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Management of DLBCL
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Figure adapted from Sehn LH, Salles, G. N Engl J Med. 2021;384(9):842-858
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CAR T-cells for 2L LBCL
• Patients with large B-cell lymphoma (LBCL) primary refractory to or relapsed (R/R) ≤ 12 months after first-line
(1L) therapy have poor outcomes with the current standard of care (SOC), salvage chemotherapy (CT) followed
by high-dose CT (HDCT) and autologous stem cell transplantation (ASCT)*
―

Three-year event-free survival (EFS) rates are ~20%*
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Inter-trial comparisons should not be made due to differences in study design, patient populations, treatment interventions and duration of follow-up, among others.
We cannot make direct comparisons or draw conclusions from one trial to another. For descriptive purposes, trial information are listed.
*Gisselbrecht C, et al. J Clin Oncol 2010;28:4184—4190. Figures adapted from Locke et al. NEJM 2021; Kamdar et al. Lancet 2022 #91; Bishop et al. NEJM 2021

CAR T-cells for 2L LBCL

ZUMA-7

TRANSFORM

BELINDA

axi-cel and liso-cel:
New SOC for
refractory/early relapsed
(<12 months) « fit » 2nd line
DLBCL patients

Median EFS CART vs ASCT :
8.3 Mo vs 2 (p<0.0001)

Median EFS CART vs ASCT :
10.1 Mo vs 2.3 (p<0.0001)

Median EFS CART vs ASCT : 3
Mo vs 3 Mo

Inter-trial comparisons should not be made due to differences in study design, patient populations, treatment interventions and duration of follow-up, among others.
We cannot make direct comparisons or draw conclusions from one trial to another. For descriptive purposes, trial information are listed.
Locke et al. NEJM 2021; Kamdar et al. ASH lancet 2022 #91; Bishop et al. NEJM 2021

TRANSFORM : going into further details
PET-positive
disease reconfirmed

 N= 184 patients
* SOC arm : n= 92
• Liso-cel arm: n=92
 Only 1 manufacturing failure and 1 nonconforming product
 Manufacturing time and delay between
randomisation and infusion were longer
in Europe than in US

Lymphodepletion

Leukapheresis
prior to
randomization

R
1:1

 58 (63%) patients in the liso-cel group
received bridging therapy, mostly due to
high tumour burden (one cycle of
bridge: 91%, R-ICE : 63%, R-GDP 32%, RDHAP 14%)
 Only 46.2% of patients went onto ASCT in
the SOC arm
 52% of patients in the SOC arm received
liso-cel in 3rd line (crossover)
aA

switch within one of the 3 protocol-defined salvage regimens was allowed in
case of toxicity or unsatisfactory response. bEFS is defined as the time from
randomization to death from any cause, PD, not achieving a CR or PR by 9 weeks
after randomization, or start of new antineoplastic therapy due to efficacy concerns,
whichever occurred first
Kamdar et al. Lancet 2022; 399:2294-308

1 cycle of bridging
therapy with RDHAP, R-ICE, or
R-GDP allowed
during liso-cel
manufacturing

FLU 30 mg/m2 IV and
CY 300 mg/m2 IV × 3 days

Primary endpoint: EFSb (per
IRC)
Key secondary endpoints:

Liso-cel
100 × 106 CAR+ T cells

SOCa

(3 cycles, IV)

R-DHAP, R-ICE, or R-GDP
followed by

CR rate, PFS, and OS
Other secondary endpoints:
ORR, DOR, EFS, OS rates at
6,12, 24, and 36 months,
safety, HRQoL, and hospital
resource utilization

HDCT (carmustine,

Exploratory endpoints:

autologous HSCT

Cellular kinetics and
B-cell aplasia

etoposide, cytarabine, and
melphalan) and
Crossover to liso-cel allowed

Manufacturing time and time from randomisation to liso-cel infusion

TRANSFORM : selected clinical features at inclusion
Characteristics

Liso-cel group (n=92)

SOC group (n=92)

Male

44 (48%)

61 (66%)

Median age (IQR)

60 (53.5-67.5)

58 (42-65)

aaIPI 2-3

36 (39%)

37 (40%)

Primary refractory

67 (73%)

68 (74%)

DLBCL, NOS

53 (58%)

49 (53%)

DLBCL transformed from iNHL

7 (8%)

8 (9%)

Double hit HGBCL

9 (10%)

14 (15%)

Triple hit HGBCL

13 (14%)

7 (8%)

PMBCL

8 (9%)

10 (11%)

Secondary CNS lymphoma

1 (1%)

3 (3%)

Adapted from Kamdar et al. Lancet 2022; 399:2294-308

TRANSFORM : PFS and OS

PFS

Median follow-up in both arms: 6.2 months

OS

13 deaths in the
liso-cel group
vs 24 deaths in
the standard-ofcare group

Event-free survival rates at 6 months were 63% (95% CI 52–75%)
for the liso-cel group and 33% (95% CI 23–44%) for the standardof care group.
Kamdar et al. Lancet 2022; 399:2294-308

To adjust for the confounding effect of patients in the standard-of-care
group crossing over to receive liso-cel, results of the prespecified
supportive analyses of OS showed a difference in OS in favour of the lisocel group from both the two-stage estimator model (stratified HR 0·32;
95% CI 0·16–0·64) and the rank-preserving structural failure time model
(stratified HR 0·27; 95% CI 0·12–0·62)

TRANSFORM: TEAEs of special interest (safety set)
Patients with CRS and NEs

Treatment for CRS and NEs

Liso-cel arm
(n = 92)

30

Steroids

Any grade

45 (49)

Grade 1

34 (37)

Grade 2

10 (11)

Grade 3

1 (1)b

Grade 4/5

0

Time to onset, days, median (range)

5 (1—63)

Time to resolution, days, median (range)

4 (1—16)

NE,c n (%)
Any grade

25

2%

20

9%

Tocilizumab
Tocilizumab and steroids
10%

15

10
15%

13%

5

7%

0

1%

11 (12)

Grade 1

5 (5)

Grade 2

2 (2)

Grade 3

4 (4)

Grade 4/5

Patients, %

CRS,a n (%)

0

CRS and/or NEs

Other adverse events of special interest

CRS

NEs

Liso-cel arm
(n = 92)

SOC arm
(n = 91)

Time to onset, days, median (range)

11 (7—25)

Prolonged cytopeniad

40 (43)

3 (3)

Time to resolution, days, median (range)

6 (1—30)

Grade ≥ 3 infection

14 (15)

19 (21)

aGraded

according to the Lee 2014 criteria; bGrade 3 CRS event due to hypertransaminasemia, which resolved 2 days later; cDefined as investigator-identified neurological adverse events related
to liso-cel. These were graded using the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE), version 4.03; dGrade ≥ 3 anemia, neutropenia, or
thrombocytopenia at 35 days after liso-cel infusion for the liso-cel arm or at 35 days after the start of the last CT for the SOC arm.
Kamdar et al. Lancet 2022; 399:2294-308

ZUMA-7 : subgroup analysis in elderly LBCL
•

Preplanned subgroup analysis of ZUMA-7 (axi-cel vs SOC as 2nd line therapy in transplant eligible R/R LBCL) in
patients aged ≥65 years
Compared with SOC
patients, more axi-cel
patients had high-risk
features

Sureda A. et al. EHA 2022, Abstract S211

ZUMA-7 : subgroup analysis in elderly LBCL
EFS

-

The primary endpoint of EFS showed that treatment
with axi cel was superior to SOC (HR, 0.276,
p<0.0001)
>8-fold greater median EFS
>3-fold greater estimated 24-months EFS rate

Sureda A. et al. EHA 2022, Abstract S211

OS

-

-

OS was prolonged in the axi cel arm compared with the
SOC arm (HR 0.517, p=0.0175)
57% of SOC patients received subsequent CAR T-cells
(off protocol)
OS at 2 years : 64% in the axi cel arm vs 51% in the SOC
arm

ZUMA-7 : safety and QoL analysis in LBCL aged ≥65 years

•

There were slightly higher rates of CRS and neurologic events
in elderly patients compared with the overall ZUMA-7
pppulation (Gr3+ CRS : 6%, Gr 3+ NT: 19%)

Sureda A. et al. EHA 2022, Abstract S211

•
•

Clinically meaningful difference in QoL scores from baseline at
Day 100 in favor of axi-cel over SOC
Patients recover faster from treatment with axi-cel than from
ASCT

PILOT: single-arm phase II study of liso-cel as 2nd line for R/R LBCL
unfit for transplant

Transplant not intended criteria
TNI criterionb

Details

Age

≥ 70 years

ECOG PS

ECOG PS of 2
DLCO ≤ 60% adjusted for
gender-specific hemoglobin
concentration

Impaired
pulmonary
function
Impaired cardiac
function
Impaired renal
function
Impaired hepatic
function

LVEF < 50%
CrCl < 60 mL/min (calculated
using Cockcroft-Gault)
AST/ALT > 2 × ULN

33% of patients met ≥ 2 of the 6 protocolspecified TNI criteria

Sehgal A. et al. Lancet 2022

PILOT: liso-cel efficacy in transplant-ineligible R/R LBCL

The median (95% CI) PFS was 9.03 months
(4.17—NR)

Sehgal A. et al. EHA 2022, Abstract S258

The median (95% CI) OS was NR (17.28—NR)

PILOT: liso-cel safety profile in transplant-ineligible R/R LBCL
The most common grade ≥ 3 AEs were neutropenia (48%),
leukopenia (21%), and thrombocytopenia (20%)

• Of the 16 patients who received tocilizumab for CRS, 15 received only 1 tocilizumab dose; no
prophylactic corticosteroids and no vasopressors
Sehgal A. et al. EHA 2022, Abstract S258

Take-home messages
• ZUMA-7 and TRANSFORM:
• CAR T-cells demonstrated superior efficacy over HDC+ASCT for « fit » patients
• Axi-cel and liso-cel now FDA approved and available for DLBCL with early disease progression (<1
year) . Axi-cel & Liso-cel are under review at EMA
• ZUMA-7 65+ subgroup analysis:
• Superior clinical outcomes and patient experience with axi-cel over ASCT
• Older patients, frequently considered ASCT-ineligible based on age, can safely receive axi-cel
• PILOT
• Liso-cel is efficacy with a manageable toxicity profile in elderly R/R DLBCL unfit for transplant
• Clinically meaningful results for responders in a population who has a very high unmet medical
need
• CAR T clinical trials evidence suggest that eligibility to CAR T-cells can be broader than HDC + ASCT
• This finding need to be confirmed in clinical practice

Kamdar et al. Lancet 2022; 399:2294-308; Sureda A. et al. EHA 2022, Abstract S211; Sehgal A. et al. EHA 2022, Abstract S258
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