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1. Evaluacion & article | Published: 01 March 2025

=11 Chimeric antigen receptor T cell therapy in
.= | i octogenarians with B cell ymphoma: a real-world US
~we ||\ multicenter collaborative study

87 pacientes

NRM: 1 mes =0, 3meses =1,4%, 6 meses =4,6%, 12 meses =11,6%
PFES 1a:47,6%. SG 1a:61,2%

UCI: 11,5%

Bone Marrow Transplantation (2025)


https://www.nature.com/bmt
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Aferesis

L eucoaferesis = Extraccion de gldbulos blancos

M. Qayed et al. / Cytotherapy 24 (2022) 869878



Aferesis

L eucoaferesis = Extraccion de gldbulos blancos

8 weeks
¢ Clofarabine
e T-cell lytic agents

12 weeks
¢ Allogeneic cell therapy

Special considerations:

e Bendamustine and fludarabine:

Washout >12 weeks®
¢ Alemtuzumab and ATG:
Washout >6 months®

7 days

e Intrathecal
methotrexate?

e Therapeutic doses of
steroids (especially
dexamethasone)

¢ | enalidomide

4 weeks

e Donor lymphocyte
infusion completed

e Pegylated asparaginase

14 days
e Systemic chemotherapy
¢ GVHD therapies

(eg, calcineurin inhibitors)
e | ong-acting growth factors
e Imatinib
e Dasatinib
e Ponatinib
e Blinatumomab*

3 days

e Short-acting
cytotoxic/antiproliferative
drugs (eg, HU)

®

Leukapheresis

5 days
e Short-acting growth factors
e Nilotinib

M. Qayed et al. / Cytotherapy 24 (2022) 869878



Aferesis

L eucoaferesis = Extraccion de gldbulos blancos

8 weeks
¢ Clofarabine
e T-cell lytic agents

12 weeks
¢ Allogeneic cell therapy

Special considerations:

e Bendamustine and fludarabine:

Washout >12 weeks®
¢ Alemtuzumab and ATG:
Washout >6 months®

7 days

e Intrathecal
methotrexate?

e Therapeutic doses of
steroids (especially
dexamethasone)

¢ | enalidomide

4 weeks

e Donor lymphocyte
infusion completed

e Pegylated asparaginase

14 days
e Systemic chemotherapy
¢ GVHD therapies

(eg, calcineurin inhibitors)
e | ong-acting growth factors
e Imatinib
e Dasatinib
e Ponatinib
e Blinatumomab*

3 days

e Short-acting
cytotoxic/antiproliferative
drugs (eg, HU)

®

Leukapheresis

5 days
e Short-acting growth factors
e Nilotinib

General CAR T-cell leukapheresis guidance”
ALC Total blood volume processed

100 cells/uL Consider 2-day collection
>100 cells/uL but <300 cells/uL 3.5-4x

>300 cells/uL but <500 cells/ L 3x

>500 cells/uL but <1000 cells/uL  2.5x

>1000 cells/uL 1.5x

CAR, chimeric antigen receptor; CD, cluster of differentiation; TNC, total
nucleated cell.

* Provided courtesy of Novartis Pharmaceuticals Corporation.
b Based on the authors’ clinical experience.

M. Qayed et al. / Cytotherapy 24 (2022) 869878




MATV =101 cc

¢, Terapia puente?

Time to Progression

Time to Progression

High MATV
p=0.174

Pre-LD MATV <= 480 cc

= Pre-LD MATV > 480 cc

0 025050751 12515 1.75 2
Time (years)
Number at risk

28 26 26 25 19 16 16 15 14

4 4 3 1 1 1 1 1 1

0 025050751 125615 1.75 2
Time (years)

Baseline ))
b c 100%
% 75%
o
E 50%
S
L 25%
100%: =
0 1“_\_4.44_45_‘_“4_‘ Low MATV = 0%
75%
High MATV
0 ] 2B R R s R 2 =0, —
50% p<o,oo1\
25%
-+ Baseline MATV <= 190 cc 100%
., | = Baseline MATV > 190 cc Cl ™7
0% 1__ ' _ _ _ i i i i 9
0 025 05 075 1 125 15 175 2 §75%
Time (years) S
Number at risk E 50%
w37 35 34 31 24 20 20 19 18 2 oo,
— |37 28 19 13 9 7 5 4 4 aE’O
0 025 05 075 1 125 15 175 2 = 0%
Time (years)

Low MATV

abadbe v b

High MATV
p = 0.041

RN

=+ Pre-LD MATV <= 480 cc

=+ Pre-LD MATV > 480 cc

0 02505 075 1 12515 175 2
Time (years)
Number at risk

-=119 16 12 7 5 3 2 1

1
17 1 6 S5 3 3 2 2 2
2

0 02505 075 1 12515 1.75
Time (years)

.
)
v.
MATV =428 cc

Blood Cancer Journal (2024)14:41



Linfodeplecion

Hacer espacio para expansion del CAR-T

Disminuir Linfocitos T reguladores y células mieloides supresoras

Citotoxicidad directa y liberacidon de quimioquinas

Nature Reviews Clinical Oncology volume 19, pages 342—-355 (2022)



https://www.nature.com/nrclinonc

B ol Linfodeplecion

] f: \jQZ Hacer espacio para expansion del CAR-T

Disminuir Linfocitos T reguladores y células mieloides supresoras

Citotoxicidad directa y liberacion de quimioquinas

Esqguemas variados: Ambulatorio
Ciclofosfamida 300 - 500 mg/m2/dia x 3 dias
Fludarabina 30 mg/m2/dia x 3 dias

-2 y -1 dias de descanso T
(*Extendible hasta 7 dias en 7
caso de necesidad)

Nature Reviews Clinical Oncology volume 19, pages 342—-355 (2022)



https://www.nature.com/nrclinonc
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Cuidados tempranos (0 - 30 d)

Trasplante autologo

Infusion

e Prendimiento

Infecciones

QMT

Acondicionamiento

Transfusiones

Mucositis



Cuidados tempranos (0 - 30 d)

CAR-T

Infusion
CAR-T

QMT \

; . |
Linfodeplecion Transfusiones
|
. Infecciones
| ,
|
|
|
|
v

0 42 +8 +12 +14




Cuidados tempranos (0 - 30 d)

CAR-T
Infusion _ »
CAR-T Sindrome de Liberacion
. de citoquinas
avt N i

Linfodeplecion : Transfusiones

Infecciones



Cuidados tempranos (0 - 30 d)

Para pacientes ambulatorios: debe estar a 30-60 min del centro que
indico CAR-T. Paciente debe contar con un cuidador 24 / 7

Evaluacion diaria hasta dia ~ +7, luego 3v x 1 sem y luego 1-2/sem

hasta dia +30
- Signos vitales: énfasis en fiebre
- Puntaje ICE diario

- Examenes:
a. Diario: Hemograma / Ferrritina / LDH / Hepatico / fibrinogeno

b. Semanal: CMV (+/-)

Ingreso por Urgencias en caso de fiebre 38°C o alteraciones

neurologicas

- Al ingreso control signos vitales segun gravedad
- Puntaje ICE cada 8-12 hrs

- Laboratorio diario.




Cuidados tempranos (0 - 30 d)

Puntaje ICE

10 pts

. Orientacion
. Nominacion
. Ordenes

. Escritura

. Atencion

4 pts (mes, ano, ciudad, hospital)
3 pts (lapiz, reloj, boton)

1 pts

1 pts

1 pts (secuencia 100-7)



Cuidados tempranos (0 - 30 d)




Cuidados tempranos (0 - 30 d)
Fiebre & CRS

Ingreso
Hemocultivo + ATB empirico segun caso y neutropenia

CRS sera la causa mas frecuente de fiebre

11%

4%

6%
® Solo CRS \

® HMC+
@ Clostridium
® Otra infeccion

Desde la infusion a d+30

Blood (2023) 142 (Supplement 1): 6907.



Cuidados tempranos (0 - 30 d)

CRS

=139

AA

Infusion
CAR-T

Linfodeplecion

Duracion: 5 - 7 dias

O | €--mmmcmmecccceceaeaaaa

+2 +8



Cuidados tempranos (0 - 30 d)

CRS

B CRS=3 " CRS
100%
75%
50%
25%
0% EreE
Axi-cel Tisa-cel Liso-cel Axi-cel Tisa-cel Liso-cel
(ZUMA-7) BELINDA TRANSFORM
/

LDCGB LF



Cuidados tempranos (0 - 30 d)

CRS

+ “ [:}1

antipyretics IV cristalloids
Tocilizumab
7 Is
+ / - + ‘I ¥ .3 ‘-
IV dexamethasone vasopressor

temperature > 38°C low blood pressure oxygen > 6L/min
1 vasopressor

i m +/- 08 + I ¥ )

IV methylprednisolone >than 1 vasopressor

temperature > 38°C low blood pressure oxygen > 6L/min
>1 vasopressor intubation or PAP

Intensive Care Med (2024) 50:1459-1469



Cuidados tempranos (0 - 30 d)

CRS

+ “ [:}1

antipyretics IV cristalloids

. A

Tocilizumab

E—— g

0
+ J

IV dexamethasone ICU

‘(Lp+/— \,

temperature > 38°C low blood pressure oxygen > 6L/min
1 vasopressor

i m +/- 08 + I ¥ )

IV methylprednisolone >than 1 vasopressor

vasopressor

temperature > 38°C low blood pressure oxygen > 6L/min
>1 vasopressor intubation or PAP

Intensive Care Med (2024) 50:1459—1469



100%

75%

50%

25%
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Cuidados tempranos (0 - 30 d)

CRS

B CRS>3 " CRS ~ Tocilizumab
Axi-cel Tocilizumab Tisa-cel Tocilizumab Liso-cel Tocilizumab
(ZUMA-7) Axi-cel BELINDA Tisa-cel TRANSFORM Liso-cel



CRS

Cuidados tempranos (0 - 30 d)

Number of patients

Incidence of CRS and ICANS in the first 28 days
post CD19 CAR T infusion

180 S

164
B CRS Axi-cel M CRS Tisa-cel B CRS Liso-cel

B ICANS Axi-cel M ICANS Tisa-cel M ICANS Liso-cel

160 ~

140 -
CRS = cytokine release
syndrome; ICANS = immune
120 4 effector cell associated
neurotoxicity
100 -
80 -
60 -
40 -
20 -
OO0 010 O00 O0O00O
O - ] — ]
Week 1 Week 2 Week 3 Week 4
(D0O-7) (D8-14) (D15-21) (D22-28)

Weeks Post Infusion

Weeks Post Infusion

Incidence Day 0-7
CRS ' 274
ICANS 120
Death (all cause) 1
Numbers at risk Day 0-7
CRS 475
ICANS 475

—

Day 8-14

11 '

33
1

Day 8-14
201

354

Day 15-21

0
1
5

Day 15-21
189

320

Day 22-28

0
0
9

Day 22-28
184

314

Blood Adv (2024) 8 (20): 5346-5354.
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Cuidados tempranos (0 - 30 d)

CRS

Evolucion de ferritinay ALC

o

Dias

25

30

— Ferritin

Datos propios - City of hope
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Cuidados tempranos (0 - 30 d)

CRS

Evolucion de ferritinay RAL
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Datos propios - City of hope
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CRS

Evolucion de ferritinay ALC

o

Dias

25
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— Ferritin
--- HLH

Datos propios - City of hope



Cuidados tempranos (0 - 30 d)

CRS

o

'j’)

=1

AA

Evolucion de ferritina y ALC
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Cuidados tempranos (0 - 30 d)
HLH-CAR

- Ferritin levels peak at >10,000 ng/mL during the CRS phase

o

'j’)

=1

AA

CARTOX - Any two of the following:
criteria [16] - Grade 3 or greater liver toxicity
(2017) - Grade 3 or greater kidney toxicity

- Grade 3 or greater lung toxicity
-  Hemophagocytosis in the bone marrow or other organs

Cancers (Basel). 2023 Oct 26;15(21):5149



Cuidados tempranos (0 - 30 d)
HLH-CAR

- Ferritin levels peak at >10,000 ng/mL during the CRS phase

CARTOX - Any two of the following:
criteria [16] - Grade 3 or greater liver toxicity
(2017) - Grade 3 or greater kidney toxicity

- Grade 3 or greater lung toxicity
-  Hemophagocytosis in the bone marrow or other organs

Product Trial Indication Incidence of HLH/MAS
ELIANA [18] B-ALL (peds/AYA) 6% (5/79)
Tisagenlecleucel S
(brand name: Kymriah) JULIET [19] Large B-cell lymphoma 2% (2/115)
ELARA [20] Follicular lymphoma 1% * (1/97)
ZUMA-7 [21] Large B-cell lymphoma 0% (0/168)
Axicabtagene ciloleucel ZUMA-1 [22] Large B-cell lymphoma 1% (1/108)
(brand name: Yescarta) Indol Hodgkin lymphoma (124 follicular lymph 1 = 3 0/
ZUMA-5 [23 olent non-Hodgkin lymphoma ( ollicular lymphoma, 0% (0/146) 0
22 marginal zone)
Brexucabtagene autoleucel ZUMA-2 [24] Mantle cell lymphoma 0% (0/82)
(brand name: Tecartus) ZUMA-3 25: B-ALL 4% (3 /78)
Transform [26] Large B-cell lymphoma 1.1% (1/89
lisocabtagene maraleucel N
(brand name: Breyanzi) PILOT [27] Large B-cell lymphoma 0% (0/61)
TRANSCEND [28] Large B-cell lymphoma 0% (0/268)

Cancers (Basel). 2023 Oct 26;15(21):5149



Cuidados tempranos (0 - 30 d)

ol
&)

= HLH-CAR
- Ferritin levels peak at >10,000 ng/mL during the CRS phase
- Any two of the following:

CARTOX Grade 3 i . .
criteria [16] - Grade ; or greater liycfr tox1C1Fy.
(2017) - rade 3 or greater kidney toxicity

- Grade 3 or greater lung toxicity
-  Hemophagocytosis in the bone marrow or other organs

HLH HLH

Mediana de inicio = 8 dias

CRS CRS | L, ,
Mediana de duracion = 8 dias

62%  38%

Cancers (Basel). 2023 Oct 26;15(21):5149
Blood Cancer Journal (2024) 14:136



Cuidados tempranos (0 - 30 d)
HLH-CAR

A F
Toci Ema '(
95000 - Toci Anakinra Ema Ema L 00
¢ started ¢ ¢
¢ - 18
20000 - \ - 16
- 14
1] ] !
S 15000 12
=
= - 10
& 10000 - 160 Anakinra - 8
L discontinued
Ema - 6
5000 - ¢ - 4
- 2
0 App—p—— [ [ [ [ [ [ [ ~ 0

| | | | | | | 1
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Cellular therapy day

w— Farritin CRP

Blood Adv. 2022 Aug 3;7(4):533-536.



Cuidados tempranos (0 - 30 d)
|ICANS

4+ 7~ e .«

?
&
(=)

&
ICE Score 7-9 close consider
monitoring antiepileptics
0?2 | —
O + 4 \ e
-—-‘ ' —
ICE Score 3-6 aspiration prophylaxis IV dexamethasone lumbar puncture CT or MRI scan
ja=)
1225 7

& =+ el
ICU IV methylprednisolone

ICE Score 0-2 fokal cerebral edema

- n'r(:iil

. q_".?-’,:

—— -
L : ~
ik ek N

M

¥3 © o

!
'%Es ssigcl)ée not diffuse cerebral seizures brain pressure probe IV anakinra/ other plasmapheresis
P edema immunosuppression

Intensive Care Med (2024) 50:1459—1469
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|ICANS

B ICANS >3 I ICANS
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Cuidados tempranos (0 - 30 d)
|ICANS

o

'j’)

=1

AA

Neurologic event

Any 65 (64) 37 (37) 28 (28)
Encephalopathy 34 (34) I3 {3] 21 (21)
Confusional state 29 (29) 20 (20) 9 (9)
Tremor 29 (29) 28 (23) 1 (1)
Aphasia 18 (18) 11 (11) 2.(7)
Somnolence 15 (15) 8 (8) 7 (7)
Agitation 9 (9) 5:(5) 4 (4)
Memory impairment 7 (7) 6 (6) 1 (1)
Mental-status change 6 (6) 4 (4) 2 (2)

Los 1erios signos neuroldgicos incluian dificultades para encontrar palabras (disfasia), defectos de atencion o calculo
(contar hacia atras de 7 en 7) y dificultad para ejecutar 6rdenes complejas (escritura a mano).

N Engl J Med 2017;377:2531-2544









Cuidados tempranos (0 - 30 d)
|ICANS

W 17 4 . .
it ~>  Convulsiones reportadas en% variados
@)% inicialmente. Algunos reportes hasta 30%
Cambios EEG frecuentes durante ICANS {
Desde LD
15%
Otro/sin profilaxis /

26%

AN

Post infusion

16% Levetiracetam profilactico
Encuesta EBMT 78 centros

AN
Inicio CRS
11%

/

Inicio ICANS
32%

Bone Marrow Transplantation volume 60, pages 100-102 (2025)



AA

—1 32

Cuidados tempranos (0 - 30 d)
|ICANS

W 17 4 | .
W Convulsiones reportadas en% variados
%)

inicialmente. Algunos reportes hasta 30%
Cambios EEG frecuentes durante ICANS (

Levetiracetam profilactico

n° 156
Estrategia #1 Estrategia #2
Desde infusion Desde inicio ICANS

20/0 40/0

Neurol Sci. 2024 Mar 21;45(8):4007-4014



16 O Cuidados tempranos (0 - 30 d)
TT g[j - Resumen de las drogas mas usadas

Infusion

Linfodeplecion

Emapalumab
Ruxolitinib

TMP/Sulfametoxazol

4

Aciclovir / Valaciclovir

+/- GCSF*

0 D15 D30




@ Q. Cuidados tempranos (0 - 30 d)
I Citopenias & Transfusiones

Hb Yescarta vs Carvykti
15
b+ — Yescarta
13 | .
12 . Carvykti
1 |
10 ' B T
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S 8
o 7
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5 0 5 10 15 20 25 30 a8
Days

Datos propios - City of hope
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Cuidados tempranos (0 - 30 d)

Plt Yescarta vs Carvykti

Citopenias & Transfusiones

— Yescarta
Carvykti

Datos propios - City of hope
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Cuidados tempranos (0 - 30 d)

Citopenias & Transfusiones

Aggregate Platelet Count over Time
250
= Median PLT Count
n=149

200
S
E 150 FoN e
-
-
-
@
2 100
4]
a

-
5-4-32-101234567 891011121314 W3 W4 W5 W6 W7 W8 M3 M4

Baseline Days Weeks Months

Blood (2021) 138 (24): 2499-2513.



@ Q. Cuidados tempranos (0 - 30 d)
I Citopenias & Transfusiones

(RAN) ANC Yescarta vs Carvykti

0
9 — Yescarta
8 Carvykti
7
Q 5
< 4 I : ""L"-.\_\
3f
24 |-
Lhe R S B\ N : _“f_ _
0 i |
5 0 5 10 15 20 25 30 35

Datos propios - City of hope
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Cuidados tempranos (0 - 30 d)

Citopenias & Transfusiones

D
Aggregate ANC over Time by Phenotype of Neutropenia

4000
Quick Recovery — Aplastic

3500

3000
25%
2500
2000

1500 - /NN o

Abs. Neutrophil Count/ul

1000

500 _______________________ N S B S S e B A S

23%

0 T

5-4-3-2-101234567 891011121314 W3 W4 W5 W6 W7 W8 M3 M4
Baseline Days Weeks Months

Blood (2021) 138 (24): 2499-2513.
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Cuidados tempranos (0 - 30 d)

Citopenias & Transfusiones

FBG Yescarta vs Carvykti

— Yescarta
—  Carvykti
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Datos propios - City of hope



Cuidados tempranos (0 - 30 d)
Citopenias & Transfusiones

Baseline Features 0 Point 1 Point 2 Points
Platelet Count > 175,000/pl 75,000 - 175,000/ pl < 75,000/l
Absolute Neutrophil Count (ANC) > 1200/pl < 1200/l -
Hemoglobin > 9.0 g/dl < 9.0 g/dl -
C-reactive protein (CRP) < 3.0 mg/dl > 3.0 mg/dl =
Ferritin < 650 ng/ml 650 — 2000 ng/ml > 2000 ng/ml
Low: 0-1 High: > 2
D Phenotypes of neutropenia by C Duration of neutropenia by CAR-HEMATOTOX F Aggregate platelet count over time
CAR-HEMATOTOX (training cohort) 30073 CARHEMATOTOX Low B (AUC) < 1 x 104
1004 =1 Aplastic — — CAR-HEMATOTOX High
i 3 Intermittent recovery Low = H =
=) 80: 44% 1 Quick recovery jo_,’ 200
=] 65% — X =
o 60+ X S
_.(__6 _ -~ 1' X %
o - 00 ° .. L
S 404 High4{ e '.:#’ —r g — +|.'° * % & 100
GC) : w ; . + /\/\/\/N/\/\’\
S 205 35% /_—
i 9% 0 10 20 30 40 50 60 0 F—r—T—T—T—T%T
O I I . . —5—4.—3—2—1 01234567 891011121314 W3 W4 W5 W6 W7 W8 M3 M4
Low High Days in neutropenia (D0-60) Baseline Days Weeks Months

Blood (2021) 138 (24): 2499-2513.



Cuidados tempranos (0 - 30 d)

RBC
and

Platelets

4 No transfusion
O - 30 dlaS N=2312
(46.5%)

N=210
(31.3%)

At least one transfusion
N = 359 (53.5%)

RBC
and
Platelets

N=151 N = 2
(27.5%) 3.8%

30 - 60 dlIaS No transfusion

N = 348
(63.3%)

At least one transfusion
N = 202 (36.7%)

Citopenias & Transfusiones

Blood Adv (2024) 8 (6): 1573—1585.



60

50

Transfused patients (%)
w EoN
o o

N
o

10

At risk:

Cuidados tempranos (0 - 30 d)
Citopenias & Transfusiones

Number of transfused patients over time

CAR T-cell infusion

B At least one RBC transfusion
B At least one platelets transfusion

B Any transfusion

| | | | | |
5-6 4-5 3-4 2-3 1-2 < 1 <1 1-2 2-3 3-4 4-5 5-6
months months months months months month month  months months months months months

671 671 671 671 671 671 671 550 465 365 327 308

Blood Adv (2024) 8 (6): 1573—1585.



Cuidados tempranos (0 - 30 d)
Citopenias & Transfusiones

A

Age >60 y at infusion

>1 transfusion (RBC or platelets) within 6 mo before
CAR T-cell therapy

High (>2) CAR-HEMATOTOX score

Treatment with axi-cel (vs tisa-cel)

ECOG PS >2 at infusion

>1 transfusion (RBC or platelets) within 6 mo before
CAR T-cell therapy

High (>2) CAR-HEMATOTOX score
ICANS grade >3

Tocilizumab use

RBC
aOR (95% CI)

2.06 (1.38-3.07)
9.71 (6.37-14.71)

2.01 (1.34-3.01)
2.02 (1.34-3.05)
2.86 (1.62-5.04)

RBC
aOR (95% CI)

5.43 (3.37-8.85)

1.98 (1.27-3.09)
3.01 (1.62-5.59)
NS

Transfusion in the early phase (<1 month)

P value

.0004
<.0001

.0007
.0008
.0004

Platelets
aOR (95% CI)

1.61 (1.09-2.38)
7.35 (4.74-11.49)

2.42 (1.60-3.66)
2.12 (1.40-3.19)
2.28 (1.35-3.87)

Transfusion in the late phase (>1 mo)

P value

<.0001

.0026
.0005

Platelets
aOR (95% CI)

7.75 (4.65-12.99)

2.15 (1.37-3.37)
NS
1.85 (1.15-2.98)

Blood Adv (2024) 8 (6): 1573—1585.

P value

0175
<.0001

<.0001
.0004
.0028

P value

<.0001

.0008

0118




@ Q. Cuidados tempranos (0 - 30d) y seguimiento (>30d)
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Reconstitucion inmune & infecciones

Q. Cuidados tempranos (0 - 30d) y seguimiento (>30d)
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- Cuidados tempranos (0 - 30d) y seguimiento (>30d) /Q Q
)

Reconstitucion inmune & infecciones T

C

’U
A IlgG Levels after CAR-Tx
3000
—
'-Dl Before CAR-Tx <3 months <6 months <12 months >12 months
r— O e
£ . I
>600
~— 2000 | -
g L 4
Q 400-600
J L ]
O
1000 e e 1 ]
o N=235 N=161 N=163 N=171 N=50
8 B 40.85% Normal Ig@ma 14.91% Normal IgG mm 12.88% Normal IgG BB 11.70% Normal IgG B8 12.00% Normal IgG
E Em 25.96% Mild E 31.06% Mild B3 28.83% Mild Em 26.90% Mild & 20.00% Mild
£ 22.55% Moderate 30 42.24% Moderate 3 45.40% Moderate [ 46.20% Moderate [ 50.00% Moderate
0 Bl 10.64% Severe m®H 11.80% Severe Bl 12.88% Severe Bl 15.20% Severe Bl 18.00% Severe

Before CAR Tx <3mo

99% con lgG baja previo a CAR-T

J Allergy Clin Immunol. 2025 Feb;155(2):605-615



Q. Cuidados tempranos (0 - 30d) y seguimiento (>30d)

/V\{/

[

Reconstitucion inmune & infecciones

41% con IgG normal previo a CAR-T

\—\/-_J

Before
CAR-Tx <3mo <6mo <12mo >12mo
N 95 44 45 47 15
Hypogammaglobulinemia, n
(%) - 24 (54.6)28 (62.2)9931 (66.0) 12 (80.0)
Mild, n (%) - 19(43.2) | 19(42.2) | 17(36.2) | 5(33.3)
Moderate, n (%) - 4(9.1) | 8(17.8) | 11(23.4) | 3(20.0) 0
Severe, n (%) - 1(2.3) P9 1(2.2) P9 3 (6.4) Jp-4 (26.7) } 46,7% <400
907.8 601.4 573.4 519.3 410.5
Mean IgG (mg/dL)| (311.8) (191.9) | (191.7) (202.4) (225.2)
P ‘t’slr‘;ee;’i ‘I‘;‘Z‘;“Liﬁge"gﬁaﬁ - p<0.0001 | p<0.0001 | p<0.0001 | p=0.0006
201.8 - 227.1 - 281.4 - 276.3 -
95% CI 442 4 460.3 509.7 805.7

Supplemental Table 2. Development of hypogammaglobulinemia in patients with a normal IgG
level prior to CAR-Tx. Hypogammaglobulinemia was defined by IgG<600 mg/dL and stratified
by severity using mild (400mg/dL<IgG<600mg/dL), moderate (200mg/dL<IgG<400mg/dL), and
severe (IgG<200mg/dL). n (%), P value = a <0.05.

J Allergy Clin Immunol. 2025 Feb;155(2):605-615



Cuidados tempranos (0 - 30d) y seguimiento (>30d) () Q

100%
90% -
80% -
70% -
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40% -
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20% -
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-

Reconstitucion inmune & infecciones

Patients with Infections Within
30 Days of CAR T Infusion

36,5%

16%

“Other

16%

26%

® No infection “ Infection

s e Sources of Infection

0
32% ¥ Clostridium difficil:

W Respiratory virus

¥ Bacteremia
“Fungal

‘Other Virus

Haematologica. 2021 Apr 1;106(4):978-986



-, Cuidados tempranos (0 - 30d) y seguimiento (>30d) /Q C‘Z
Bl . P
Infecciones T

Class of microbiological evidence |dentification of pathogen

mam Aspergillus
Candida
Trichosporon

RSV ‘
CMV
HHV6

Rhinovirus

Adenovirus

EBV
SARS-CoV-2

Fungus

VRE
Sreptococcus
Straphylococcus
Micrococcus
Klebsiella
Facklamia
Enterococcus
E. coli

C. diff.
Campylobacter
Cutibacterium

B Virus

B Bacteria

SERRRR

Blood Cancer Journal (2020)10:79



- Cuidados tempranos (0 - 30d) y seguimiento (>30d) () ©
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Infecciones e
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Blood Cancer Journal (2020)10:79
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1)
* Infecciones T

CD19-CAR-T BCMA-CAR-T CD19-CAR-T BCMA-CAR-T CD19-CAR-T BCMA-CAR-T

50% —+
40%
30% — m All infections
19- ~ M Bacterial
T 3 [ Viral
& Fungal
20% — [E= I s g
< B m Fatal
2 ~
= % 5 =B ~
: 1,
10% —+ o ~
S " 0
—— ':. “
>

Figure 2. Estimated range of % of patients who develop infections over time with CD19-directed and BCMA-directed CAR T-cells
(recognizing variations in reporting and criteria used) derived from refs.671013303240 *Datg in BCMA-CAR-T recipients are limited.

Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):116-125
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CMV reactivation (any viremia)
o1
o

—— No Corticosteroids
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Log-rank P=.03
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0 50 100 150
Post CAR T-Cell therapy days
100 -

Clinically significant
CMV reactivation
o1
o

o)
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Log-rank P =.004
18%

f 0%
0 : : .
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Post CAR T-Cell therapy days

Hematology Am Soc Hematol Educ Program. 2024 Dec 6;2024(1):116-125
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- Cuidados tempranos (0 - 30d) y seguimiento (>30d)

Infecciones

ey

Recomendaciones generales (de experto®):
- Aciclovir / valaciclovir hasta 6m post CAR-T o CD4 >200
- TMT/SMX hasta 3 meses de CAR-T o CD4 > 200

- 1gIV si IgG <400




6.0, Cuidados tempranos (0 - 30d) y seguimiento (>30d)

N
A~

= Muertes

Day 0-28 Day 29-90
Concurrent Infection
ICANS and CRS 56%

. 14%

Infection
29%
n=17

n=9
'. Unknown
ICANS 22%

11%  Cardiac
11%

ICANS
57%

CRS = cytokine release syndrome;
ICANS = immune effector cell associated neurotoxicity
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CARTOX oo

CAR

- GOOg Ie p I ay Toxicity Assessment and Management Has the patient recently (D received Voo

~ C AR ~ C AR

Cancel Calculate ICE Score

CRS Grading Summary
CRS GRADE ICE Score: 7

CRS Grading

Requires high-flow oxygen (Adults: > 6 liters/
minute; Pediatrics: > 5 liters/minute) by nasal O Can the patient count backwards from
cannula, facemask, non-rebreather mask, or 8 100 by tens?
Venturi mask

Z
o

antipyretics, anti-cytokine therapy or . 5
ppstpre steroids? Is the patient arousable? No
N v Does the patient have any of the following related to 1  Can the patient state the year? ﬂz
Cell Therapy?
Q oo
. . 2  Can the patient state the month? Yes
Toxicity Toxicity Fever g
Grading Management temperature = 38.0 °C No
3  Canthe patient state the city? EI
Hypotension Ves
not attributable to any other cause 4  Can the patient state the hospital? EE
Hypoxia 5 Can the patient follow commands? Yes
. . . not attributable to any other cause
Antimicrobial
Prophylaxis Select one of the following: 6 Can the patient write a standard No
sentence?
Requires low-flow oxygen (Adults: < 6 liters/ )
minute; Pediatrics: < 5 liters/minute) by nasal © 5 Of three objects, how
cannula or blow-by many can the patient 0 1 3
identify correctly?

Requires positive pressure oxygenation (C-PAP,

BiPAP) or mechanical ventilation. (Don't select if O
the sole reason for intubation is for airway

protection related to neurotoxicity)

View Treatment
Reference “
— L — ]
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