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Queste diapositive possono essere utilizzate anche per creare nuove presentazioni, nel rispetto del
riconoscimento delle fonti.

Nessuna parte della presentazione pud essere riprodotta o diffusa a scopo commerciale senza il permesso scritto
di Accademia Nazionale di Medicina.
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From trials to real word evidence in DLBCL
Openissues in CAR-T therapy
Relapse afterfirstline: BELINDA and TRASNFORM trials

CAR-T in mantle cell ymphoma

CAR-T in follicularlymphoma

Future perspective: NK, tandem CD19+CD20, allo-CAR T
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Fromtrials to real word evidence in DLBCL
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ZUMA-1 trial JCAR 017 trial

JULIET trial
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JULIET: Tisagen in relapse/refractory DLBCL

238 patients were screened
for eligibility »
[ 71 were excluded during screening
2 were still undergoing screening at data
|_cutoff
165 enrolled in the study )
50 discontinued study before infusion
12 could not have CAR-T cells
manufactured
38 had other reasons

111 received an infusion | 4 were awaiting infusion at data cutoff

( 95 received an infusion in the |
main cohort

16 received an infusion in cohort A

93 PP — 13 received an infusion =3
Iegsne Gl el = months before cutoff date

months before cutoff date
3 received an infusion <3

2 received an infusion <3
months before cutoff date [DRIRIEEC CRUS IR

DLBCL: diffuse large B-cell lymphoma

Diapositiva
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DURATION OF RESPONSE PROGRESSION-FREE SURVIVAL

Median duration among all patients NR
(95%Cl, (10— NR)

The median OS among
Patients with complete response patlents WhO recewed EN
All patients = B

infusion was 12 months

Patients with complete response
All patients

Probabilty of maintaining response
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Month fi ) : : ” .
onths since first response Months since infection

The estimated probability
of survival at months 12

was 49% (95% ClI, 39 - 59
PFS AMONG PATIENTS WITH A RESPONSE OVERALL SURVIVAL of o %% )

e

emaining progression-free

Probability of survival

Patients with complete response at month 3

Patients with complete response
Patients with partial response at month 3 3 3

All patients
4 A

Months Y;lunth;
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Diapositiva
ZUMA-1: Axi-cel in refractory LBCL 3

PFS with 2 years of follow-up

ZUMA-1 is the pivotal, multicenter, single-arm phase I/ll study

evaluating axi-cel, an autologous anti-CD19 CAR-T cell therapy
in patients with refractory LBCL

After a median follow-up of 27.1 months for cohorts 1 (DLBCL)
and 2 (PMBCL/TFL)

N=101
83% ORR; 58% CR rate
51% 2-year OS rate

Median OS not reached
10 12 14 16 18 2 22 2 2 28 30
Time (months)

OS with 3 years of follow-up

After a median follow-up of 39.1 months
47% 3-year OS rate
4 deaths since 2-year follow-up

Approximately 60% of patients relapse or progress after axi-cel

Previous analysis suggested 2 potential mechanisms of relapse
Loss of CD19 and/or involvement of immune tumor
Median OS: 25.8 months (95% Cl 12.8-NE) microenvironment in progression biopsy samples

20 24 28

Time (months)

LBLC: large B-cell lymphoma; NE: not evaluable; ORR: objective response rate,
CR: complete response
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TRANSCEND NHL 001: Pivotal phase |, multicenter design study 9

Efficacy-evaluable patients (N=256) Median follow-up (95% CIl): 12.0 (11.2-16.7) months

ORR (95% CI) 73% (67-78) CR — Median (95% CI): NR (NR-NR) months

Total — Median (95% ClI): NR (8.6-NR) months
=== PR - Median (95% Cl): 1.9 (1.1-2.1) months

CR rate (95% Cl) 53% (47-59)

Time to first CR or PR, median

(range), months L)

DoR at 6 months (95% Cl), % 60.4 (52.6-67.3)

Probability of continued response (%)

DoR at 12 months (95% Cl), % 54.7 (46.7-62.0)

Months

Efficacy among patients who received nonconforming product (n=25) was similar to those who receivedliso-cel

PR: partial response Mod. da
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SCHOLAR-1 study

Events/N ocian
(months)

All S 6.3

Event-free probability

Months from commencement of salvage therapy

Events/N i
(months)

CR 9/18 149
PR 47/63 6.9

== Non-responder 2 91 46

Event-free proba

Months from commencement of salvage therapy

ASCT: autologous stem cell transplantation

Event-free probab

Event-free probab

Events/N

Primary refractory 1431179
Refractory to second or later-line 261/306

== Relapsed =12 months post-ASCT 1118

« 0 100 140

Months from commencement of salvage therapy

Median

Events/N (months)

Months from commencement of salvage therapy

Median OS 2-year
(months) survival

6.3

0%

7% CR

Median OS
(months)

Primary

refractory 11

Refractory to =2 lines
of therapy

Relapse =12 months
after auto-SCT

Mod. da

2-year
survival

24%

17%
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Efficacy in multicenter CD19 CAR-T trials in adult NHL 11

Patient characteristics and outcomes: Comparison between pivotal clinical trials and commercial axi-cel and tisa-cel

ZUMA-11 Commercial axi-cel JULIET? Commercial tisa-cel
N patients collected 111 163 165 79

e —— oL S 154 “ 12 deaths (8%) unrelated to lymphoma
Age, median (range) 58 (23-76) 58 (18-85) 56 (22-76) 67 (36-88) progression occurred in axi-cel patients at a
. . = o ~ - median of 57 days (range 6-373), with 5 due
DLBCLincluding HGBL 76% 6% 79% 4% to infectious complications, 4 due to grade 5
ECOG 0/1 100% 86% 100% 94% NEs, 1 due to cardiac disease, 1 due to
ulmonary hemorrhage, and 1 due to HLH.
Prior autologous transplant 23% 29% 49% 23% - L ==
ORR 82% (best) 72% (day 30) 52% (best) 59% (day 30) 4 deaths (6%) unrelated to lymphoma
) ) ) progression occurred in tisa-cel patients at a
CRrate 58% (best) 43% (day 30) 40% (best) 44% (day 30) median of 48 days (range 25-146) with 2
Grade 3 or higher CRS 13%s= 13%¢d 22%c 1% due to infectious complications, 1 due to
cardiac disease, and 1 due to unknown
Grade 3 or higher NEs 31%® 41%¢ 12%?® 3% causes.
Tocilizumab use 62% 14% 13%
Steroid use 27% 57% 10% 7%
* Per Lee scale;® Per CTCAE V4.03; < Per Penn scale; @ Per institutional scale which includesa,b,c, ASTCT, and CARTOX scale

HGBL: high-grade B-cell lymphoma; CRS: cytokine release syndrome; NEs: neurologicevents; HLH: hemophagocytic lymphohistiocytosis

Mod. da
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Axi-cel in relapse/refractory LBLC 12

12 months PFS: 45% 12 months OS: 64%

Median PFS: 8.31 months
95% Cl: 6.04-15.1 months

0OS (probab

o

]

o
o
=
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w
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9 12 9 12
Time (months) Time (months)

Mod. da
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Axi-cel in RWE from the CIBMTR registry 13

Survival outcomes afteraxi-celfor LBCL

of event free

@
@
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o
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o

4 5 6 7 o 9 6 7 a ?

Time from date of infusion (months) Time from date of infusion (months)

Median follow-up: 6 months (range 1-14 months)

RWE: real world evidence Mod. da
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Tisagenin RWE from the CIBMTR registry

Comparison to JULIET pivotal trial

CIBMTR registry
N=83 (%)

60
CR 38
DoR at 3 months 75
PFS at 3 and 6 months
OS at 3 and 6 months
CRS (grade 23)

Neurotoxicity (grade 23)

JULIET
N=115 (%)

54
40
76
46/39
83/61
23
11

Diapositiva
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Openissues in CAR-T therapy
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CAR-T cell therapy: More than one step

Leukapheresis Manufacturing Infusion

Collect patient's Isolate and Engineer T cells with CAR [ Targeting element Expand Infuse same patient
white blood cells activate T cells ' gene (e.g. CD19, BCMA, CAR-T cells with CAR-T cells

} & 7. L . CD20)

Viral vector
with CAR
DNA

CAR-engineered
Tcell

Median manufacturing time: 17-28 days

Patients undergo lymphodepleting (and possibly salvage/bridging) therapy

Mod. da

Diapositiva
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Leukapheresis 17

Week -12

HSCT, DLI
' Stopping rules for ongoing therapies prior to apheresis (HD CAR-1). 1
Guidelines established for the HD-CAR-1 study at the University s -
Hospital Heidelberg.

PEG-asparaginase, lenalidomide
Growth factor (long acting, e.g. pegfilgrastim)

Inotuzumab-ozogamicin, polatuzumab-vedotin, blinatumomab
MTX (intrathecal), cyclophosphamide
Growth factor (short acting, e.g. filgrastim)

(0 Aep) sisasaydeyna| a|npayas

Steroids
Rituximab, obinutuzumab
BTK-inhibitors (e.g. ibrutinib)

HSCT: hematopoietic stem cell transplantation; DLI: donor lymphocyte infusion,; MTX: methotrexate; BTK: Bruton tyrosine kinase; PEG: pegylated Mod. da
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Patient journey

Relapse or

resistance Apheresis
Bridging
therapy

Relapse or equired

resistance

PMBCL: primary mediastinal B-cell lymphoma

Follow-up

atleast every 3

Follow-up

at least ev

months

Follow-up

at least every

months

Diapositiva
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Bridgeto CAR-T 19

6-centre 17-centre
ZUMA-11. 2 retrospective retrospective
(N=101) cohort analysis® 2 cohort analysis*
(N=104) (N=295)

Baseline characteristics

Median age, years (range) 58 (23-76) 64 (21-80) 60 (21-83)
ECOG PS 01, % 100 90 81

IPl score 23, % 46 46
DLBCL, % 76

Prior auto-SCT, % 21 27
Bridging chemotherapy, % 0 40

@ !
W o O

Chemotherapy

w

Steroids

0 |
2 &

Objective response rate m Radiation

w
]

Complete response, % 44
CRS, any grade 94
CRS grade 23 16
Neurologic AEs, any grade 76
Neurological AEs grade 23 39 3

Other

@ w
©® TN
e ° &

Median follow-up: 15.4 months. Response assessment: * Per institutional practices; ® For miTT population (n=274); < At data BCL
ECOG PS: Eastern Cooperative Oncology Group performance status; IPI: International Prognostic Index.
miTT: modified intention to treat

Real-world use of bridging therapy does notappear to influence the efficacy or safety profile of axi-cel
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The impact of bridging therapy among patients with relapsed and refractory LBCL treated with 20
commercially available axi-cel

All patients No bridging Bridging
Leuraﬁhfé)esw (n=124) (n=62) (n=62)
n=14

Age >60 64 (52%) 32 (52%) 32 (52%)

BT (n=81)
ST (n=61)
RT (n=11)
CMT (n=9)

ECOG PS2-3 17 (14%) 4 (7%) 13 (21%)

Disease progression (n=21)
CR to BT (n=1)
Failed manufacturing(n=2) IP123 68 (55%) 27 (44%) 41 (66%)

HGBL-DH/TH 23 (19%) 7 (11%) 16 (26%)

Bulky disease 079 o 2oy
10 cm) 33 (27%) 11 (18%) 22 (36%)
Axi-cel infusion

(n=124) LDH >2x ULN 26 (22%) 8 (13%) 18 (31%)

BT: bridging therapy; ST systemic therapy; RT. radiation therapy; CMT: combined modality therapy,
HGBL-DH/TH: high-grade B-cell lymphoma with MY C and BCL2 and/or BCL6 rearrangements.
LDH: lactate dehydrogenase; ULN: upper limit rmal Mod da
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The impact of bridging therapy among patients with relapsed and refractory LBCL treated with 21
commercially available axi-cel

No BT (n=62)
BT (n=62)

Percent survival
Percent survival

1 year PFS 44 vs29% 1 year 0S 70 vs 56%
p=0.06 p=0.22

5 : 2 25 0

No BT (n=62)

ST bridgin: )
=== RT bridging (n=11)
=== CMT bridging (n=6)

Percent's
Percent survival

10 15 20 25 5 10 15
Time (months) Time (months)

Mod da
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Partial remission/ refractory-relapse to CAR-T 22

PFS median follow-up (95% CI): 12.3 (12.0-17.5) months OS median follow-up (95% CI): 17.6 (13.5-18.0) m

CR — Median (95% CI): NR (NR-NR) months CR — Median (95% Cl): NR (NR-NR) months
Total — Median (95% Cl): 6.8 (3.3-14.1) months Total — Median (95% ClI): 21.2 (13.3-NR) months
PR — Median (95% Cl): 2.8 (2.1-3.0) months == PR — Median (95% Cl): 9.0 (6.0-10.4) months
SD/PD — Median (95% CI): 1.1 (1.0-1.6) months - == SD/PD — Median (95% Cl): 5.1 (2.9-6.5) months

Time (months) Time (months)

6-Month PFS (95% ClI), % 6-Month OS (95% ClI), %
All patients 51.4 (44.6-57.7) All patients 747 (68.9-79.6)

Patients with BOR of CR 76.1(67.9-824) Patients with BOR of CR 94.1(88.6-97.0)

12-Month PFS (95% CI), % 12-Month OS (95% ClI), %
All patients 441 (37.3-50.7) All patients 57.9 (51.3-63.8)
Patients with BOR of CR 65.1 (56.1-72.7) Patients with BOR of CR 85.5 (78.2-90.5)

BOR: best observed response; SD: stable disease; PD: progressive disease Mod. da
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Partial remission/ refractory-relapse to CAR-T

Diapositiva
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Which options:

Allo-TMO
Bispecific
Anti-CD19

New drugs

Clinicaltrials
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Openissues in CAR-T therapy: Toxicity 24

Hematologic
Metabolic
Infection
Neurologic
Cardiovascular
Pulmunary

©
o
=
)
o
=]
e
-
=
=
=
=
(8]

Months

A. Cumulative incidence of toxicities grade >3 with an incidence of >10% as stratified B. Severe toxicities grade 4 and grade 5 as stratified
by organ systems by organ system
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CAR-T clinical facilities

BOX 3. Clinical facilities required for safe
= administration of CAR T cell therapy

Clinical hematology unit t and outpatient On-site medical imaging service with MRI

Intensive care unit wit

Emergency department with on-site medical
resuscitation specialists that

EHA " Jte response when needed 1
THE PROC ESS ' o ‘ Pharmaq v
OF CAR T CELL N‘eurolo‘gy‘deparlmem. b e rapidly : A 31l nece

THERAPY IN EUROPE

EHA Guidance Document M efore baseline init  be lef Transfusion service able t

For mere réormeton prsae vt chawet ory | POWERED BY YOU!

Diapositiva
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Biological markers: Multivariate analyses2 for DoR and PFS in JULIET 26

Multivariate Cox regressionmodel for DoR (N=51)
Parameter Hazard ratio
Transduction efficiency (% CAR+ T cells) 233
CAR+CD4+ Effector memory T cells (10E8)log 124 0.31-495
CAR+CD8+ Effector memoryT cells (10E8)log 073 0.27-1.94
CAR-negative T cells (10E8)log 0.15-11.2
CAR+CDS8 T cells (10E8)log 0.44-377

CAR+CD4 T cells (10E8)log 0 25

0.01 1 100

Multivariate Cox regressionmodel for PFS (N=95)

Parameter Hazard ratio p value
Baseline LDH, log 0.93-1.60
Baseline CRP, log 0.93-1.20
Total viable T cells (10E8)log 0.67-1.58
Transduction efficiency (% CAR+ T cells) 6 0.86-1.56
Total number of CAR+CD4+2B4+T cells (10E8)log 0.70-1.06
Total number of CAR+CD4+ effector T cells (10E8)log 0.75-1.08

0.01 1 100

33 CAR+ T cellvariables and 12 product release attributes were examined in the univariate Cox regression for DoR and PFS
Significant variables were further evaluated in the multivariate Cox regression that were adjusted for cell count or key baseline characteristics (LDH, CRP or tumor volume)

*Multivariate analyses were adjuested for LDH, CRP, and tumor volume; CRP: C-reactive proteine Mod. da
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Relapse after first line:
BELINDA and TRANSFORM trials
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BELINDA trial )8

Inclusion criteria m Arm A: CTLO19 (n=159)

Histologically proven DLBCL NOS (de Bridging chemo
novo or transformed indolent as needed Week 6 for treatment
lymphoma), DHU/THL, FL3B, PMBCL decision

or THRBCL Week 12+ 1weekfor
disease assessment
g3mto M12

gémto M24

Annual to M60

Safety and efficacy
follow-up

n=318 randomized 1:1,
stratification by region (NA vs
ROW), refractory/relapsed <6
months vs 6-12 months, IPI

Refractory to (SD, PD, PR or CR with
relapse before 3 months) or relapsed
(CR with relapse on or after 3 months)
within 12 months from CD20 antibody
and anthracycline containing first line
therapy

6 wks PETICT

SCREENING
ENROLLMENT

Crossover allowed, if no

Arm B: SOC SDIPD

ECOG <1 (n=159) by BIRC BIRC until 1 year post ASCT

If the patient responds fo 1 or
Eligible to transplant

attempt should be made fo

bning the patient to ASCT

1* endpoint EFS
EFS event

SD/PD by BIRC at/after
week 12+ 1 week

Death at any time

ASCT: autologous hematopoietic stem cell transplant; BIRC: blinded independent review committee; HDCT: high dose chemotherapy,
M: manufacturing; CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease,
APH: apheresis; IPI: International Prognosticindex (1993); SOC: standard of care
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BELINDABULLETIN: CTL019H2301 newsletter 29

Investigator Pazienti screnati Pazienti randomizzati Pazienti screening failure

CORRADINI Paolo 0

SICA Simona 1

SANTORO Armando
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Key eligibility Futility Interim Primary endpoint
analysis analysis EFS
Age 218 and <75 years
J Y Key secondary endpoints
Aggressive NHL o.=c CRR
ovoo PFS
Arm A (SOC +HDCT & HSCT) 15 0Ss
evaluable 60% of
Strat subjecisin EFS events Main secondary endpoints
s eacharm met DoR
0 with 1= (approx. 71 ORR
response events) PFS-2
Arm B (JCAR017) assessment HRQoL

— PET-positive per
Lugano criteria,
histologically confirmed
Refractory or relapsed within
12 months from
anthracycline/anti-CD20
containing 1t line

ECOG <1

Open label, randomization (1:1)

Eligible to transplant Arm A: SOC defined as R-DHAP, R-ICE or R.GDP followed by HDCT ( )
(BEAM) and HSCT Region/country

US + Europe + Japan
Arm B: JCAR017 T cells 1x108
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CAR-T in mantle cell ymphoma
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KTE-X19 CAR-Tcellin MCL

Baseline characteristics of all 68 patients
Median age (range)
Intermediate or high risk MIPI - n (%)

Blastoid or pleomorphic morphologic characteristics of MCL - n (%)

Median n of previous therapies
Previous auto-SCT-n (%)

Previous BTK inhibitor therapy - n (%)
Ibrutinib
Acalabrutinib
Both

Relapse after auto-SCT-n (%)
Refractory to most recent previous therapy - n (%)

MCL: mantie cell lymphoma; MIPI: Mantle-Cell Lymphoma International Prognostic Index

65 (38-79)
38 (56)
21 (31)

3
55 (81)
68 (100)
58 (85)
16 (24)
6(9)

29 (43)
27 (40)

Previous therapy: chemotherapy and
anti-CD20 monoclonal antibody,
BTK inhibitor therapy

Mod. da

Diapositiva
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KTE-X19 CAR T-Cellin MCL 33

Bestresponse

40 (67)

Percent of patients

16 (27) 2(3) Median, NR (95% CI, 8.6-NE)

Percent of patients with response

OR SD
Months

os

Percent of patients a

Median, NR (95% Cl 9.2-NE) Median, NR (95% Cl, 24.0-NE)

Percent of patients without progression

14 16 18 20 22 24 26 28 N 2 ¥ 0 2 4 6 8 10 12 14 16 18

Months Months

jective response; SD: stable disease;: PD; progressive disease; CR: cpmplete response; PR: partial response Mod. da
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CAR-T infollicularlymphoma
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ZUMA-5: Study design

Phase 2
(N~160 planned for enroliment)

FL:n~125
RIR (with n = 80 evaluable for efficacy)

iNHL
MZL: n~35

response, %

Bestobjectiv

R/RFL (Grade 1 — Grade 3a) or MZL (nodal or extranodal)
= 2prior lines of therapy — must have included an anti-CD20
mAb combined with an alkylating agent

Fludarabine 30 mg/m2 IV and cyclophosphamide 500 mg/m?
IV in days -5, -4, -3

2x10° CAR+ cells/kg

All patients (n=96) FL (n=80)

93% ORR 95% ORR

80%CR 81%CR

(n=77)

(n=65)

ORR (IRRC-assessed per
the Lugano classification)

CRrate (IRRC-assessed)
DoR, PFS, OS

AEs

CAR T cell and cytokine levels

MZL (n=16)

75%CR
(n=12)

Diapositiva
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ZUMA-5: Results

DoR PFS

FL (n=80) MZL (n=16) FL (n=80)
Median follow-up (range), months 6 10.1-28.8) 11.1(1.9-23.9) Median DoR (95% Cl), months 235 (22.8-NE)

Median DoR (95% Cl), months

12 14 16 18

Time (months) Time (months)

Median FU: 15.3 months; Median DoR: 20.8 months
Median FU: 15.3 months; Median PFS: 23.5 months (95% Cl 22.8-NE)
Median OS not reached

MZL (n=16)
11.8 (6.0-12.0)

Diapositiva
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Future perspective:
NK, tandem CD19+CD20, allo-CAR-T




V. .
ks Key slides | CAR-T nel 2021 Diapositiva

Four generation of CAR-T cells 38

b ¢ Phospholipid @ Glycogen Signalin chain: CD3 { ® Cytokine

@ Protein Target recognition: scFv @ Co-stimulator: CD28/CD137

4G contains vectors encoding CAR and specific reactive promotor
which could produce and secrete transgenic cytokines, such as IL-12

IL-12: interleukin-12; scFv: single chain fragment variable Mod. da
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Targeting multiple molecules to overcome limitation of antigen loss in CAR-T cell therapies

A. Receptorgenetic mutations A. Coadministration B. Bicistronic

Tumor

B. Celllineage change

— ®

— S

C. Cotransduction D. Tandem

Anti-CD19 CD19+

CAR-T cell tumor C. Epitope masking

¢ t\\

Mod. da

Diapositiva
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Procedures for clinical application of CAR-NK adoptive cell therapy (ACT) 40

PCMV

fori

S,
SV40ori

Irradiation PCMV-CAR
— Amp*

NK
CAR structure Neomycin

SV40pA
Ori ’
o

cells lines

Tumor Tumor
antigen

‘CAR /

Co—stimulatoyy
Infuse NK into patient R

NK: natural killer; UCB: umbilical cord blood; ESC: embryonic stem cells; iPSC: induced pluripotent stem cells; PCMV: porcine Cytomegalovirus Mod. da
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Highlights

Targeted lysis of CAR-NK is based on CAR and receptor dependent mechanisms

Achievements of CAR-NK are described in detail in pre-clinical and clinical studies

Introducing IL-15, ICR and suicide genes infto CAR-NK enhance its safety and efficacy

Advances of CAR-NK will lead tumor immunotherapy into the era of precision medicine

Tumors

Lymphoma, leukemia
Lymphoma, leukemia
AML

Solid tumors

NSCLC

GBM

B-ALL

B-ALL

B-lymphoma

AML: acute myeloid leukemia; ICR: inverted cytokine receptor

NK source
NK-92
NK-92
NK-92
NK-92
NK-92
NK-92
PB-NK
PB-NK
UCB-NK

CAR structure
CD28+4-1BB+CD3(
CD28+4-1BB+CD3¢
CD28+4-1BB+CD3{
Unknown

Unknown

CAR5.28.z (HER2 taNK)
CD8aiq+4-1BB+CD3C
CD8ary,+4-1BB+CD3(
CD28+CD3( +iCasp9+IL-15

Stage

7

7

I (complete)
1l

|

|

I

| (complete)
]l

NCT

NCT02742727
NCT02892695
NCT02944162
NCT02839954
NCT03656705
NCT03383978
NCT01974479
NCT00995137
NCTO03056339
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Conclusions 43

B Active disease PR CR, MRD+ (BM) I CR, MRD- (BM) HSCT Relapse or progression
— Lostto follow-up =) On follow-up —® Died

l
Dose level 1, . —
1x107 cells/kg

Rituximab x4

-
Among 11 patients with

Dose level2. J venetoclax R/R CD19-positive cancers,

1x108 cells/kg , | a majority had a response
to treatment with CAR-NK

7 -{lllenalidomide- cells without development
| of major toxic effects
-

s
Dose level 3,

1x107 cells/kg ,, ij .

-

°
2
©
@
o
o
o
=
©
@
o
=
=
=
=
4
©
o

Months since infusion of CAR-NK cells
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CAR-T in Humanitas

6 PMBCL
28 DLBCL
1ALL

SPERIMENTAL |
CAR-T ELIGIBLE NOTELIGIBLE
PROGRAM 24 (68%) 1
9

APHERESIZED
n=24 (100%)

NOTINFUSED
2 protocol driven WAITING FOR
1 rapidly INFUSION

progressive 3
disease

INFUSED
18

TODAY

Diapositiva
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Work in progress

44

BELINDA trial (top enroller in ltaly) Gut microbioma and CAR.T

TRANSFORM ftrial (with Maria Rescigno)
Allogeneic NK CAR-T in Retreatment in DLBCL responsive to first
hematologic/solid tumors CAR-T

CD30+ CAR-T in Hodgkin Retreatment in follicular lymphoma






