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Naked antibodies

A. Direct killing
Natural killer cell-mediated

B.CDC
Complement-Dependent
Cytotoxicity
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Antiboty drug conjugates
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Bispecific antibodies
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Trispecific antibodies
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Bispecific antibodies - outcomes

Drug Target CRS, %
Teclistamab’ 70 @RP2D
(n =40 RP2D) S (no grade 3)
TNB-383B? 45
(n =58, 15) BCMA (no grade 3)
(n=49,8) SCMA (no grade 3)
Pavurutamab/ 64
ame T BCMA (9% grade 3)
(n =85, 6) °od
Elranatamab?®
(n = 30) BCMA 73
67 all SC
Talquetamab®
(n=82allSC,30 GPRC5D (730 @RP2D)
RP2D) (3% grade 3
@RP2D)
Cevostamab’ 76%
(n =53, 34) FERA (2% grade 3)

Neurotoxicity, %

1
(O in other SC doses)

0

12

3.8

20

4.9% all SC
(7% @RP2D)

28%

4. Harrison. ASH 2020. Abstr 181. 5. Bahlis. ASCO 2021. Abstr 8006. 6. Berdeja. ASCO 2021. Abstr 8008. 7. Cohen. ASH 2020.
Abstr 292.
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CAR-T outcomes

CARTITUDE-1" CRB-4012 LUMMICAR-23 PRIME* GCO012F°

Cilta-cel Ide-cel CTO053 BCMA-101 Dual CAR T-Cell

Phase | Phase | Phase |Ib Phase I/l BCMA + CD19
Patients 97 62 20 55 19
Median prior regimens, n 6 6 ) 8 5
Triple refractory, % 87.6 69.4 85 60 NR

0.75 x 106 50, 150, 450, 1.5-1.8/2.5-3.0 5 5
CAR T-cell therapy dose (0.5-1.0 x 10) 300 x 106 % 108 0.75-15x 10 1.0-3.0 x 10
ORR, % 97.9 75.8 94 67 94.7
CR/sCR, % 80.4 38.7 25 NR 84.2
CRS (all grades), % 94.8 75.8 77/83% 17 95
CRS (grade 23), % 54 6.5 0/08 0 11
‘r;)eurotoxicity (all grades), 20.6 35.5 15/17¢ 38 0
Neurotoxicity (grade 23), % 10.3 1.6 8/08 3.8 0
: | : c
1. Usmani. ASCO 2021. Abstr 8005. 2. Lin. ASH 2020. Abstr 131. 3. Kumar. ASH 2020. Abstr 133. o ¥ g

4. Costello. ASH 2020. Abstr 134. 5. Jiang. ASCO 2021. Abstr 8014.



Everything comes at a price

It is clear the future holds great
opportunities. It also holds pitfalls.
The trick will be to avoid the pitfalls,
seize the opportunities, and get
back home by six o'clock.

N w&ﬂfﬂf Allen —

AZ QUOTES




Cytokine release syndrom
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Nat Rev Immunol 22, 85-96 (2022).



Cytokine release syndrom

Activation or lysis of T cells and B cells

Activated T
cell o
° ° . . ® ° . . <]
|FN-Y, ® . o ® .. . o . L]
TNF-a 1. °

Immune cell and endothelial cell activation

Activated Activated Activated
macrophage endothelial cell dendritic cell
IL-6, IL-1, = T cell further
IL-8, IL-10 activation and
TNF-a feedback loop

HemaSphere 3(2):e191

Fever and
constitutional
symptoms

CRS grade 1

CRS grade 2

CRS grade 3

Grade 4

Mechanical ventilation
and high grade organ
toxicities

CRS grading and management approaches

- temperature >38°C
- flu-like symptoms
* NauUsea

« temperature >38°C

« hypotension not requiring vasopressors

« hypoxia requirin low- flow nasal cannula
or blow-by

- temperature>38°C

« hypotension requiring one vasopressor
with or with vasopressin

« hypoxia requiring high- flow orfacemask

- infectious workup
« broad spectrum antibiotic
s supportive measures (antipyretics)

- manage fever and symptoms as grade 1
- transfer to IMC/ICU

- low dose vasopressor

- tocilizumab 8mg/kg i.v.

» manage fever and symptoms as grade 2
- repeat tocilizumab
= low dose corticosteroids




Immune effector cell-associated neurotoxicity syndrome
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Immune effector cell-associated neurotoxicity syndrome
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CRS grading and management approaches

- awakens spontaneously

ICANS grade 1 } :

fatigue
ICE: 7-9 points

« supportive care
« IV hydration
} - neurology consultation
+ EEG/MRI
- consider antiepileptic drug




Macrophage activation syndrome

Genetic
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CRS Incidence by CAR T-Cell Product
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ICANS Incidence by CAR T-Cell Product
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Late Bacterial and Viral Infections

PJP Pneumonia

| |

Hypogammaglobulinemia
| |
.

Impaired B-Cell and T-Cell Recovery
Prolonged Cytopenias
Late Neurologic and Psychiatric Events

|
Fungal Infections (Molds)

Late Immune-Related Adverse Events

Subsequent Malignancies

Timeline for Delayed Toxicities

CAR 1Mo 3 Mo 6 Mo 1 Yr and
T-Cell Beyond
Infusion

Transplant Cell Ther. 2021;27:222 oo IV.IHK



Teaching an old dog new tricks

b First-generation Second-generation  Third-generation Fourth-generation  Fifth-generation CAR

Next-generation CAR T cells

CAR CAR CAR CAR or next-generation
CAR
Suicide genes
Dual-antigen
receptor
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i as switches

Br J Cancer 120, 26-37 (2019)
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Obrazky vytvoreny v biorender.com neni-li uvedeno jinak
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