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Los Limites (teoricos) de la quimioterapia

Principios crecimiento cel. tumoral

eLeyes de Skipper:
v Tiempo de duplicacion tumoral es independiente de su
volumen
v'Los farmacos antitumorales siguen una cinética de
orden 1 (destruyen un % de células

Leucemia aguda

;Pueden curarse?

12 12
1012 cel tumoralgs ENF. ACTIVA 10
(1 Kg de leucemia) 10°
Tto de , 106
Induccion 103
109 cel tumorales 10

(1 g de leucemia) 1/102
(WATOE




¢Como superar estos limites “tedricos”?

v'Hipotesis de Goldie-Coldman:
v'La probabilidad de que un tumor tenga células
resistentes a un tratamiento depende de:
-Tamano celular Exposicion a antineoplasicos:

- o d taci -Rapida
-Frecuencia de mutaciones -Temprana

v Incrementar la intensidad de dosis (Cantidad de QT en
un tiempo):
-Importante en tumores crecimiento rapido (linfoma,
leucemia)
-Se consigue:
o Aumentando dosis (Trasplante hemopoyético)
o Evitando descansos (G-CSF)




Otras aproximaciones: ¢{Qué aprendemos del TPH?

TABLE 1 | European LeukemiaNet (ELN) recommendations for allogeneic stem cell transplantation in patients with AML in first complete remission.

AML risk
group

Risk assessment

Chemotherapy*

(%)

Risk of relapse following
consolidation treatment

Allo-SCT (%)

Non-relapse mortality risk that would indicate

Non-relapse
mortality (%)

Good

Intermediate

Paoor

Very poor

{(8; 21) with WBC <20 35-40
Inv(18)/t(16; 16)

Mutated CEBPA (bi-allelic)
Mutated NPMT (No FLT3-ITD
mutation)

Early first complete remission (after
first cycle of chemotherapy) and
MRD negative

1(8; 21) with WBC =20 50-55
Cytogenetically normal (or loss of X

and Y chromosomes), WBC count

<100 and early first

complete remission

Otherwise good or intermediate, but 70-80
not in complete remission after first

cycle of chemotherapy

Normal cytogenetics and WBC =100

Abnormal cytogenetics

Meonosomal karyotype =90
Abn3g26

Enhanced Evi-1 expression

20-25

30-40

40-50

<3-4

10-15

<20-25

<30

<40



Otras aproximaciones: Inmunomodulacion

multiple myeloma after autotransplantation of
peripheral blood progenitor cells. Spanish Regist:
Transplantation in Myeloma].

Documento en espaiol
2] SANGRE [ISSN: 0036-4355]

35 Grci Lara,: Die el Martins,  ahuert, Al A O, Sureda A San A | Progression-free survival

HR Low Risk of - High Risk of

Source PbBT  MedR (95%Crl) Progression/Death . Progression/Death
Len-Pred 10 1 0.39(0.28-0.53) — |
Len 4 2 0.47 (0.39-0.55) e 5

R 23 0.50 (0.25-1.02) —8—
Thal-Bort 3 4 0.58 (0.35-0.95) ——
Bort-Pred 1 5 0.72 (0.40-1.27) —
Thal 0 ;] 0.73(0.53-1.00) —I—

f——— -> IFN 0 ) 0.91(0.55-1.51) —a—
No maintenance/placebo 0 8 1.00 5
01 | 10

JAMA Oncol. 2018;4(10):1389-1397. doi:10.1001/j 1.2018.2961
nco (10) oi lamaonco 4R (95% Cr)




Otras aproximaciones: ¢{Qué aprendemos del TPH?

AMLcell |@ gy AML cell | @ gyL-specific peptide Healthy
A Sha /\ Shared GvL and patient cell
Gv| GvHD peptide




Con lo que se sentaron las bases de la TERAPIA CAR-T
Hope came... ...ana comes 5ac|'<'

again

BECAUSE OF
ONE LIFE,
MILLIONS WERE

ii2011!!




é¢Qué es un CART?
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La diana (Ag) cambia en las diversas patologias

LNH:
v’ CD19
v’ Otros:
0o CD22
0 BCMA

. BCMA ,/  TACI
PO

MM cell

FIGURE 1 Novel cellular immunotherapy targets in multiple myeloma (MM). The y-secretase complex cleaves B-cell maturation antigen (BCMA)
from the MM cell surface, releasing soluble BCMA (sBCMA) into the bloodstream. APRIL is one of the two natural ligands for BCMA and TACI. Created
in BioRender. Mirvis, E. (2024) https://BioRender.com/r05s346.

Mirvis E. Br J Hematol 2024. DOI: 10.1111/bjh. 19896




Las células efectoras también cambiar

Differentiation _
_ Proliferative potential

(D3 and CD28 activation
IL-2
Prolonged ex vivo expansion

PI3K/mTOR/AKT
inhibition

/\Selffrenewal

Sustained activation
tonic signalling
hypoxia

T Taa Ton T Ton N4

CD45RA CD45RA CD45RO CD45R0 CD45RA
§ g CCR7 CCR7 CCR7 D95 D95
Ex CD62L D62L D62L
S E D28 D28 D28
w27 w27 D27
D95 D95

Figure 2: T-cell differentiation

Differentiation progresses linearly from T, to T,,,,, T,,,, Ty, Te, and T,,,,,, populations. Widely used markers for the discrimination of these differentiation statuses are
CD45RA, CD45R0, CCR7, CD62L, CDY5, €D27, and CD28.T, are characterised by expression of CD45RA, CD62L, and CCR7. T, cells constitute a small proportion of cells
with naive-like phenotype, with self-renewal capacity and multipotency. These cells are characterised by expression of CD45RA, CCR7, and CD62L and are distinguished
from T, by expression of CD95, the Fas receptor. T,,, are characterised by expression of CD62L and CCR7 but have lost expression of CD45RA and acquired expression of
CD45RO0. T, are negative for CD62L, CCRZ, and CD45RA and acquire expression of CD45R0. T, do not express CCR7 or CD62L, but re-acquire expression of CD45RA.
T,=naive T cells. T,,,=T stem cell memory. T,,,=T central memory. T,,=T effector memory. T=T effector. T,,,,,=T effector memory CD45RA-re-expressing.



El Proceso CAR-T es también cambiante

STARTING

MATERIAL Tisa-cel

Axi-cel
LEUKAPHERESIS ) CAR LOADING Murine scFv Murine scFv
_0_> K p) (FMC63) (FMC63)
‘ Axi-cel: Retroviral \ :
isa-cel: Lentiviral \
iso-cel: Lentiviral

CD28-H
~ CD28-TM

Axi-cel: Fresh PBMC
Tisa-cel: Cryo PBMC
Liso-cel: CD4/CD8 T cells

Liso-cel

Murine scFv
(FMC63)

88544443445844444

LYMPHODEPLETION

Axi-cel: Cy + Flu

Tisa-cel: Cy +FluorB CD3¢

Liso-cel: Cy + Flu

L.V. INFUSION

O

EXPANSION

©

Axi-cel: OKT3 + IL-2
Tisa-cel: CD3/CD28
Liso-cel: ND

Axi-cel: 2 x 10°cells/kg
Tisa-cel: median 300 x 10° CAR" ce
Liso-cel: 50, 100 or 150 x 10° cellg




Terapia CAR-T: Un medicamento para un paciente...

Antibody-coated
beads

Qo T-cell activation/
transduction S
™~

Tl

Bead removal

Modified T-cell
expansion

Shannon L Maude et al. N Engl ] Med 2018;378:439-448



... participando profesionales de muchos Servicios...

Hospital Universit?rio
s Ramon y Cajal

_ Programa CAR-T
Servicios implicados Unidad Multidisciplinar

I T T T T 1
- Laboratorio de i lad de
P’-oces'dmientp " - a-dos m
riopreservacion| Celular Intensivos
Responsables Resj bl Resp bl Coordinador CAR-T Resj bl Resp bl Coordinad Resj bl
Gemma Gemma Moreno M2 Luisa Villar Javier Lopez Jaime Masjuan Raul de Pablo Ana Alvarez Marina
Moreno Ana Jiménez Emnesto Roldan Responsable Asistencial Ifigo Corral Sanchez Sanchez
Maria Tenorio Anabelle Chinea
Ana Jiménez Responsables facultativos
Valentin Garcia-Gutierrez Supervisor
Juan Marquet . . Santiago
Supervisor 5 Coordinador Supervisor Slzlperwsc'vr I Moraleda
T. Campafia Coordinador TEL TEL David Escribano Rocio Gonzalez Blanca Alvaro Garrido
e Isabel Pedraza T. Camapafia =1 Pomare] ol Blanco Matey =Personal de
enfermeria =Personal TEL =Personal TEL Supervisor enfermeria -Pefrso iialdg -Pefrs onalldey ST
capacitado para capacitado para LPC ~ capacitado para Begonia Hinojo capacitado para casgc?t;n;gr:)zra casgc‘ial:ggr::naalra ca.g:g‘?g; dpeara
aféresis técnicas de IFT Personal de enfermeria capacitada esta unidad ucl H.Dia Medicamentos y
para UTPH y administracién CAR-T terapias
Avanzadas.

ABORDAJE EN CASO DE ADMINISTRACION CAR-T

1.  Seleccion del paciente: El coordinador CAR-T y la responsable asistencial seran los responsables de presentar los pacientes potenciales candidatos de este
tratamiento.

2. Cuidados durante la hospitalizacion: la administracion y cuidados iniciales corren a cargo del personal de la UTPH. Se realizara un seguimiento estrecho por parte
de Servicio de Neurologia y monitorizacion inmunoldgica de acuerdo al protocolo establecido por S. Inmunologia. Ante complicaciones neuroldgicas o sd. Liberacion de

citocinas se valorara el caso y asumira su ingreso en Unidad de Ictus, UCI respectivamente. La responsabilidad de la trazabilidad y comunicacién de RA, EA corre a
cargo del Servicio de Farmacia

3. Sesiones de seguimiento del equipo multidisciplinar: de periodicidad semanal durante el ingreso y primeros dos meses tras la administracion de la terapia celular.

Ed.02 Rev.02 Mayo/22
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Resultados: Linfoma Difuso Cel Grande B

ZUMA-1: >22 Linea

Event-Free Survival (Exploratory Analysis)
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Months

Supervivencia Tto convencional: 10%

ZUMA-7: 22 Linea

rimary EFS Endpoint: Axi-cel is Superior to SOC
HR 0.398 (95% CI, 0.308-0.514); P<0.0001

1004
| Median EFS (35% Cl),mo  24-mo EFS Rate (95% Cl), %
! 1 Axi-cel (N=180) 83(4.5-15.8) 40.5% (33.2-47.7)
i SOC (N=179) 20(16-28) 16.3% (11.1-22.2)
E 60- 0/
i (]
; %
: 407
!
' 204
0- : Median Follow-up: 24.9 mo

0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 34
Months



Resultados: Mieloma Multiple

AR\

3 directed CAR-
tients with triple ¢ AR-T thera

pies
Alternati laSS—exposed RRMMm*1-3
Approved CAR-T ce| asve,
= S Academic mg 3
—— nufacturing  Human scFv Allo-CAR GPRC5D
e-ce Clita-cel P e
KarMMa'  cARTITUDE.s ARI0002h¢ P-BCMA-101  crosas e
(n=128) so7j2s | (n=30)  PRIMESS  \ymmicar  CT103AT UNIVERsALs  MCARH108  oricAR.017
(n=97) (n=53) (n=79) RSAL
Phase i b1l n B ‘“"Iz‘“ (n=43) (n=17) (n=13)
Target BCMA BCMA it | \
BCMA BCMA A
e Chimeric it S e BCMA BCMA BCMA GPRCSD GPRCSD
Cost mouse Llama mouse Human Human Human Human Humanized
o-stim 4-188 4-188 4-188 4-
188 4-1BB 4-1BB 4-1BB 4-1BB 4-18B
Specificity Auto Auto Auto  Auto-plggyBac Auto Auto Allo CD52 & e Ay
TCR KO
Age, (range
ge, (range)  61(33-78) 61 (56-68) 61(36-74) 60 (42-74) &2 (33-76) S7(39:70) e4e77) g0 (38-76) 64 (56-68)
# of lines 6 6 4 8 NA S S 6 55
HR cytog, % 35 24 33 NA NA 34 37 76 60
EMD, % 39 13 20 NA NA 13 21 47 40
Triple-R, % 84 88 67 60 NA 17 91 94 40
i 87 95 7 4 100
39 83 A NA 68 25 25 60
122m 349m S3%@18 m NR NR NR NR NR
*There, are no head-to-head comparisons of these dala and nalve comparison [llouid be conducted with caution, 3
BCMA, B-cell maturation antigen; CAR, chimeric antig ' %?:al"-:c KR oyog, mmtﬁw NA. not KR, not reported;
Ao aorson L et al. ASCO 2021 (Abstract No. 8016 - poster): 2. Berdeja J, et al. Lancel 2021,398:314-324; 3, Un ., ¢1 a1 ASCO 2054 {Abstract No. 8009 -
EHA 2022 (Abstract No. $103 - presentation); 5. Costello C, et al. ASH 2020 (,
(Abstract No. S187 - presentation

Abstract No. 134
) 7. LI C, et al. ASH 2021 (Abstract No. 143 - presentation);
202:38?:"96?1206; 10. Znang M,

poster); 4. Femdndez de Larea C, et al.
= presentation); 8. Mohyuddin GR, el al. Blood Ady 2021;5:1097-1101; 7. U C, et al EHA 2022;
. el al Lancet Hematol 2023;10.e107-2118.

8. Mallankody S, et al. ASH 2021 (Absiract No. 851 - presentation); 8. Matankody S, et al NEJM

SLP Tto convencional**: 8,5 meses



El equipo... “dedicado”
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Fase 1: Seleccidon paciente

e Seleccidn del paciente:
v" No son fundamentales:

0 Edad “ANTICIPARSE” a la

O No ser candidato a autoTPH recidiva
0 Afectacion SNC

v" Si que tienen un elevado peso en el resultado:
O Estado general
0 Volumen tumoral/LDH
0 Enfermedad “controlada”




Fase 1: Seleccion paciente

e La EDAD NO es un factor limitante

i HemaSphere .eHA =

Chimeric antigen receptor-T cell therapy shows similar
efficacy and toxicity in patients with diffuse large B-cell
lymphoma aged 70 and older compared to younger patients:
A multicenter cohort study

Philipp Berning®» ® | Evgenii Shumilov’. | Markus Maulhardt® |
{ . 10% con afer.
* La ENFERMEDAD VOLUMINOSA y el ECOG Sl lo son: NO
Supervivencia Libre de Progresion Supervivencia Libre de Progresion recibt;C AR-T
1.004 B 1.004
\
0.75 S | S 0.75- L -
050 — coan 050 BEES coasct
0.25 0.25
0.00
0 200 400 600 800 0.004

0 200 400 600 800
Dias

Dias



Fase 2: Obtencion del permiso

Protocolos de Terapia Celular Coordinada:
v’ Facilitar las cosas al centro derivador: informe, Analitica, 19 cita
v’ Preveer fechas aféresis y slots de produccion

l

Valoracién
Comité CAR-T

/4dias\ 15 dias

Recepcién

Aféresis

8 dias
-

28 dias

Tiempo desde valoracion por Comité CAR-T hospital origen a infusion 60 dias




Fase 3: Aféresis/Coordinacion con Farma

 Realizar la aféresis tempranamente:
v Respetando periodos de lavado
v’ Bajo estandares de calidad: Jacie/CAT
v’ ¢ Aféresis en el centro derivador?
v’ Lo antes posible:

| '?,PARA GUANDO vice QUE 10 QUIEREZ.f

N £ = 7 ?;\,
AR ~Ee= /AN S
AN f Wy ASS

O (e o
b _/ 'I\ 'A.:.):;\?"\r \.\'!;?- v:':// i
L) g / WK
7 HETNY S
I \‘ .‘l/ I\ '{{ U
Ko W - oz
./ C IoON AP 1)

PASHIO MIANA MARANA oV TARDE



Fase 3: Aféresis/Coordinacion con Farma

 Realizar la aféresis tempranamente:
v Respetando periodos de lavado
v’ Bajo estandares de calidad: Jacie/CAT
v’ ¢ Aféresis en el centro derivador?

6 di dias

Comité CAR-T - UTA )

Tiempo desde valoracién por Comité CAR-T hospital origen a infusion 60 dias



Fase 4: ¢ CoOmo producir un CART?

Lymphocyte/T Cell Enrichment

Lymphocyte/T Cell
Leukapheresis Retroviral T Cell Formulation &
Material Collection Enfichient and Transduction Expansion Cryopreservation B0
T Cell Activation

Axi-cel Lymphocyte Enrichment Brexu-cel T Cell Enrichment
Peripheral blood mononuclear cells (PBMCs) are Enrichment of T cells occurs by positive selection for CD4
separated from red blood cells, neutrophils, platelets, and and CDB8 positive cells to reduce product-related impurities,
plasma using a density gradient cell separation step?:2 including tumor cells®
_J _
cD8 &)
) - Plasma
Leutapheres -
“ cell layer
___ Separation

Media

Separation
Media v Red Blood Cells

Approved for Use on 20 Feb 2024 W GILEAD  vKite

iny_ Dl on e [1]2. Joglekar MV, Hardikar A Flow Cylometry and Cell Soring Using Hemalopaselic Progenior Cells
. 2018 3 K o ia o]

1 Kle 0 Gioad

T Cell Activation

Lymphocyte/T Cell Retroviral T Cell Formulation &
Enrichment and

T Cell Activation =peciction Expansion Cryopreservation

Leukapheresis

Material Collection Patient Infusion

Co-stimulation of /"

Enriched T-cells
from CD4 and CD8
positive selection

!
T cells with anti-CD28 }%’K

antibodies

Brexu-cel

’ )
Process Anti-cD3 82 00

antibody /O °
in the presence%%
of IL-2 initiates " O

T cell activation in
a cell culture bag

Axi-cel 3 Enriched
Process?? % lymphocytes from Physiologic

Retroviral Transduction and T Cell Expansion

Leukaphere: pymphocyte/Iice Retroviral TCell Formulation &
Enrichment a Patient Infusion
Material Collection s Transduction Expansion Cryopreservation

Retroviral Transduction CAR T-cell Therapy Construct*5

= Following lymphocyte/T cell enrichment and activation,
the anti-CD19 CAR gene is introduced into cells by
retroviral vector transduction and cells are incubated'2 CD19-targeting scFv

T Cell Expansion

Hingeftransmembrane domain

= The T cell expansion step occurs for 3 to 7 days to allow
sufficient cell growth to achieve the target dose,
dependent on the patient cells and product-specific
manufacturing process used'2

-

Costimulatory domain: CD28

Activating domain: CD3Z

CAR, crimeric atigen roceptr

14000 cioasCompany. Dotaon 1,2 K Gl Compary. Dot o2, YESCART) o el s plomon Kdc prama, ;222 G GILEAD | vKite]

PBMC layer co-stimulation of T cells

by monocytes in PBMC @

The Axi-Cel Manufacturing Process Yields a Highly Pure
T Cell Product

+ T Cells

€D3 (%)

Apheresis Final Product

Range of ALC (absolute lymphocyte count) of leukapheresis material: 0.1~ 2.9 x 10%1L

B Approved for Use on 20 Feb 2024  GILEAD | vfKite
EEEIA U B oy




Fase 4: {Como acelerar la produccion de un CART?

2-4h 2-3 days 7-9 days 1day 7-16 days
f_./\“_‘\ - = ™ f_.A“ﬁ f_./\‘—\ f_./\‘-_\

Certification

& T . " =2
y & b ).* i e ial Ao | %]
Isolation, a(nw;t;zz;;:d transduction D ——— '.‘1":‘- E_‘\ e ,@.. S .. B '!g! FrS z | - i et
\ y L - |
\J ®e . 4 X S J Lz

Leukapheresis lsolation Activation Transduction Expansion Formulation Quality Control Certification
Cryopreservation

Quality control

g g Long Long procedures; CD3/28 beads 24-72h post Target doses Transduction Culture-based Manual
22 procedure, density-based or antibodies activation > 300 million assessment before sterility review of
£ | requiringday and magnetic APCs cryopresenvation (7-14 days) paper-based
E & hospitalslots beads {minimum 72 h post records
2 E transduction)
- se of whole Closed-sytem, Could be Same day; no Mo expansion Flexible PCR-based Electronic batch
£ 3 blood with automated omitted with activation; improves product formulation/ sterility manufacturing
g cEL tionalization devices protocol viral free phenotype; dosing assessment record
2z of starting available optimization responses at Release-by-
£F numbers lower effective exception
T doses
Formulation and cryopresenvation Expansion
7-9 days

1day

Agliardi G. Lancet Hematol 2024. DOI: 10.1016/52352-3026 (24) 00273-4



Fase 4: Controlar el tumor hasta que llega CAR-T

* El haber hecho el trabajo previo rapido se asocia

con:
v' Enfermedad mds controlada
v’ Paciente con mejor estado general
v' Menos pacientes con CAR-T fabricado que NO se infunde
v’ Tratamiento de puente (bridging) hasta el CAR-T:
e Menor numero de pacientes reciben bridging
 Tratamienso bridging menos intensos



Fase 4: Controlar el tumor hasta que llega CAR-T

Patients in the EU Receive More Holding and Bridging Treatment Patterns Differ Between EU ang
Bridging Therapies US Patients
EU: 94%
f l ' " US (n=110)
Il Holding therapy only " ’_L i ;LEJS G ORR 19%
Il Holding and bridging g |_‘
g I Bridging therapy only 5
* 32 Noholding, no bridging % o | . ) " ] # EU (n=156)
3 Missing 2 ] = W &1 6] [ | 0
Mlieizi @-
3 CRPR [ SDIPD




Fase 4: Controlar el tumor hasta que llega CAR-T

EU Real-world Evidence Suggests Inferior Outcome$

Spain’ -

— Survivor function
95% ClI
us
T
1.0 4
o
— 0.8+ Median PFS, 8.31 months
= 95% Cl, 6.04 to 15.1 months
= 0.6 - ‘
'S 0 1 2 3 4 5 6 T 8 9 10 M 1213 4 15
Soa 7T T — Germany’ Time (months)
P s
a - ot PFS
0.2 4 .g S
c
=
T T T T T T w
-
0 3 6 9 12 15 18 21 ;
Time (months) =
©
o
[
o

0 90 180 270 360 450 540 630 720
Time (Days)

1. Nastoupil et al., J Clin Oncol 2020. 2. Kwon et al., Haematologica 2022. 3. Bethge et al., Blood 2022
Cl, confidence interval; EU, European Union; PFS, progression-free survival.



Fase 5:Linfodepleccion.Infusion. Cuidados postCART

v Recepcion medicamento:
* Necesidad de mantenimiento a -1502C
e Esun medicamento: implicacion del S. Farmacia

v’ Linfodepleccion: Ambulante o ingresado

v Hoy por hoy, ingresado:
 ¢Necesario en pacientes seleccionados que vivan cerca del
Hospital?.
 Nuevas modalidades de hospitalizacion en este tipo de
pacientes



Fase 5:Linfodepleccidon.Infusidon. Cuidados postCART

TABLE 2 Grading of common toxicities of cellular immunotherapy.

Toxicity

CRS

ICANS

Fever

Hypotension

Hypoxia

ICE score®

Depressed
consciousness

Seizure

Motor
findings
Elevated
[CP/cerebral
oedema

Grade 1: Mild

Temp 238°C

None

None

79

Awakens
spontaneously

Nja

Grade 2: Moderate
Temp 238°C
With

Not requiring
Vasopressors

Andjor

Requiring low-flow
nasal cannula or
blow-by

3-6

Awakens to voice

Nja

Grade 3: Severe

Temp 238°C

Requiring a vasopressor with or

without vasopressin

Requiring high-flow nasal
cannula, facemask, non-

rebreather mask or Venturi mask

0-2

Awakens only to tactile
stimulus

Any clinical seizure focal

or generalised that resolves
tapidly or non-convulsive
seizures on EEG that resolve
with intervention

Nla

Focal/local oedema on
neuroimaging

BRITSH JOURNAL OF HABMATOLOGY

Grade 4; Life-threatening

Temp 238°C

Requiring multiple vasopressors
(excluding vasopressin)

Requiring positive pressure (e.g,
CPAP, BiPAP, intubation and
mechanical ventilation)

( (unrousable)

Unrousable or requires vigorous/
repetitive tactile stimuli to arouse

Life-threatening prolonged seizure
(>5min}; or repetitive clinical or
electrical seizures without return to
baseline in between

Deep focal motor weakness such as
hemiparesis or paraparesis

Diffuse cerebral oedema on
neuroimaging; decerebrate or

decorticate posturing; cranial nerve VI
palsy; papilloedema; or Cushing triad

IOMNTE

Anzemia

Thrombocytopaenia
Neutropacnia
Lymphopaenia

Infection

Asymptomatic
(clinical observation
only)/ mild symptoms

Hb<LLN (100g1)

AIN-TSx 1L
ALN-15x10°1L
AIN-08x10°1,

Asymptomaticor
mild symptoms

Moderate
symptoms

Hb <100-80g/L

T550x10°1,
<A5-L0xI0L
08-05x10°1,

Moderate
symptoms

Severe symptoms

Hb <80g/L; transfusion
indicated

E-5x10°1
AD05x10°L
Q5024101

Severe but not immediately
[ife-threatening

Life-threatening symptoms

Life-threatening anaemia

B’
Q510
QL

Life-threatening consequences, urgent
intervention needed




Fase 5:Complicaciones frecuentes...

e CRS: 100% e ICANs: 52%
(EU: 92%) (61%)

A WON =20

Jacobson CA. ASH 2023; Abst: 1764. Locke FL. ASH 2021; Abst: 2
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Fase 5: ...que deben diagnosticarse precozmente...

Movement & Neurocognitive Toxicity (MNT) is typically characterized by persistent movement-related disturbances in addition to cognitive and/or personality
changes. Symptoms are noted after CRS and/or ICANS resolution. In the absence of CRS / ICANS, symptom onset is noted >14 days post CAR-T infusion.

Other etiologies for neurocognitive dysfunction (e.g. infection, neoplasm, cerebrovascular event, pre-existing neurological disease, substance abuse) should
be excluded.

Movement Disturbances Cognitive Disturbances
Gross motor disturbance: * Mental slowness (slow to process or
Stooped posture * Slow movements answer questions)
Masked Face .
I + Paucity of spontaneous movement * Few word answers
Pa p e Back rigty, « Difficulty rising from chair or turning = Difficulty following instructions
Forward tilt of trunk * Poor balance * Speech disturbance:
Y 4 . ioidi .
f Sloadidibois Hofiice e awh's Rigidity Soft, slow, stuttered or slurred
e n e rm e rl a and wrists * Stooped posture speech
T * Changes in gait including shuffling (short steps),
freezing (stuck in mud), festination (quick steps), Personality Changes
o propulsion (leaning forward), or reduced arm * Flat affect
Ithelege Slightly flexed swing » Reduced facial expression
hip and knees e -
+ Diminished emotional response
_ Shuffing, short Fine motor disturbance: + Apathy or Indifference
/ stepped gait + Change in handwriting (micrographia or *  Withdrawn or Loss of Initiative
dysgraphia), resting tremor, or impaired * Less communicative
coordination * Profound fatigue/excessive sleepiness

It is strongly recommended to evaluate for symptoms prior to discharge, at D14, D21, D28, D42 & D56 visits, or whenever prompted by a concern
from the patient /caregiver
In case of any new or worsening symptoms from baseline, please:

» Contact Medical Monitors within 24 hours

» Refer for neurology evaluation

» If no signs of infection, consider starting dexamethasone and IVIG

MNT = movement & neurocognitive toxicity; CRS = cytokine release syndrome; ICANS = immune effector cell-associated neurotoxicity syndrome
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Fase 5: y ser tratadas precozmente, por expertos

Complicaciones

UCI:
ucl v  Ingreso: Dia +5 (1-13)
v’ Estancia: 3 (1-26)
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“Fase 6”: Resultados

== US
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HR 1.8 (95%-Cl 1.4-2.3)

1.0

e
]

e
o

04

Progression-free survival (%)

o
N

0.0

Axi-cel: HR: 0.47 (95%Cl: 0.33-0.68). P<0.001

Tisa-cel: HR: 0.73 (95%Cl: 0.52-1.03). P=0.071

(29-49) | (5.6-NR)

6

12

18

log-rank p < 0.0001

24

30

Months after CAR T-cell infusion

36

00 6.00 12,00 18,00

Months from onset of salvage therapy

Biicklein V. Hemasphere 2023; 7: 8. Bastos-Oreiro M. Front Immunol 10.3389/2022.855730
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“Fase 6”: Resultados (RyC)

Dia +30 (n=25)

o] 1 2
I Resp. Completa
B Resp. Parcial
B Progresion
Dia +60 (n=21) Respuesta Completa Respuesta Completa

Respuesta Completa

I Resp. Completa
B Resp. Parcial
B Progresién

66.7%

»- Progresion

Dia +180 (n=12) ———
- . Respuesta Parcial

Respuesta Parcial

I Resp. Completa
B Resp. Parcial
B Progresion
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0.25

0.00

Supervivencia Libre de Progresion

“Fase 6”: Resultados (RyC)
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600
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Los “tiempos” importan mucho... y dependen de nosotros

The long and winding road to CAR-T therapy

12-month PFS

E @ == Indication = transfusion 48@

————— D time interval
N e e 50 days
N = RN
Apheresis CAR-T

= transfusion =
CAR-T Hhar s Non-response === Long-term
= to bridging _——— remission

20 © i

12-month PFS

66 days Tisa-cel \
use ¢ 26%

Holding therapy

Bridging therapy ——

Time

v

Biicklein V. Hemasphere 2023; 7: 8. 38



Los “tiempos” importan mucho... y dependen de nosotros

Desde Recidiva a Comité CAR-T

Desde Comité CAR-T hasta Aprobacién

Desde Aprobacién Ministerio hasta Aféresis 4 dias -O 50
Tiempo Recidiva a Aféresis 33 dias 7 70
Tiempo produccion (Aféresis - Llegada) 26 dias| 28 diaslP 41
Tiempo hasta infusién (Llegada - Infusién) 8 dias -5 38
Tiempo Recidiva a infusion 68 dias 42 103

Comité CART- Infusion: 43 dias | Comité CART-Infusion: 60 dias _

Casaus E; Congreso SEHH 2024 39




Conclusiones

* Aunque la mejora de muchos factores puede contribuir a mejorar los resultados del

CAR-T, la rapidez en la actuacion es algo factible y dependiente de los equipos que
cuidan a los pacientes

* Diversos factores parecen asociarse con mejores resultados:
v’ Elegir bien el paciente: Los casos “desesperados” no suelen beneficiarse
v’ Acortar tiempos es fundamental (y esta en nuestra mano):
= Menos quimioterapia
= Menos productos no infundidos
= Menos Enfermedad Voluminosa
= Mejor estado general del paciente

* Parece deseable el manejo de las complicaciones del CART de modo precoz y por
personal experto
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El pase del relevo... esencial en ganar la carrera

iiiMuchas gracias a
todos mis
companeros!!!

LOS PORTADORES DE LA ANTORCHA
Facultad de Medicina (U.C.M.)




