. For subjects testing positive for antibodies, the persistence of the 
antibody over time will be summarized. 

9.6.5. Replication Competent Retrovirus (RCR) 

The subject incidence of replication competent retrovirns (RCR) detected in blood samples will 
be tabulated overall and by assessment time. The persistence ofRCR over time will be 
summarized. 

9.6.6. Exposure to Study Treatment and Product Characteristics 

Summary statistics and subject listings will be provided for the following: 

• Total BSA-adjusted dose of cyclophosphamide 

• Total BSA-adjusted dose of fludarabine 

• Weight-adjusted dose of axicabtagene ciloleucel 

• Total CAR T cells of the axicabtagene ciloleucel infusion 

• Total T cells of the axicabtagene ciloleucel infusion 

• Transduction ratio 

• Percentages of CD4 and CD8 T cells 

• Percentages of T cell memo1y phenotypes 

• IFN-gamma production in co-cultures of axicabtagene ciloleucel product and CD19+ target 
cells 

• Vector copy number of axicabtagene ciloleucel product 

Separate summaries will be presented for the 2nd administration of conditioning chemotherapy 
for subjects in the Re-treatment Analysis Set. -
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-

I 
I 
I 
I 
I 
I 
9.9. CAR T cells Measured in Peripheral Blood 

Kite Phanna, Inc. 

Summary statistics for the level of CAR T cells in sernm post axicabtagene ciloleucel infusion 
will be provided for CAR T cells measured at intervals outlined in the Schedule of Assessment 
of the protocol. The area under the concentrntion over time curve may be sUilllllarized from day 
0 to day 28. 

9.10. B-cell Aplasia 

The subject incidence of B-cell aplasia, and the subject incidence of recovery after B-cell aplasia 
will be provided for each subject based on B cells measured by flow cytometiy prior to 
conditioning chemotherapy, on the day of the axicabtagene ciloleucel infusion, week 4, month 3, 
month 6, month 9, month 12, month 15, month 18, and month 24. The use of IVIG ti·eatment will 
be sUilllllarized. 
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10. CHANGES FROM PROTOCOL-SPECIFIED ANALYSES 

None. 
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12. APPENDICES 

  
Appendix 2. Source and Disposition of Non-Clinical Database Data 
Appendix 3. Conventions for Clinical Data That Require Imputation for Partial or Missing Dates 
Appendix 4. Sample Adverse Event Table Layouts 
Appendix 5. Derivation of Time to Event Endpoints and Last Date Known to Be Alive 
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Appendix 2. Source and Disposition of Non-Clinical Database Data 

Sample Type 
Analysis / Data 

Element 
Testing Lab / 

Source 
Responsible to 

transfer to TCR 

Include in 
Clinical Data 
Submitted to 

FDA Analysis Plan 

Product cells Total T cells Batch record Kite/TCR Yes Primary SAP 
Product cells Transduction ratio Batch record Kite/TCR Yes Primary SAP 
Product cells Total CARCAR T 

cells 
Batch record Kite/TCR Yes Primary SAP 

Product cells Total T Cells Batch record Kite/TCR Yes Primary SAP 
Product cells Days of 

manufacture 
PCT / Batch 

record 
Kite/TCR Yes Primary SAP 

Product cells CD4/CD8 Ratio, 
Memory 

phenotypes 

Kite  Kite No Primary SAP and 
supplemental 
translational 
research SAP 

Product cells Cytokines (co 
culture) 

Kite Kite No Supplemental 
translational 
research SAP 

Biospecimen 
(post KTE-C19 
infusion 
samples) 

Cell 
differentiation and 

phenotype 

Kite Kite No Supplemental 
translational 
research SAP 

Biospecimen Cytokines Kite Kite No Supplemental 
translational 
research SAP 

Biospecimen CAR PCR   Yes Primary SAP and 
Supplemental 
translational 
research SAP 

Biospecimen Antibody   Yes Primary SAP 
Biospecimen RCR   Yes Primary SAP 
Tissue blocks Pathology   Yes Primary SAP 
Independent 
Radiology 
Review 

{Cheson 2007}   Yes Primary SAP 

All data will be archived at  Kite Pharma. Data indicated as ‘Yes’ for inclusion in the clinical data submitted to FDA 
will be merged with the clinical data.  Data indicated as ‘No’ for inclusion in the clinical data submitted to FDA will be archived 
at  or Kite but may not merged with the clinical data. 

CCI
CCI

CCI

CCI CCI

CCI
CCI

CCI
CCI

CCI
CCI

CCI

CCI

- -
--- ---- -

--
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Appendix 3. Conventions for Clinical Data That Require Imputation for Partial or 
Missing Dates 

The following data will be imputed using the following algorithm: 

• AE start dates 

• Deaths (please see exceptions below) 

• Concomitant medication start dates 

• Subsequent anti-cancer therapy start dates 

Table 4. Imputation Rules for Partial or Missing Start Dates 

Start Date 

Stop Date 

Complete:  yyyymmdd Partial:  yyyymm Partial:  yyyy Missing 

< day 0 ≥ day 0 < day 0 
yyyymm 

≥ day 0 
yyyymm 

< day 0 
yyyy 

≥ day 0 
yyyy 

Partial 
yyyymm 

= day 0 
yyyymm 

2 
1 

2 
1 n/a 1 1 

≠ day 0 
yyyymm 

2 2 2 2 2 

 

Partial 
yyyy 

=day 0 
yyyy 

3 
1 

3 
1 n/a 1 1 

≠ day 0 
yyyy 

3 3 3 3 3 

 

Missing 4 1 4 1 4 1 1 

1 = impute the date of day 0 
2 = impute the first of the month 
3 = impute January 1 of the year 
4 = impute January 1 of the stop year 
Note:  if the start date imputation leads to a start date that is after the stop date, then do not impute the start date. 
Imputation rules for partial or missing death dates: 
1) If death year and month are available but day is missing: 
• If mmyyyy for the last date known to be alive = mmyyyy for death date, set death date to the day after the last date known to 

be alive. 
• If mmyyyy for the last date known to be alive < mmyyyy for death date, set death date to the first day of the death month. 
• If mmyyyy for last date known to be alive > mmyyyy for death date, data error and do not impute. 
2) If both month and day are missing for death date or a death date is completely missing, do not impute and censor the subject 

survival time at the last date known to be alive. 
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Appendix 4. Sample Adverse Event Table Layouts   
All treatment emergent adverse events will be summarized in the AE Summary Table format below.  Tables will be generated for 
Phase 1, Phase 2 Cohort 1, Phase 2 Cohort 2, Phase 2 Cohort 1 and 2 combined, Phase 2 Cohort3, Phase 2 Cohort 4, Phase 2 Cohort 5, 
and Phase 2 Cohort 6. 

AE Summary Table Format 

 (N = ) 

Any TEAE X (XX) 

     Worst Grade 1  

     Worst Grade 2  

     Worst Grade 3  

     Worst Grade 4  

     Worst Grade 5  

     Worst Grade ≥ 3  

  

Any Serious TEAE  

     <Worst Grades as above>  

  

Any Conditioning Chemotherapy Related TEAE  

     <Worst Grades as above>  

  

Any Serious Conditioning Chemotherapy Related TEAE  

     <Worst Grades as above>  
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Adverse Event Summary Layout 1:  All AE summaries and AE subgroup analyses will be provided in format 1.  The preferred terms 
will be sorted by descending order of frequency of the All, Any column.  Tables will be generated for Phase 1, Phase 2 Cohort 1, 
Phase 2 Cohort 2, Phase 2 Cohort 1 and 2 combined, Phase 2 Cohort 3, Phase 2 Cohort 4, Phase 2 Cohort 5, and Phase 2 Cohort 6. 

Subject Incidence of <AE Descriptor> Adverse Events in Descending Order of Preferred Term by Worst Severity 

(N = ) 

MedDRA Preferred Term n (%) Any 
Worst Grade 

1 
Worst Grade 

2 
Worst Grade 

3 
Worst Grade 

4 
Worst Grade 

5 

Any       

Preferred Term 1       

Preferred Term 2       

 

Adverse Event Summary Layout 2:  All AE summaries and AE subgroup analyses will be provided in format 2.  The preferred terms 
will be sorted by descending order of frequency of the All, Any column.  Tables will be generated for Phase 1, Phase 2 Cohort 1, 
Phase 2 Cohort 2, Phase 2 Cohort 1 and 2 combined, Phase 2 Cohort 3, Phase 2 Cohort 4, Phase 2 Cohort 5, and Phase 2 Cohort 6. 

Subject Incidence of Grade 3 or Higher <AE Descriptor> Adverse Events in Descending Order of Preferred Term by Worst 
Severity 

(N = ) 

MedDRA Preferred Term n (%) Any 
Worst Grade 

3 
Worst Grade 

4 
Worst Grade 

5 

Any     
Preferred Term 1     
Preferred Term 2     
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Adverse Event Summary Layout 3:  All treatment emergent adverse events will be presented in the format below.  Tables will be 
generated for Phase 1, Phase 2 Cohort 1, Phase 2 Cohort 2, Phase 2 Cohort 1 and 2 combined, Phase 2 Cohort 3, Phase 2 Cohort 4, 
Phase 2 Cohort 5, and Phase 2 Cohort 6. 

Subject Incidence of <AE Descriptor> Adverse events in Descending Order of Preferred Term by System Organ Class and 
Worst Severity 

(N = ) 

 Any Gr 3 Gr 4 Gr 5 

     

Any <AE Descriptor> Adverse Event n(%) 
 

XX (X) XX (X) XX (X) XX (X) 

System Organ Class 1 XX (X) XX (X) XX (X) XX (X) 

     Preferred Term 1 XX (X) XX (X) XX (X) XX (X) 

     Preferred Term 2 XX (X) XX (X) XX (X) XX (X) 

System Organ Class 2     

…     
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Adverse Event Summary Layout 4:  Fatal adverse events will be summarized in the format below.  Tables will be generated for 
Phase 1, Phase 2 Cohort 1, Phase 2 Cohort 2, Phase 2 Cohort 1 and 2 combined, Phase 2 Cohort 3, Phase 2 Cohort 4, Phase 2 Cohort 5, 
and Phase 2 Cohort 6. 

Subject Incidence of Fatal Adverse Events  

(N = ) 

MedDRA Preferred Term n (%)  

Any  

Preferred Term 1  

Preferred Term 2  
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Appendix 5. 

1.DOR 

Kite Phanna, Inc. 

Derivation of Time to Event Endpoints and Last Date Known to Be 
Alive 

DOR is defined only for subjects who experience an objective response and is the time from the 
first objective response to disease progression or death due to any cause. Response and 

---
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3.PFS 

Kite Phanna, Inc. 

1111 ---

PFS is defined as the time from axicabtagene ciloleucel infosion date to the date of disease 
progression or death from any cause. Progression may be defined per Investigator read -
{Cheson 2007} or Central Read - {Cheson 2007}. Subjects not meeting the criteria for 
progression by the analysis data cutoff date will be censored at their last evaluable disease 
assessment date. PFS will be derived using disease assessments obtained on study prior to 
initiation of new anti-cancer thera excludin SC . Disease assessments after SCT will be 
used in the derivation of PFS. 
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4. OS 

Kite Phanna, Inc. 

OS is defined as the time from axicabtagene ciloleucel infusion to the date of death from any 
cause. Subjects who have not died by the analysis data cutoff date will be censored at their last 
date known to be alive prior to the data cutoff date with the exception that subjects known to be 
alive or detennined to have died after the data cutoff date for each analysis will be censored at 
the data cutoff date. 

I 
I 
I 
I 
I 
I 
I 
I 
I 
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13. HISTORY OF REVISIONS 

Version Date Description of Changes 
Original (1.0) 11MAY2015 N/A 

2.0 28AUG2016 • Added Phase 2 Cohort 3 and the corresponding objectives, sample 
size, endpoints, interim analysis and primary analyses of the cohort 

• Updated overall study sample size 
• Added the definition of Study Day 0 
• Updated the timing of primary clinical study report generation 
  
  
• Replaced lymphocyte subsets section with B-cell aplasia 
• Removed All Leukapheresed Analysis Set (ALS) 

3.0 08JUL2019 • Added Cohort 4, Cohort 5 and Cohort 6 to Phase 2 safety management 
study (SMS) and the corresponding objectives, sample size, endpoints, 
interim analysis and primary analyses of each of the cohorts 

• Clarified central read of tumor assessment data are collected for Phase 
2 pivotal study only 

• Added EQ-5D scale score and VAS score to Phase 2 SMS 
  

• Updated the section of definitions (including identified and potential 
risks) 

• Updated electronic transfer and archival of data 
• Updated the list of demographic and baseline characteristics  

  

   
• Updated imputation rules for partial or missing start dates 
  

 
• Made other changes to improve document consistency with the study 

protocol 
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