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Kite, a Gilead Company is providing this document to US Healthcare Professionals in
response to your unsolicited request for medical information. Some of the information
contained in this response may be outside of the US FDA-approved Prescribing Information.
Kite does not intend to offer an opinion regarding the clinical relevance of these data or the
advisability of administering any drug in a manner inconsistent with its approved labeling.
Please refer to the product labeling for complete product information.

The full indication, important safety information, and boxed warnings are available at:

/lwww.ail .com/-/media/fil fs/medicin ncol rt rta-pi.

Relevant Prescribing Information?

According to the YESCARTA US Prescribing Information (USPI), in the overall ZUMA-7
study population, the median age was 59 years (range: 21 to 81 years) and the median age
of the YESCARTA-treated safety population was 59 years (range: 21 to 80 years).
Additionally, in section 8.5 Geriatric Use: of the 422 patients with NHL who received
YESCARTA in clinical trials, 127 patients (30%) were 65 years of age and older. No

clinically important differences in safety or effectiveness were observed between patients
aged 65 years and older and younger patients.

Outcomes in Elderly Patients in ZUMA-7
ZUMA-7 Study Description

The ZUMA-7 study is an international, multicenter, randomized, phase 3 trial comparing
Yescarta with standard care as second-line treatment in patients with early relapsed (<12
months) or refractory large B-cell lymphoma (LBCL).%? Patients were randomized to receive
either Yescarta or standard care. The standard care regimen consisted of 2-3 cycles of an
investigator-selected, protocol-defined chemoimmunotherapy regimen followed by high-dose
chemotherapy, and patients that were responsive to chemoimmunotherapy proceeded to
autologous stem cell transplant. As such, ZUMA-7 was designed to evaluate patients that
were intended to proceed to high-dose therapy with autologous stem cell transplant (HDT-
ASCT).

The primary endpoint for ZUMA-7 was event-free survival (EFS) by blinded central review.
EFS was defined as the time from randomization to the earliest date of disease progression
(Lugano Classification), commencement of new lymphoma therapy, death from any cause,
or a best response of stable disease up to and including the response on the Day 150
assessment after randomization.? Key secondary endpoints included objective response
rates (ORR), overall survival (OS), progression-free survival (PFS), incidence of AEs
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(including cytokine release syndrome [CRS] and neurologic events), and patient-reported
outcomes.

Subgroup Analysis in Patients Aged 265 Years

A pre-planned subgroup analysis of ZUMA-7 (a randomized, open-label, multicenter, phase
3 study [NCT03391466]?) assessed the safety and efficacy of Yescarta as second-line therapy
in patients with relapsed/refractory LBCL who were 265 years.3#5

Patient Characteristics

The median age for the 359 patients enrolled and randomized in ZUMA-7 was 59 years
(range, 21-81), with 109 patients (30%) 265 years.?>* The median age for the 180 patients in
the Yescarta arm was 58 years (range, 21-80), with 51 patients (28%) =65 years. Of the
179 patients randomized to the standard-care arm, the median age was 60 years (range 26—
81), with 58 patients (32%) 265 years.? In the Yescarta and standard of care arms, 26 and
27 patients were 270 years of age, respectively.?

The subgroup analysis included 109 patients aged =265 years. The median age was 69 years
(range, 65-81), with 51 and 58 patients in the Yescarta and standard care arms, respectively.
Baseline characteristics are shown in Table 1.345

Table 1. Baseline Characteristics for Patients Aged 265 Years in ZUMA-7 (N=109)34°

Yescarta SOC Overall
(n=51) (n=58) (N=109)

Median age (range), years 70 (65-80) 69 (65-81) 69 (65-81)
Male, n (%) 28 (55) 39 (67) 67 (61)
Disease stage lll or 1V, n (%) 42 (82) 44 (76) 86 (79)
SAAIPI of 2-33, n (%) 27 (53) 18 (31) 45 (41)
Response to 1L therapy?, n (%)

Primary refractory 37 (73) 39 (67) 76 (70)

Relapse <12 months of 1L therapy 14 (27) 19 (33) 33 (30)
Disease type per investigator, n (%)

DLBCL not specified 27 (53) 40 (69) 67 (61)

T-cell/history-rich LBCL 0 (0) 1(2) 1(1)

Large cell transformation from

follicular lymphoma 7(14) 9 (16) 16 (15)

HGBL with/without MYC and BCL2

arg::jlor Bé:L/G :eg?r;nge%:ntd © 17(33) 8 (14) 25 (23)
Elevated LDH level® 31 (61) 24 (41) 55 (50)

Abbreviations: 1L=first-line; DLBCL=diffuse large B-cell lymphoma; HGBL=high grade B-cell lymphoma;
LBCL=large B-cell lymphoma; LDH=lactate dehydrogenase; sAAIPI=second-line

age-adjusted International Prognostic Index; SOC=standard of care.

aAs reported by investigator at the time of randomization via interactive voice/web response system.
bLDH level greater than upper limit of normal per local laboratory reference range.

Efficacy

The primary endpoint of EFS showed a stratified HR of 0.276 (95% CI, 0.164-0.465) and a
stratified P-value (descriptive) of <0.0001. In elderly patients, with 24.3 months median
follow-up, median EFS was longer with Yescarta versus standard care (21.5 months
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[95% CI, 5.0—not evaluable] vs 2.5 months [95% CI, 1.6-3.2], respectively).® Kaplan-Meier
estimates of the 24-month EFS rates for the Yescarta arm and standard care arm were
47.8% (95% ClI, 33.2—61.0) and 15.1% (95% ClI, 7.1-25.8), respectively.® Multivariate
analyses also showed similar EFS results when adjusted for differences in baseline
characteristics (HR, 0.23; 95% CI, 0.12-0.45; descriptive P<0.0001).345

Among the elderly patients, ORR for the Yescarta arm and standard care arm were 88%
(75% CR) and 52% (33% CR), respectively, with an odds ratio of 8.81 (95% CI, 2.71-32.14)
and descriptive P-value of <0.0001.345

Table 2. Efficacy in Patients Aged 265 Years in ZUMA-72356

Event-free Survival

2 65 years All Patients
Yescarta Standard Care
(N=51) (N=58)
Median EFS (95% CI), mo 21.5 (5.0-NE) 2.5(1.6-3.2) 8.3 (4.5-15.8) 2.0 (1.6-2.8)
24-mo EFS Rate (95% ClI), % 47.8% (33.2-61.0) | 15.1% (7.1-25.8) | 40.5% (33.2-47.7) | 16.3% (11.1-22.2)
Stratified HR (95% ClI) 0.276 (0.164-0.465) 0.398 (0.308-0.514)
Stratified P-Value (descriptive) <0.0001 <0.0001

Objective Response Rate

2 65 years All Patients
Yescarta Standard Care
(N=51) (N=58)

ORR, % 88% 52% 83% 50%
Odds ratio (95% ClI) 8.81 (2.71-32.14) 5.31 (3.08-8.90)
P-value <0.0001 (descriptive) <0.001

CR, % 75% 33% 65% 32%

Abbreviations: CR=complete response; EFS=event-free survival; HR=hazard ratio; NE=not evaluable;
ORR=0bjective response rate.
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Figure 1. EFSin Patients 265 Years in ZUMA-734°

Median EFS | 24-mo EFS Rate | Stratified HR | Stratified P Value
1007 Population Treatment (95% Cl), mo |  (95% Cl), % (95% CI) (Descriptive)
265 Years Axi-Cel (N=51) 21.5 (5.0-NE) | 47.8% (33.2-61.0) 0.276 <.0001
® 80- SOC (N=58) 2.5(1.6-3.2) 15.1% (7.1-25.8) (0.164-0.465) ’
T': All Patients® Axi-Cel (N=180) | 8.3 (4.5-15.8) | 40.5% (33.2-47.7) 0.398 <.0001
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Figure adapted with permission.

Abbreviations: Axi-cel=axicabtagene ciloleucel; EFS=event-free survival; HR=hazard ratio; mo=month; NE=not
evaluable; SOC=standard of care.

Results from the primary OS analysis of patients aged 265 and =70 years from the ZUMA-7
study showed that at a median follow-up of 46.6 months, Yescarta was associated with
prolonged OS (Figure 2) and PFS (Figure 3) compared to SOC treatment. In patients aged
=65 years, median OS was 43.5 months (95% ClI, 20.9-NE) in the Yescarta arm and

19.5 months in the standard care arm (95% CI, 12.3—NE), with a stratified HR of 0.691 (95% ClI,
0.401-1.190); median PFS was 28.6 months (95% CI, 5.1-NE) for the Yescarta arm and
5.0 months (95% CI, 2.8-7.3) for the standard care arm (HR, 0.406; 95% CI, 0.230-0.715).
In patients aged =70 years, median OS was 24.7 months (95% ClI, 12.8—-NE) in the Yescarta
arm and 11.2 months in the standard care arm (95% CI, 6.1-NE), with a stratified HR of
0.330 (95% ClI, 0.135-0.809); median PFS was 11.4 months (95% CI, 4.1-NE) for the
Yescarta arm and 2.7 months (95% CI, 1.7-5.0) for the standard care arm (HR, 0.206;

95% ClI, 0.078-0.547).7
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Figure 1. OS of Yescarta Versus SOC in Patients Aged 265 and 270 Years in ZUMA-7’

Patients Aged 265 Years
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Figure adapted with permission.

Abbreviations: Axi-cel=axicabtagene ciloleucel; HR=hazard ratio; NE=not estimable; OS=overall survival;
SOC=standard of care.
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Figure 2. PFS of Yescarta Versus SOC in Patients Aged 265 and 270 Years in ZUMA-7’
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Figure adapted with permission.

Abbreviations: Axi-cel=axicabtagene ciloleucel; HR=hazard ratio; NE=not estimable; PFS=progression-free survival,
SOC=standard of care.

Safety

Adverse events (AEs) of any grade occurred in 100% of elderly patients. AEs of Grade =3
occurred in 46/49 (94%) patients in the Yescarta arm and 45/55 (82%) patients in the
standard-care arm (Table 3). Cytokine release syndrome was recorded only for patients
treated with Yescarta. Any grade CRS occurred in 48 (98%) patients, and Grade 23 CRS
occurred in 4 (8%) patients. The median time to CRS onset was 3 days, with a median
duration of 8 days. In the Yescarta arm, neurologic events of any grade occurred in 32 (65%)
patients, and 13 (27%) patients had Grade 23 neurologic events. The median time to
neurologic event onset in the Yescarta arm was 7 days, with a median duration of 9 days.
In the standard care arm, neurologic events of any grade occurred in 14 (25%)
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patients, and 1 (2%) patient had Grade 23 neurologic events. The median time to neurologic
event onset in the standard care arm was 26 days, with a median duration of 39 days.34°

Rates of cytokine release syndrome (CRS) and neurologic events, including Grade =3
events, were slightly higher in patients aged 265 years compared with the overall ZUMA-7
population. CRS occurred in 98% and 8% for any grade and Grade 23, respectively, in
patients 265 years of age. In the overall ZUMA-7 population, CRS occurred in 92% and 6%
for any grade and Grade 23, respectively.3®

In the Yescarta arm, neurologic events occurred in 65% and 27% for any grade and
Grade =3, respectively, in patients 265 years of age. In the overall Yescarta population,
neurologic events occurred in 60% and 21% for any grade and Grade =3, respectively.®®

In the standard care arm, neurologic events occurred in 25% and 2% for any grade and
Grade 23, respectively, in patients 265 years of age.® In the overall standard care
population, neurologic events occurred in 20% and 1% for any grade and Grade 23,
respectively.?

Table 3. Summary of Grade 23 AEs in Patients 265 Years in ZUMA-7457

Yescarta SOC
n (%) (n=49) (n=55)
Any Grade 23 AE2P 46 (94) 45 (82)
Pyrexia 4 (8) 0 (0)
Neutropenia® 39 (80) 24 (44)
Nausea 12 35
Any Grade =3 serious AE, n (%)¢ 25 (51) 23 (42)
Grade 23 CRSef 4 (8) —
Grade =3 neurologic eventseh 13 (27) 1(2)
Reason for Death, n (%) 25 (51) 29 (53)
Progressive disease 20 (41) 20 (36)
Gradg 5AEs _during protocol-specified 2 (a) 1(2)
reporting period
New or secondary malignancy 1 (2) 0 (0)
Other reason for death 2 (4) 8 (15)m
Definitive therapy-related mortality 0 (0) 12

Abbreviations: AE, adverse event; CRS, cytokine release syndrome; SOC, standard of care.

ancluded are the 3 most common AEs of any grade occurring in the Yescarta arm.

bIn patients aged <65 years, Grade 23 AEs occurred in 109 (90%) Yescarta patients and 95 (84%) SOC patients.
°Neutropenia refers to the combined preferred terms of neutropenia and neutrophil count decreased.

dIn patients aged <65 years, Grade 23 serious AEs occurred in 47 (39%) Yescarta patients and 44 (39%) SOC
patients.

eCRS was graded according to Lee et al.®

fin patients aged <65 years, Grade 23 CRS occurred in 7 (6%) Yescarta patients.

9Neurologic events were identified per prespecified search list based on methods used in the blinatumomab
registrational study.

hIn patients <65 years, Grade 23 neurologic events occurred in 23 (19%) Yescarta patients and 0 (0%) SOC
patients.

Due to pneumonia (n=1) and COVID-19 (n=1).

iDue to cardiac arrest.

kDue to acute myeloid leukemia.

Page 7 of 10

Intended for U.S. Healthcare Professionals only
Last Updated: 19 Feb 2025



'Due to COVID-19 (n=1) and natural progression from prior subdural hematoma, unrelated per investigator
assessment to lymphodepleting chemotherapy and Yescarta (n=1).

MDue to COVID-19 (n=4), cardiopulmonary arrest, subarachnoid hemorrhage and subdural hematoma (n=1),
sepsis (n=1), urosepsis (n=1), and unknown cause of death (n=1).

"Due to cardiac arrest.

Patient-Reported Outcomes

Patient-reported outcomes were evaluated in a pre-planned subgroup analysis of ZUMA-7
patients aged 265 years, and the quality of life (QoL) analysis set comprised 46 Yescarta and
42 SOC patients aged 265 years. There was a clinically meaningful difference in mean
change of scores from baseline at Day 100 in favor of Yescarta for European Organization
for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire- Core 30
(QLQ-C30) Global Health (P<0.0001), Physical Functioning (P=0.0019), and EuroQoL
5-dimension questionnaire using a 5-level scale (EQ-5D-5L) visual analog scale (VAS;
P<0.0001).35

For all 3 domains (EORTC QLQ-C30 Global Health Status, EORTC QLQ-C30 physical
functioning, EQ-5D-5L VAS), scores favored (P<0.05) Yescarta over SOC at Day 150. The
mean estimated scores numerically returned to or exceeded baseline scores earlier in the
Yescarta arm (by Day 150) but never equaled or exceeded baseline scores by Month 15 in
the SOC arm.35

Additional PRO domains with mean change of scores from baseline to Day 100 in favor of
Yescarta were EQ-5D-5L Index and EORTC QLQ-C30 Role Functioning, Emational
Functioning, Social Functioning, Fatigue, Dyspnea, Appetite Loss, and Diarrhea.3®
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Abbreviations

AE=adverse event
CR=complete response
CRS=cytokine release
syndrome

DLBCL=diffuse large B-cell
lymphoma

EFS=event-free survival
EORTC=European
Organization for Research
and Treatment of Cancer

EORTC QLQ-C30=
European Organization for
Research and Treatment of
Cancer Quality of Life
Questionnaire-Core 30
EQ-5D-5L=EuroQoL five-
dimension questionnaire
using a five-level scale
HDT-ASCT=high-dose
therapy with autologous
stem cell transplant

ICANS=immune effector
cell-associated neurotoxicity
LBCL=large B-cell
lymphoma

OR=objective response
ORR=0bjective response
rate

OS=overall survival
PFS=progression-free
survival

SOC=standard of care

Product Label

For the full indication, important safety information, and Boxed Warning(s), please refer to
the YESCARTA® (axicabtagene ciloleucel) US Prescribing Information available at:
https://www.gilead.com/-/media/files/pdfs/medicines/oncology/yescartalyescarta-pi.pdf

Follow Up

For any additional questions, please contact Kite Medical Information at:
7R1-844-454-KITE (1-844-454-5483) or < medinfo@kitepharma.com

Adverse Event Reporting
Please report all adverse events to:
Kite 1-844-454-KITE (1-844-454-5483)

FDA MedWatch Program by 1-800-FDA-1088 or < MedWatch, FDA, 5600 Fishers Ln,
Rockville, MD 20852 or “fj www.accessdata.fda.gov/scripts/medwatch

Data Privacy

The Medical Information service at Kite, a Gilead Company, may collect, store, and use your
personal information to provide a response to your medical request. We may share your
information with other Kite or Gilead colleagues to ensure that your request is addressed

appropriately. If you report an adverse event or concern about the quality of a Kite or Gilead
product, we will need to use the information you have given us in order to meet our
regulatory requirements in relation to the safety of our medicines.

It may be necessary for us to share your information with Kite’s affiliates, business partners,
service providers and regulatory authorities located in countries besides your own. Kite has
implemented measures to protect the personal information you provide. Please see the Kite
Privacy Statement (https://www.kitepharma.com/privacy-policy/) for more information about
how Kite handles your personal information and your rights. If you have any further
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guestions about the use of your personal information, please contact
privacy@kitepharma.com.

YESCARTA, KITE and the KITE logo are trademarks of Kite Pharma, Inc. GILEAD and the
GILEAD logo are trademarks of Gilead Sciences, Inc.
© Kite Pharma, Inc. All rights reserved.
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