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' “Ffight on, my men,” sayes Sir Andrew Barton,
' “I am hurt, but I am not slaine;

. - I'le lay mece downe and bleed a-while,

~ And then I'll rise and fight againe!”
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Cytokine therapy in RCC

The New England Journal of Medicine
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Innate and Adaptive Immunity

Dendritic cell Mast cell B cell

Macrophage
AS T cell T cell
Innate Immunity 0 Basophil 6

Nonspecific first kﬁ',Ztr“éZf,
line of defense / l
Eosinophil Antibodies
Complement
protein Natural
~/( 6 Killer cell
: CD4+ CD8+

Neutrophil T cell T cell

Adaptive Immunity
Specific response,
memory functions

Granulocytes

Immune Surveillance
Identification and destruction of foreign or abnormal
cells by innate and adaptive immunity

Powell J. Overview of Adaptive Immunity. SITC 2018; Rahma OE. Overview of Immunotherapyfor Cancer. Clinical Care Options 2016; Zhang and Chen. Journal of Cancer 2018



Different methods to harness the immune system to treat cancer

Adoptive cell therapies
Autologoug TILs expanded ex vivo and

TCR-engineered T cells
Peripheral blood T cells
th modified TCR to
recogmnze

recognize TAA

Other immunotherapies Immune agonists
Targeting costimulatory receptors

boosts antitumor immunity

Cancer vaccines
Stimulate immune
system against tumor

CD40
’ ‘ A CD137
Oncolytic viral therapy

CTLA-4

Infection of cancer cells with }'
genetically engineered viruses ""{po-1
that lead to cancer cell lysis

Checkpoint inhibitors

Inhibition of PD-1, PD-L1, or CTLA-4
with monoclonal antibodies that enable
T-cell mediated tumor regression

Cytokines
Stimulate proliferation

of active T cells

Bispecific antibodies
Direct engagement of T cells and tumor cells

Rahma OE. Overview of Immunotherapyfor Cancer. Clinical Care Options. 2016.
Courtesy of Ganguly S. ASTCT 2023.



ACT with tumor-resident T cells ACT with genetically modified peripheral blood T cells
Adoptive transfe the same
patient after pr
lympl

TIL therapy

Nontherapeutic T-
cells
Targets a specific

peptide—human
Specific leukocyte antigen

complex on the

tumor cell

MHC restricted

Gamma-retrovirus/lentivirus

Non-MHC restricted

Based on naturally existing lymphocytes within the tumor

» TILs are polyclonal and recognize multiple TSAs
* Fewer than 1% of TSAs are shared between patients
* Low risk of CRS and ICANS

* Cytokine therapy

Rohaan et al. Virchos Archic 2019
Srour and Akin. JIPO 2023
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Advantages

Persistent
reSpOns
achievable with

Disadvantages

srape via

downregulation

of TILs, TCR T

CAR. T Cells

MHC ind

no HLA matching
requirement
Relatively faster
manufacturing
time

Off-the-shel
potential

tracellular
antigens only,
with few
neoantigen
options

Poor pe
even with
lymphodepletion

Tumor escape via

TIL: tumor infiltrating lymphoceyte; TCR: T cell receptor;

receptor.

and CAR T Cells.

TCR. T Cells

extracellular
antigens,
inelud

manufacturing
time

LA matching
‘equirement
On-target, off-

even with
lymphodepletion
Tumor escape via
MHC
downregulation
and/or target
downrezulation

CAR: Chimeric an

Grimes JM, et al. Transfusion and Apheresis Science 2021



With Allogeneic ACTS oo
CAR T Cell and .

TCR T Cell
Manufacturing

Process Allogeneic ACTs CARs require extra genetic editing steps

* Prevent graft rejection and GVHD Patient
3 5 aien
Patient - PPersistence pdified T Cells

+ Advantages:

- Off-the-shelf

- Access and reliability of final product
- Cost

- Multiple dosing

Processing
and infusion

Tumar Processing
excision and infusion

Tumor dissection Expansion of
and fragmentation tumor-activated

TiLs '
fer)
Initial TIL

TIL \ TIL activation
. expansion
Manufacturing \ assay

Process . —//

S~ »

Manufacturing steps for TILs and for engineered T cell therapies, including CAR T Cells and TCR T Cells.

Adapted from Grimes JM, et al. Transfusion and Apheresis
Science 2021
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Paradigm Shift for CAR T Cell in Heme Tumors
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SOC IEC Products by Disease

Tisagenlecleucel (Kymriah) August 2017

Lymphoma Axicabtagene Ciloleucel (Yescarta) October 2017
Brexucabtagene Autoleucel (Tecartus) July 2020

Lisocabtagene Maraleucel (Breyanzi) February 2021

Idecabtagene Vicleucel (Abecma) February 2021
Ciltacabtagene Autoleucel (Carvykti) April 2022

FDA Approval Date

February 2024
FonrepDa:

Tisagenlecleucel (Kymriah) August 2017

Lifileucel (Amtagwi)

Melanoma

Brexucabtagene Autoleucel (Tecartus) October 2021

Lisocabtagene Maraleucel (Breyanzi) March 2024

Obecabtagene Autoleucel (Aucatzyl) November 2024

August 2024

Sarcoma

N
l?’ IEC Program MD ANDERSON CANCER CENTER

Afamitresgene Autoleucel (Tecelra)




Lessons from our CAR T-Cell Experience?

* Durable responses in Heme Malignancies

» Associated with unique and potentially serious toxicities:
— Cytokine Release Syndrome
— Immune Cell Associated Neurotoxicity Syndrome
— High rates of ICU admissions

— Infections, HLH, Prolonged Cytopenias, Neurological Toxicities
— NRM

— Construct-specific toxicities

— Multi-departmental infrastructure management is critical



NEWS BRIEF

Emily Whitehead, First Pediatric
Patient to Receive CAR T-Cell
Therapy, Celebrates Cure 10 Years
Later

May 10,2022

Pictured: Emily with Dr. Grupp


http://www.cjop.edu/
http://www.emilywhiteheadfoundation.org/

Estimated New Cases Seigel R, et al. Cancer Statistics, 2023. CA Cancer J Clin 2023

Males Females

Prostate 288,300 29% Breast : 297,790 31%

Lung & bronchus 117,550 12% Lung & bronchus 120,790 13%

Colon & rectum 81,860 8% Colon & rectum 71,160 8%

Urinary bladder 62,420 6% Uterine corpus 66,200 7%
Melanoma of the skin 58,120 6% Melanoma of the skin 39,490 4%
Kidney & renal pelvis 52,360 5% Non=Hodgkin lymphoma 35,670 4%
Non-Hodgkin lymphoma 44,880 4% Thyroid 31,180 3%
Oral cavity & pharynx 39,290 4% Pancreas 30,920 3%
Leukemia 35,670 4% Kidney & renal pelvis 29,440 3%

Pancreas 33,130 3% Leukemia 23,940 3%

All Sites 1,010,310 100% All Sites 948,000 100%

Estimated Deaths

Males Females

Lung & bronchus 67,160 21% Lung & bronchus 59,910 21%

Prostate 34,700 11% Breast 43,170 15%

Colon & rectum 28,470 9% Colon & rectum 24,080 8%

Pancreas 26,620 8% Pancreas 23,930 8%

Liver & intrahepatic bile duct 19,000 6% Ovary 13,270 5%
Leukemia 13,500 4% Uterine corpus 13,030 5%

Esophagus 12,920 4% Liver & intrahepatic bile duct 10,380 4%

Urinary bladder 12,160 4% Leukemia 9,810 3%

Non-Hodgkin lymphoma 11,780 4% Non-Hodgkin lymphoma 8,400 3%
Brain & other nervous system 11,020 3% Brain & other nervous system 7,970 3%

All Sites 322,080 100% All Sites 287,740 100%




A. Target antigen hetsrogeneity
1. Clonal complexity in solidAumors

hstantial tumor-associated antigen
hetemgeneny
3. Escape mechanisms due to antigen-negative
tumor cells
4. Off-tumor on-target toxicity
Solutions:

+ Develop dual and tandem CARs to target
multiple antigens

+ Target neoantigens

+ Use "adapter-mediated” CARs

+ Use strategies that can induce "epitope
spreading”

For stroma
& ance immune cells
3 Inhlbrtory effect of checkpoint molecules
Inhibitory cytokine milieu (e.g. IL-10)
Snlutions:
* Use modified CARs capable to target tumor
stroma

3 Subopuma CAR  T-cell expansion and
persistence

4. Suppressive tumor microenvironment

Solutions:

= Improve lymphodepletion strategies

« Improve CAR constructs (e.g. co-express
functional chemokine receptors)

= Intracavitary/tumor delivery of CAR T-cells

« Other strategies to overcome the suppressive
tumor microenvironment

= Knocked out CARs to resist some of the inhibitory

cytokines
« Armored CARs with cytokines (e.g. IL-12 armored
CARs) to overcome the suppressive

microenvironment
« Combination strategies (e.g. with checkpoint
inhibitors)

Challenges with CAR T-cells
in Solid Tumors

gff-tumor toxicity
direct CAR T-cell-related end organ toxicity

Soll.nlnns

* Select highly tumor-specific antigen
s Engineer CARs with “suicide genes”(e.g.
inducible Caspase9 suicide gene system)

« Design CARs with non-functional targeted
receptors

¢ Design adapter-mediated and tandem/dual
CARs

« CARs using the Boolean logic gates technology

Srour and Akin. JIPO 2022




Target antigen heterogeneity

Expression on
Tumor antigen exprressed normal cells

by tumor cells in OC Low expression
High heterogenicity
TAGT72

Muc1é

scr-;v: antigen recognition

FRa
NKG2D ligands
MISIIR
Uterus ! Mesothelin
HER-2

CD70 Clinical
trials
TnMUC1

ALPP

Normal Cells 5 C-met
(off-target toxicity)

EpCAM CcD3¢

CLDN CcD28
4-1BB

PTK-7 Signaling domains

Liver and

5T4
neurotoxicities 4 TNF-a

LGR5 IFN-y
IL-12
: ‘ IL-2 :
& Perforin
Ineffective GMzZB
trafficking and Persistence |
migration

Ding et al. Medical Oncology 2022



32% of IEC Therapy Studies are for
Solid Tumors at MD Anderson

MDACC as of November 2022

30 IEC Targets) 85 Studies, and 618 Patients Treated at

IEC Targets Studied at MD Anderson
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Immune evasion mechanisms and suppressive TME
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CAR-T Cell Therapy: Improving on CAR Construct

Second generation ) ( Third generation
CAR CAR

i

Chimeric antigen

First generation
receptor (CAR)

CAR

Fourth generation  Fifth generation
CAR CAR

Antigen-
recognition
domain

)m

Signaling
domains
(e.g.CD3Y)

CD3Y

Cytokines

Srour and Akin. JIPO 2022 (IL-12)
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CAR-T Cell Therapy: Toxicity

N. Frey, D. Porter / Biol Blood Marrow Transplant 25 (2019 ) e123-e127

Patient Staff Education
Selection fit and stable patient In Services across disciplines
Importance of psychosocial support Residents, Nurses, APP, MD, Pharmacists
Stay close to site for 28 days REMS Training

Educate: Know when and who to call

Safe CART

Delivery
Management Oversight
Availability of Cell Therapy Expert Availability Tocilizumab
Ready Availability of CRS and Rapid delivery of Tocilizumab
neurotoxicity management guidelines Education & Algorithm Updates

Review Outcomes & Procedures

Figure 1. Delivering CAR-Ts safely.

Adapted from Frey & Porter. BBMT, 2019, 25, e123-e127



CARTOX Program Quality Trend: ICU Transfer Rate for
Patients Treated with SOCs

» ICU transfer rate at MD Anderson is trending lower over time with improvements in IEC management
45%

40%
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Unique challenges with ACT in solid tumors

* Toxicity profile less uniform c/w CAR T in hematologic malignancies
v'Target-, CAR construct- and disease-specific
v'Cytokine therapy, high-dose IL-2

» Shared management between cell therapists and solid tumor oncologists

* Unique challenges not only during the clinical trial development, but more
important when it is commercialized

* Data reporting



A Robust Quality Infrastructure is Key to Safe and Effective Delivery of Inmune Effector Cells — How
“FACT”-Finding Can Help

Kevin J. Curran®, Sarah Nikiforow?, Carlos Bachier’, Yen-Michael Hsu®, David Maloney5, Marcela V.
Maus®, Philip McCarthy?, David Porter®, Patricia Shi°, Elizabeth J Shpallm, Basem William™, Kara
Wacker ™, Phyllis Warkentin'> ", Helen E Heslop“

e Addressed some of the common issues faced by IEC programs including the
need to manage resources, proper program structure, and the need for on-
going competency assessment

e Through the FACT IEC Standards and accreditation program an institution can
develop a quality IEC program which provides safe and effective IEC products
for their patients with exceptional outcomes

@_ blOOd advances Blood Advances 2023



IEC Program Structures

CT/HCT Program Involvement

All IEC Management within BMTm ﬂ"e Physician ADWiﬂtmm

/ o _ —
BMT Program Unit BMT Program Unit Leukemia Unit ‘
ol s ENSIVICEEE BMT Nurses Physicians Leukemia Nurses
HPC Patients

IEC Patients HPC Patients |IEC Patients




IEC Program Structures

Qhared Resour@

BMT Program Unit Administers IECs for Hem/Onc Unit Shared Nursing Resources
Leukemia Unit BMT Program Unit Leukemia Unit ‘ ‘ BMT Program Unit
Hematology/Oncology BMT Nurses | BMT Physicians Hematology/Oncology BMT Nurses | | BMT Physicians
Physician Physician

IEC Patients | ‘ HPC Patients IEC Patients HPC Patients




IEC Program Structures

< IEC Institute >

Oversight by Immunotherapy Unit

BMT Prograum Unil |

BMT Physician

Leukemia Unit |

Hematology/Oncology Physician

Lymphoma Unit ‘

Hematology/Oncology Physician

Solid Tumor Unit

OCncologist

IEC Patients

Immunotherapy
Institute




Caring for IEC solid tumor patlents at MDACC: Model 1

The entire care is provided by the SCT team while on study
protocols

Return to medical oncology upon progression

Coordinate with referring oncology on bridging and follow up care

8 Essential Tasks

Referring
Provider

SCT Care

Y Patient
. CART
Manufacturing Site ! WORKING GROUP

Figure adapted from Berdeja JG. ASH Educ 2020



Caring for |IEC solid tumor patients at MDACC: Model 2

Outpatient, follow up jointly with solid tumor and
SCT attending until day 30*
Return to medical oncology after day 30*

Referring
Provider | =
Y Patient
- ART
Manufacturing Site !%ngggoup

Figure adapted from Berdeja JG. ASH Educ 2020



Paradigm Shift for CAR T Cell in Heme Tumors
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What about a Paradigm Shift for CAR T Cell in Solid

Tumors?!

* In February 2024, first historical approval
for TIL (Lifileucel) in melanoma

* |n August 2024, first historical approval for
TCR (Afamitresgene) in sarcoma



Table 2. Summary of the published clinical trials for CAR T-cell therapy in solid tumors

Year Tumor Subtypes Target Sample Size Outcome Reference

2006 Ovary FRo 14 No response Kershaw et all'®
2007 Neuroblastoma CD171 6 NR Park et all®?!

2010 CRC HER2 1 Died Morgan et al®®
2011 Neuroblastoma GD2 19 3 CR of 11 active disease Louis et al*#
2013 RCC CAIX 12 No response Lamers et al®!
2015 GBM IL13Ra2 3 Transient Brown et al*”
2015 Ovary MUC16 6 NR Koneru et all®%
2015 GBM HER2 16 1 PR and 4 SD for up to 24 mo Ahmed et all®%
2015 Sarcoma HER2 19 17 evaluable: 4 with SD for up to 14 mo  Ahmed et al®”
2016 Prostate PSMA 5 2 PR Junghans et all®®!
2017 CRC CEA 10 2 PR 7 SD up to 30 wk Zhang et all*®!
2017 Neuroblastoma GD2 11 5SD Heczey et al®®
2017 CEA-positive tumors CEA 14 No response Thistlethwaite et al*®
2017 GBM EGFRv3 10 1 SD for 18 wk O’Rourke et al??
2018 CD133-positive tumors CD133 23 3 PR, 14 SD Wang et al®®
2018 HNSCC EGFR 13 ORR: 69% Papa et all®%)

2018 Biliary and pancreatic cancers HER2 11 1 PR 5 SD Feng et all*?)

2018 PDAC Mesothelin 6 3 SD Beatty et al'*"]
2019 Pleural tumors Mesothelin 20 14 with PD1 therapy: 2 CR, 5 PR, 4 SD Adusumilli et al'*?!
2019 Mesothelin-positive tumors Mesothelin 15 11 SD Haas et all®¢)

2019 Gastric, pancreas Claudin18.2 12 1 CR, 3 PR, 5SD Zhan et all®Y
2019 MUC1-positive tumors MUC1 13 9 SD Li et al'®”

2019 GBM EGFRv3 18 No response Goff et al®?

2019 CEA-positive tumors CEA 8 2 SD Katz et all4”]

2019 PSCA-positive tumors PSCA 15 8 SD Becerra et al'®®
2019 GD2-positive tumors GD2 12 1 CR, 2 PR Yankelevich et al®
2019 TNBC ROR1 4 1 PR 2 SD Specht et all®?!
2019  CRC NKG2D 8 NR Van Cutsem et al®”"
2020 Lung PD-L1 1 Serious AE Liu et al'®?

2020 HCC Glypican-3 13 2 PR and 1 SD for 44 mo Shi et al®3

Srour and Akin. JIPO 2022



Table 1| Summary of selected TCR gene therapy clinical trials

Antigen class

HLA Co-receptor independent

CDR modification

Tissue differentiation

MART-1

A*D2:01

Melanoma

MART-1

ATD2:0

Melanoma

gpl100

A*02:01

Melanoma

Tyrosinase

A*D2:01

Melanoma

CEA

ATD2:01

CRC

Cancer germ line

NY-ESO-1

A*D2:01

Melanoma

MNY-ESO-1

A*02:01

S5

NY-ESOA1

A*D2:0

S5

MNY-ESO-1

A*D2:M

MRCLS

MAGE-A3/9/12

A*D2:0

Various

MAGE-A3/B

DPB1"O4:01

Various

MAGE-A4

Ar24.0n Mo

ESCA

MAGE-A4

A"02:0 Yes

S5 and MRCLS

MAGE-A4

A*D2: Yes

\arious

MAGE-A4+CD8Ba

A*02: Yes

Various

MAGE-A10

AY02:01 Not defined

NSCLC

PRAME

A*D2:0 MNo

Various

Overexpressed

A*24.02

MDS/AML

wT1

A*D2:01

AML

Viral

HPV-16 EB

HPV-1E*

HPV-16 E7

HPV-16*

Neocantigen

Private

Various \arious

Various

TP53 (R175H)

A*D2:01 Yes

BRCA breast cancer

KRAS (G12D)

C*08:02 Yes

PDAC

KRAS (G12D)

A11:0 Yes

NSCLC
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Tumor-Infiltrating Lymphocyte Therapy or Ipilimmumab
in Advanced Melanoma
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—_— B0+
&
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=
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&
g 50
...g N Hazard ratio for progression or death, 0.50 (95% Cl, 0.35-0.72)
<
£ Lo P<0.001
g
B 30-
g TIL
e 204
104
Ipilimumab
D T T T T T T T T T T
0 30 36 42 48 54 &0 66 72 78 B4
Months since Randomization
Mo. at Risk
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nature medicine

Article https://doi.org/10.1038/541591-022-02128-7

Autologo usTcell therapy for MAG E-A4" solid
cancersin HLA-A*02" patients: aphaseltrial

* Phase 1 dose-escalation study

» Autologous T cells that express a high-affinity melanoma-associated

antigen A4 (MAGE-A4)-specific T-cell receptor (TCR) targeting MAGE-
A4+ tumors

* (HLA)-A*02
38 patients, variety of solid tumors, 42% were sarcomas, 24% ovarian

Hong DS, et al. Nature Medicine 2023
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@"}_@ Afamitresgene autoleucel for advanced synovial sarcoma
- and myxoid round cell liposarcoma (SPEARHEAD-1):
an international, open-label, phase 2 trial

105 pe

D’Angelo S, et al. Lancet 2024
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baseline screening

| eligibility criteria

4 patients did not meet

25 patients with manufactured CAR-T cells

=~ 1 patient died due to disease

2 products not released
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22 patients infused with CAR-T cells
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|
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APRIL 5-10 + AACR.ORG/AACR24 + ¥AACR24

Physiological role of CD70 Role of CD70 in cancer

- Transient CD70 expression on activated lymphocytes as well as - High levels of CD70 expression have been detected in approximately 80%
of ccRCC samples?

- CD70 expression is regulated by the VHL pathway; HIF activates CD703

NK cells and mature dendritic cells’
- Controls naive and memory T-cell activation via interaction with

CD27 - Possible immunosuppressive role due to T-cell exhaustion, apoptosis, or
Activated Naive/memory Treg expansion’
lymphocyte Tcell CD70+
malignant cell T cell
CD70
=

C;E\ 0
9

T-cell costimulation

ccRCC, clear cell renal cell carcinoma; NK, natural killer; VHL, Von Hippel-Lindau; HIF hypoxia-
inducible factor; Treg, regulatory T cell

Q

References: 1. Flieswasser T et al., J Exp Clin Cancer Res 2022:41:12. 2. Flieswasser T et al., T-cell exhaustion T-cell apoptos:s Treg expans:on
Cancers 2019:11:1161. 3. Ruf M et al., Clin Cancer Res 2015:21:889-898.
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CTX130™ allogeneic CRISPR-Cas9-engineered chimeric antigen receptor (CAR)
T cells in patients with advanced clear cell renal cell carcinoma: long-term
follow-up and translational data from the phase 1 COBALT-RCC study
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CTX130 Construct

Anti-CD70

« CTX130 is an investigational allogeneic, CRISPR/Cas9
gene-edited, anti-CD70 CAR T cell therapy with TRAC,

B2M, and CD70 disruptions MHC | TCR
. . disruption
— Using an AAV vector, an anti-CD70 CAR cassette is disruption et %
specifically inserted into the TRAC locus by homology- -~ 4
directed repair 3
CD70 E
«  CTX130 is manufactured from T cells collected from a disruption L=== 5
healthy donor, which are then selected and edited before P .
expansion and cryopreservation for off-the-shelf r
avallablllty E_H.E@i CAR insertion
e | DO D B0
Ei-"'- i B82M locus // \ TRAC locus
AACR JOURNALS

CD70 locus
AAV, adeno-associated virus; 2M, B2-microglobulin; CAR, chimeric antigen receptor; MHC, major histocompatibility complex;

TCR, T-cell receptor; TRAC, T-cell receptor alpha constant.
Reference: Dequeant M-L, et al. CD70 knockout: A novel approach to augment CAR-T cell function. Poster presented at American Association for Cancer Research 2021. April 10-15 and
May 17-21, 2021.
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Data cutoff date: 09 OCT 2023

59 (58-64) 60 (54-65) 61 (53-73) 70 (66-77) 63 (53-77)
Male sex, n (%) 3 (100.0) 3 (100.0) 6 (100.0) 2 (50.0) 14 (87.5)
Metastatic disease, n (%) 3 (100.0) 3 (100.0) 6 (100.0) 4 (100.0) 16 (100.0)
Prior anticancer therapies, n (%)

Systemic therapy 3 (100.0) 3 (100.0) 6 (100.0) 4 (100.0) 16 (100.0)

Radiotherapy 1(33.3) 2 (66.7) 4 (66.7) 4 (100.0) 11 (68.8)

Surgery 3 (100.0) 3 (100.0) 5 (83.3) 4 (100.0) 15 (93.8)
\edi@nes of systemic 2 (1-3) 3 (2-4) 3 (1-5) 3 (2-6) 3 (1-6)

therapy, n (range)
Median time from diagnosis, y (range) 3.4 (2.5-6.3) 2.7 (0.7-3.3) 5.1(2.5-6.3) 10.5(5.1-24.0) [4.9(0.7-24.0)

IMDC category at screening, n (%)

Favorable 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Tntermediate, 3 (100.0) 3 (100.0) 3 (50.0) 1(25.0) 10 (62.5)
\Poor 7 0 (0.0) 0 (0.0) 3 (50.0) 3 (75.0) 6 (37.5)
eGFR <60 mL/min/1.73 m?, n (%) 2 (66.7) 1(33.0) 1(16.7) 2 (50.0) 6 (37.5)

DL, dose level; eGFR, estimated glomerular filtration rate; IHC, immunohistochemistry; IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; SoD, sum of diameters.
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Data cutoff date: 09 OCT 2023
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16 (DL3) & x X Death ® Response Assessment
0 1 3 6 9 12 18 24 30 36

DL, dose level Time since First CTX130 Infusion (months)



Pharmacokinetics

CTX130 was detected after infusion then
redistributed and declined to a nadir in
most patients around Day 2 to Day 3 after
infusion. This was followed by rapid
expansion with peak concentration Day 7
to Day 15. CTX130 cells then
subsequently declined and were no longer
detected by Day 28

mean [CAR] (copies/ug), SEM

Phase

1

Distribution

100,000

10,000

1,000

100

—_
o

—

AAC_R American Association ‘
for Cancer Research”

2024 - SAN DIEGO

APRIL 5-10 + AACR.ORG/AACR24 + ¥AACR24

Phase 2 Phase 3

Expansion  Exit from tumor site, enter into circulation, and

clearance by immune system

LOD

| | |
7 14 21 28

Visit Day

N=4 DL4 subjects, first infusions only



Preclinical efficacy of CTX131™: AAGR e €8
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a next-generation CAR T with additional potency edits 2024 - SAN DIEGO

CTX131 eliminates tumors in tumor

TGFBR2 Anti-CD70 :
disruption CAR rechallenge with ACHN (RCC)
MHC | o . TCR.
disruption ' disruption
7 12501
+— 1000-
CD70 [ E
disruption E 50
3
(2]
>
~ 500
]
£
2
250
0_

20 40 60 80 100 120
Study Day

TGFBR2

locus

Regnase-1
locus

-®- Untreated -® CTX130 -¥ CTX130+ TGFBR2 KO

-4 CTX130 + Regnase-1 KO -+ CTX131
Reference: Terrett J et al., Cancer Res (2023) 83 (7_Supplement): ND02



Study Design for CTX131

Phase 1 Phase 2
Dose finding Expansion of
| any selected
( Part A Part B \ Phase 1 cohort
Dose escalation Dose optimization in

disease-specific cohorts

r Yy
—Cohort 1 ) , R ‘
ccRCC -4------ > ccRCC o o |
L\L\ J \ﬁd 1 SN e —————
(" Cohort 2 ) , y . S \
cC -q4------ - cC Lo E
EC -4------ > EC I
PAC -1------ ~ | PAC s ‘;
QMPM -F=mm--- | MPM R ;
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Total patients enrolled
(N =51)

Received at least 1 dose of LD
(n =50)

Received ALLO-316
(n = 46)

TRAVERSE: Transition from Phase 1a to Phase 1b

Evaluable for efficacy (n = 46)

]
CD70- (n = 5)

D70* (n =
CD70* (n = 38) CD70 unknown (n = 3)

Dose level 1
(40%1069)
Totaln =3

FCAn=3

Dose level 2
(80%1068)
Total n = 28

FCAn=5

FC300n=3

FC500 n =20

Phase 1b

CD70* TPS 250%? (n = 16)
CD70* TPS <50%2 (n = 4)

Dose level 4
(240x%1068)
Totaln =1

Dose level 3
(120%1068)
Totaln =6

___ Anti-CDT0
scFv

Rituximab
recognition
domains

FC300n=3

FC300n =1

FC500n =3

O\

O\
Signaling h
domains

Median follow-up: [} ‘\ J ;l
5 months (range, 2-14) /@ 4
¥

FCA, fludarabine, cyclophosphamide, and ALLO-647 (an anti-CD52 monoclonal antibody) Son

FC300, fludarabine 30 mg/m2and cyclophosphamide 300 mg/m?

aJHC-based CD70 expression.
FC500, fludarabine 30 mg/m2and cyclophosphamide 500 mg/m?

LD, lymphodepletion; TPS, Tumor Proportion Score.
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TRAVERSE Phase 1b Study Design (NCT04696731)

« Aged 218 years with |
advanced or metastatic
ccRCC
Standard

* Disease progression after Lymbhodesletion ALLO-316 Safety and efficacy
PD-1 axis and VEGF y pFlu/Cp 80x10° CAR+ cells assessments
targeted therapies i

« CD70 positive by IHC on | ittt Somommmmmsmsosoooooos
archival or fresh tumor tissue Phase 1b Endpoints

Follow up through M60

. * Primary
ECOG 0-1 « TEAEs
» Adequate pulmonary, « Secondary
cardiac, renal, hepatic, and « ORR, CRR, DOR, TTR, PFS, OS, CAR T expansion kinetics

hematologic function

aPhase 1a evaluated escalating doses of both ALLO-316 and various lymphodepletion regimens in a 3+3 design.

CAR, chimeric antigen receptor; ccRCC, clear cell renal cell carcinoma; CRR, complete response rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; Flu/Cy, fludarabine 30 mg/m2and
cyclophosphamide 500 mg/m2daily for 3 days; IHC, immunohistochemistry; M, month; ORR, objective response rate; OS, overall survival; PD-1, programmed cell death protein 1; PFS, progression-free survival;, TEAE,
treatment-emergent adverse events; TTR, time to response; VEGF, vascular endothelial growth factor.
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All Patients Had Multiple Treatment-Refractory
Advanced or Metastatic ccRCC

Phase 1b patients received a median of 4 prior lines of therapy: 59% had received 3+ prior TKIs, 41% had received
belzutifan, and 32% were quadruple class refractory to inhibition of the CTLA-4, PD-(L)1, TKI, and HIF-2a pathways

Demographics and Disease Phase 1b All patients Prior Treatment Phase 1b All patients
Characteristics n = 222 N =50 n = 222 N =50
Age, median (range), years 56 (35-67) 60 (35-70)
Lines of prior therapy, median (range) 4 (1-11) 4 (1-11)
Male sex, n (%) 20 (91) 44 (88)
ECOG PS 0, n (%) 10 (45) 27 (54) Prior therapies, n (%)
Disease stage IV, n (%) 22 (100) 50 (100) Anti-PD-(L)1 therapy 22 (100) 50 (100)
Prior nephrectomy, n (%) 22 (100) 45 (90) Anti-CTLA-4 therapy 12 (55) 31 (62)
. . o
IMDC risk at screening, n (%) Cabozantinib 18 (82) 39 (78)
Favorable 8 (36 19 (38
9 o) 22 TKIs 18(82)  32(64)
Intermediate 14 (64) 27 (54)
Poor 0 3(6) 23 TKls 13 (59) 17 (34)
Not available 0 1(2) mTOR inhibitor 15 (68) 20 (40)
Treatment timing Phase 1b All patients Belzutifan 9 (41) 10 (20)
n = 222 N =50
- Received CTLA-4 inhibitor, PD-(L)1 inhibitor, 7(32) 8 (16)
Time from enroliment to treatment, 4 (1-15) 4 (1-15) TKI. and HIF-2a inhibitor

median (range), days

alncludes 2 patients who received LD but did not receive ALLO-316.
ccRCC, clear cell renal cell carcinoma; CTLA-4, cytotoxic T-lymphocyte associated protein 4; ECOG, Eastern Cooperative Oncology Group; HIF-2a , hypoxia-inducible factor 2a; IMDC, International Metastatic RCC Database
Consortium; LD, lymphodepletion; PD-1, programmed cell death protein 1; TKI, tyrosine kinase inhibitor. Data cutoff: 02-May-2025
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Adverse Event Profile Consistent With
Lymphodepletion and an Active CAR T Therapy

Phase 1b All patients
AEs of Special n =222 N = 50

Phase 1b All patients
TE-AES 220-% n =222 N =50

Interest, n (%)

incidence in Phase

CRS 15 (68) 0 31(62) 1(2)
Neutropenia 15 (68) 15 (68) 30 (60) 28 (56)

WBC decreased 15 (68) 15(68)  28(56) 26 (52) Infection 10 (45) 8 (36) 29 (58) 18 (36)
Anemia 13 (59) 9 (41) 26 (52) 17 (34) IEC-HS 8 (36) 2 (9) 12 (24) 3(6)
Thrombocytopenia 12 (55) 6 (27) 23 (46) 13 (26) ICANS 4 (18) 0 4(8) 0
Nausea 8 (36) 0 25 (50) 0 GVHD 0 0 0 0
ALT increased 7 (32) 2(9) 6 (32) 7 (14)

Peripheral edema 7 (32) 0 7 (34) 0

Pyrexia 7(32) 0 9 (38) 1(2) * Any-grade TEAEs occurred in 100% of Phase 1b patients, including:
Arthralgia 6 (27) 0 3(26) 0 * Majority of grade 23 TEAEs were hematologic events

AST increased 6 (27) 2 (9) 5 (30) 7 (14) * No treatment related grade 5 AEs

Fatigue 5(23) 0 26 (52) 1(2)

Headache 5 (23) 0 6 (32) 0

alncludes 2 patients who received LD but did not receive ALLO-316. POne patient experienced G4 IEC-HS based on Gl bleeding with subsequent improvement and 1 patient experienced G3 IEC-HS based on
hypotension managed without pressors with subsequent improvement. There were no grade 5 events of IEC-HS.

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CAR, chimeric antigen receptor; CRS, cytokine release syndrome; GVHD, graft versus host disease; ICANS, immune effector cell-associated
neurotoxicity syndrome; IEC-HS, immune effector cell-associated hemophagocytic lymphohistiocytosis-like syndrome; LD, lymphodepletion; TEAE, treatment-emergent adverse event; WBC, white blood cell. Data cutoff: 02-May-2025
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Tumor Responses Occur Early and Are Sustained
Following a Single Infusion of ALLO-316

Among CD70* TPS =250% patients, 44% (7/16) had >30% reduction in diameter of baseline target lesions
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TPS, tumor proportion score. Data cutoff: 02-May-2025 Visit
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High Response Rate and Ongoing Remissions
Out of 5 confirmed responders, 4 have an ongoing response; 1 has reached the 1 year mark post—ALLO-316

Prior Therapies

HIF2a  CTLA4 PD- Day 28 Month 2 Month 4 Month 6 Month 8 Month 10 Month 12
(L)1/TKI . 5 ; ; ' ' '
v v I [ : . .
% — o : : :
v v v ] () >
v v v I ——— .
v | —._—>
v — —)
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CTLA-4, cytotoxic T-lymphocyte associated protein 4; HIF-2a , hypoxia-inducible factor 2a; PD, progressive disease; PD-(L)1, programmed cell death protein/ligand 1; PR, partial response; SD, stable disease;
TKI, tyrosine kinase inhibitor; TPS, tumor proportion score. Data cutoff: 02-May-2025
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Regression of Contralateral Kidney Metastasis
Following a Single Dose of ALLO-316

Baseline After 1 month
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VCN
(Copies/ug)

Marked Tumor Infiltration by ALLO-316 Seen in Paired
Tumor/Blood Samples

Day 7-10 Tumor Biopsy and Peripheral Blood

Tumor Biopsy Peripheral Blood

CAR Vector Copy Number (VCN) by PCR
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CAR T cell chromogenic RNA in situ hybridization

* Homing and infiltration of ALLO-316 CAR T cells into tumor was demonstrated by two independent methods: VCN (PCR)
and chromogenic RNA in situ hybridization assay using a probe against CAR transcripts

» The high VCN levels observed in the tumor samples demonstrated the extensive infiltration of ALLO-316

CAR, chimeric antigen receptor; PCR, polymerase chain reaction; RNA, ribonucleic acid. Data cutoff: 02-May-2025
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Responders Had Robust Expansion and
Persistence of CAR T Cells

CD70- patient T cells quickly rebounded while CD70* patient T cells remained low until ALLO-316 CAR T
contraction (Dagger® Effect)

VCN Over Time by Best Overall Response CD70* Host T Cells are eliminated by ALLO-316
10°
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CAR, chimeric antigen receptor; VCN, vector copy number. Data cutoff: 02-May-2025
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Thyroid Cancer and ICAM-1
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ICAM-1 directed chimeric antigen receptor (CAR) T-Cells (AIC100) in patients
with advanced thyroid cancers: Clinical and translational data from the phase 1
study

Samer A. Srour, MD?, Jochen H. Lorch?, Mark E. Zafereo?, Victoria Meucci Villaflor3, Yan Xing,?, Sonal Gupta*, Mimi I-Nan Hu?, Ramona

Dadu?l, Adam LinZ, Yang Lul, Melissa Cushing®, Scott Avecilla®, Theresa Scognamiglio®, Moonsoo Jin®, Janusz Puc*, Tripti Gaur?, Stacey
Ukrainskyj*, Sebastian Alexander Mayer®, Koen Van Besien’, Maria E. Cabanillas!

1The University of Texas MD Anderson Cancer Center, Houston, TX; 2Northwestern University,
Chicago, IL; 3City of Hope National Medical Center, Duarte, CA; *Affylmmune Therapeutics,

THE UNIVERSITY OF TEXAS

Natick, MA; Weill Cornell Medical College, New York, NY: éHouston Methodist, Houston, TX; MD An%—‘:gggg

7UH Seidman Cancer Center, Cleveland, OH
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1) CTC clustering 2 ) CTC-PMN clustering

Is a member of the
immunoglobulin superfamily

A cell surface glycoprotein and
an adhesion receptor

Upregulated by cytokines

Overexpressed in several

Metastatic lesion

tumors
€ P> Endothelial ICAM-1 -° PMNs
@ »«»«>» Tumoral ICAM-1 @ cTcs
B2-integrins <@mss» Vessel wall

Bui et al; Journal of Leukocyte Bio 2020



AAGR )'ANNUAL

american association -4 MIEETING
for Cancer Research’ 2025 CHICAGO

ICAM-1 aS a Therid Cancer Ta rg et APRIL 25-30 | AACR.ORG/AACR2025 | #AACR25

= Highly expressed in ATC and PDTC

= Low levels in healthy tissues

ICAM-1 Expression in Human Thyroid Samples
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AIC100 - An Autologous CAR T-Cell Product Targeting ICAM-1

Autologous CAR T Therapy

e LFA-1

Lymphocyte function-associated antigen 1
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o All Patients
Characteristic (N=15)
Medi ( ) A = Prescreening by IHC testing (archived or
edian age (range), years , .
g gehy fresh biopsy) for ICAM-1 was mandated at
Gender: male/female (%) 11/4 (73/27) the start of the stud
udy

ECOG PS: 0/1 (%) 5/10 (33/67) _

Disease Histology, n (%) v' All patients (ATC and PDTC) tested
ATC 8 (53) positive for ICAM-1 at screening
PDTC 7(47) v" Median ICAM-1 expression treated

Disease stage at screening, n (%) patients (n=15) was 35% (range, 7.5-
Stage lll 1(7)

Stage IV 14 (93)

Median lines of prior therapy (range) 2(1-4)

« ATC 2 (1-4)
. PDTC 3(1-3)

Median time since original diagnosis (range), months

; ':,‘ECT:C 18.7 (1, 114)
54.6 (39, 111)
BRAF Mutation Status for ATC patients, n=8 (%)
+ Mutated 4 (50%)
.« Wild 4 (50%)

Median time from apheresis (enroliment) to LD in

days (range)
« ATC 29 (17-51)
« PDTC 40 (23-61)
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Dose Primary
Level Diagnosis
Patient 1 (ATC) ° u]
DL 2 Patient 2 (PDTC) A u]
Patient 3 (PDTC) A m]
Patient 2 (ATC) ® A * O
Patient 5 (PDTC) A O
Patient 1 (PDTC) [m} x
DL 3
Patient 6 (PDTC) m] ¢ CR
Patient 4 (ATC) O x ® PR
A SD
Patient 3 (ATC) o x 0O PD
X Death

T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (Months) Since AIC100 Infusion

Data cutoff: December 12, 2024. , reflects investigator-reported survival for efficacy-evaluable patients; subsequent anticancer therapies not shown.



Case Presentation #1
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= A68 year-old female patient
with metastatic ATC who
failed multiple lines of
therapy

= 80% ICAM-1 expression

= DL2, achieved PR

= DOTATATE PET activity
correlated with CAR T-cell
activity and tumor response

Week 6

Transient DOTATATE PET-CT activity associated with

AIC100 expansion and resolution with subsequent
tumor regression
FDG DOTATATE

. 3 N - . " .

Figure 3 FDG and DOTATATE PET/CT imaging of patient #4. Scans are done 24 hour apart,
FDG first followed by DOTATATE. One of the representative lesions is shown for
illustration. At baseline, the lesion is FDG active but no DOTATAE activity. At 2 weeks, the
lesion shows DOTATATE uptake consistent with CAR T-cell infiltration. At 6 weeks,
DOTATATE activity subsided upon response with significant improvement in FDG activity
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FDG and Dotatate PET avidity associated with Complete
Metabolic Response (CMR) and CAR T cell Trafficking into

= A58 year-old male patient Tumor Lesion
with metastatic ATC (PDTC
with anaplastic features)
who failed multiple lines of
therapy

= 20% ICAM-1 expression

= DL3, achieved CR over
time

e _
o

i - d ] 3 4 )
3 E ad L5 ) Max 51 1 . i L
Figure 3 Baseline before infusion (A), and 2 weeks (B), 6 weeks (C) and 3 months (D) after
AIC100




Peripheral blood CAR T-cell expansion by
ddPCR was observed in all tested patients
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Safety and Efficacy of HLA-G-Targeted CART Cells (IVS-3001) in Patients with Advanced HLA-G-Positive Solid Tumors: Clinical Trial in Progress

MDAnderson Samer A. Srour', Nizar Tannir?, Amir Jazaeri®, Matthew Camphell?, Yago Nieto!, Cara Haymaker4, Ying Yuan®, Israa Salin®, Yali Yang®, Valerie Doppler®, Julie Garibal®, Marie Escande?, Qi Melissa Yang?, Jake A. Kushner?,

Jane Koo?, Serdar Gurses®, David Hong?, Siging Fué, Funda Meric-Bemstam®, Aung Naing®
m &nter 1The University of Texas MD Anderson Cancer Center, Department of Stem Cell Transplantation and Cellular Therapy; 2The University of Te derson Cancer Center, Department of Genitourinary Medical Oncology; *The University of Texas MD Anderson Cancer Center, Department of Gynecologic Oncology and Reproductive Medicine;

“The University of Texas MD Anderson Cancer Center Department of Translational Molecular patholoay. The University of Texas MD Anderson Cancer Center. Department of Biostatistics: €The University of Texas MD Anderson Cancer Center, Department of Investigational Cancer Therapeutics: "CTMC: lnvectys Inc.

@ PHASE 1 - Dose Escalation

= Evaluate safety and RP2D in solid tumors W:E»;IZE

[ ] = Bayesian optimal interval (BOIN) design
= At least 3 patients per dose level
= DLT gvaluation period is 28 davs

Dose 1

1 de-escalation cohort (dose minus 1) in case of toxicity Dose -1
observed atthe first dose level tested 4 cohorts for dose escalation

(./r PHASE 2a — Dose Expansion
Evaluate clinical efficacy at the RP2D on tumor shrinkage (ORR by RECIST 1.1)

If =1 response.
COHORT 1: 1st indication HLA-G+ Enrcll up to additional 16 COHORT 1 : 1st indication HLA-G+
{n=14) (n=16)
- _
- ~ IF= 1 response, I )
COHORT 2: 2nd indication HLA-G+ Enrol up to additional 16 COHORT 2 : 2nd indication HLA-G+
(n=14) n=16)
e >y
' ™ If =1 response.
i COHORT 3: Enroll up to additional 16 " COHORT 3: N
« biomarker driven » Other HLA-G+ e e = biomarker driven » Other HLA-G+
refractory/relapsed solid tumors (n="14) P, refractory/relapsed solid tumors (n = 16)

If no responses ameng the first 14 subjects (within initial cohorts) are chserved, no further subjscts will be enrolled

Cellular Therapy for Solid Tumors | MARCH 12-14, 2025 | SAN DIEGO, CA & VIR



Closing Remarks and Future Directions

* Immunotherapy has revolutionized the landscape of treatment
options for solid tumors

v Small proportion of patients achieve durable responses

* Cellular therapy for solid tumors is expanding in scope and
complexity
v'Remarkable advances in more recent years

* Overcoming the challenges to advance the field
v’ Identifying the right tumor specific antigen
v Improve T-cell trafficking to overcome the hostile TME
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