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Cautionary Note Regarding Forward-Looking Statements 
Regarding Carisma

Statements in this press release about future expectations, plans and prospects, as well as any other statements regarding matters that are not historical facts, may 

constitute "forward-looking statements" within the meaning of The Private Securities Litigation Reform Act of 1995. These statements include, but are not limited to, 

statements relating to Carismaôs business, strategy, future operations, cash runway, the advancement of Carismaôs product candidates and product pipeline, and 

clinical development of Carismaôs product candidates, including expectations regarding timing of initiation and results of clinical trials. The words ññanticipate,ò 

ñbelieve,ò ñcontemplate,ò ñcontinue,ò ñcould,ò ñestimate,ò ñexpect,ò ñgoals,ò ñintend,ò ñmay,ò ñmight,ò ñoutlook,ò ñplan,ò ñproject,ò ñpotential,ò ñpredict,ò ñtarget,ò ñpossible,ò 

ñwill,ò ñwould,ò ñcould,ò ñshould,ò and similar expressions are intended to identify forward-looking statements, although not all forward-looking statements contain 

these identifying words. 

Any forward-looking statements are based on management's current expectations of future events and are subject to a number of risks and uncertainties that could 

cause actual results to differ materially and adversely from those set forth in, or implied by, such forward-looking statements. These risks and uncertainties include, 

but are not limited to, (i) Carismaôs ability to obtain, maintain and protect its intellectual property rights related to its product candidates; (ii) Carismaôs ability to 

advance the development of its product candidates under the timelines it anticipates in planned and future clinical trials; (iii) Carismaôs ability to replicate in later 

clinical trials positive results found in preclinical studies and early-stage clinical trials of its product candidates; (iv) Carismaôs ability to realize the anticipated benefits 

of its research and development programs, strategic partnerships, research and licensing programs and academic and other collaborations; (v) regulatory 

requirements or developments and Carismaôs ability to obtain and maintain necessary approvals from the U.S. Food and Drug Administration and other regulatory 

authorities; (vi) changes to clinical trial designs and regulatory pathways; (vii) risks associated with Carismaôs ability to manage expenses; (viii) changes in capital 

resource requirements; (ix) risks related to the inability of Carisma to obtain sufficient additional capital to continue to advance its product candidates and its 

preclinical programs; and (x) legislative, regulatory, political and economic developments. For a discussion of other risks and uncertainties, and other important 

factors, any of which could cause the Carismaôs actual results to differ from those contained in the forward-looking statements, see the "Risk Factors" set forth in 

Exhibit 99.1 to Carismaôs Current Report on Form 8-K filed with the Securities and Exchange Commission on August 10, 2023, Carismaôs Quarterly Report on Form 

10-Q for the quarter ended June 30, 2023 filed with the Securities and Exchange Commission on August 10, 2023, as well as discussions of potential risks, 

uncertainties, and other important factors in Carismaôs most recent filings with the Securities and Exchange Commission. Any forward-looking statements that are 

made in this presentation speak as of the date of this presentation. Carisma undertakes no obligation to revise the forward-looking statements or to update them to 

reflect events or circumstances occurring after the date of this presentation, whether as a result of new information, future developments or otherwise, except as 

required by the federal securities laws.
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Harnessing the Power of Engineered Macrophages
Developing Unique and Transformative Cell Therapies for Patients with Devastating Diseases

Robust Platform

Myeloid focused cell engineering toolbox with autologous, allogeneic and in vivo 

modalities across multiple therapeutic categories

Diverse Pipeline

Clinical stage HER2 CAR-M program, preclinical Mesothelin CAR-M program, five in 

vivo CAR-M programs partnered with Moderna, early-stage liver fibrosis program

Regular Catalysts

Clinical data readouts on HER2 program approximately every six months, preclinical 

data and milestones on other programs every 3-6 months

Funded Beyond Catalysts

Q2 2023 cash balance of $117M providing an operating runway through year end 2024 

9/1/2023
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CAR-M Mechanism of Action: Multi-Pronged Attack on Cancer
Carismaôs technology has the potential to address the key challenges involved in treating solid tumors

1st time 

only

MHC: Major Histocompatibility Complex 9/1/2023
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Monocyte & Macrophage 
Engineering Capabilities:

Å Proprietary platforms for 

robust/durable monocyte & macrophage 

engineering

Å Established rapid GMP 

manufacturing processes for 

monocytes and macrophages

Å In vivo myeloid cell reprogramming 

using LNP/mRNA technology

Å Novel next-gen CAR constructs

Å Cytokine targeting with switch receptor 

platform

Å Applications beyond oncology 

CARISMAôs Broad Myeloid Cell Engineering Platform
Proprietary technology, world-leading macrophage engineering know-how, and strong IP position ensure 
leadership position

9/1/2023
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Strong Patent Position
Broad Coverage for Monocyte and Macrophage Targeted Therapies

ÅWorldwide patent coverage with issued and 

pending applications in major markets

ÅMultiple issued US patents covering CAR-M 

composition of matter

ÅBroad patent portfolio covering:

o Viral and non-viral methods for engineering 

monocytes and macrophages

o Methods for treatment of protein aggregate 

disorders

o Methods for in-vivo targeting of monocytes and 

macrophages

21
PAT E N T S  G R AN T E D  

W O R L D W I D E *

85+
PAT E N T  AP P L I C AT I O N S  

P E N D I N G  W O R L D W I D E *

* Total includes Carisma-owned patents and patents exclusively licensed from The University of Pennsylvania and New York University 9/1/2023
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Carismaôs Strategic Approach to Platform Expansion
Initial focus on ex-vivo autologous approach expected to drive expansion into higher risk/reward modalities 

In-Vivo Delivery

Oncology
Å Solid Tumors

Å Heme Malignancy

Autologous Allogeneic

Non-Oncology
Å Liver Fibrosis

Å Neurodegeneration

Å Autoimmune

Ex-Vivo Cell Therapy

9/1/2023
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Platform Enhancements Drive First-in-Class Pipeline
Multiple value inflection points with significant partner support/funding

IND: Investigational New Drug application
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Product / Program Discovery Preclinical Phase 1 Phase 2 Phase 3 Upcoming Milestones

Target 4

Discovery and Development Partnership (Up to 12 targets)

Target 3

Target 2

Target 1

(PSMA CAR-M)CT-0729

(Mesothelin CAR-M) 2025: INDCT-1119

(HER2 CAR-Macrophage 

with Pembrolizumab)
2H 2023: Initial combo dataCT-0508

(HER2 CAR-Macrophage)CT-0508

(HER2 CAR-Monocyte) 2H 2023: INDCT-0525

Liver Fibrosis

Autoimmune

Ex Vivo

In Vivo

Solid tumors
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CT-0508: HER2 Targeted CAR-Macrophage
First CAR-M to be tested in human clinical trials

Cells: Autologous monocyte derived macrophages

Vector: Ad5f35

Phenotype: M1

Target: HER2

CAR: 1st Generation

Single Agent Days 1 / 3 / 5 Dosing (n=9)

Single Agent Day 1 Bolus Dosing (n=up to 9)

CT-0508 + Pembro Combination (n=9)

Study Summary

Å Patients pre-mobilized with G-CSF

Å Dose: 1 to 5 x 109 cells

Å No pre-conditioning

Å Endpoints
Å Feasibility

Å Safety

Å Intensive translational data analysis

Program Overview

ÅHER2 2+/3+ solid tumor basket trial

ÅPhase I multi-center, open-label study open at 7 US sites

ÅFDA Fast Track Designation Granted Sept 2021

ÅCohorts:

ÅGroup 1 (Fractionated dosing): Complete ï data presented at 

ó22 SITC

ÅGroup 2 (Bolus dosing): Enrolling ï preliminary data presented 

at ó23 CAR TCR

ÅCT-0508 + pembrolizumab: Enrolling

Cohorts

9/1/2023
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CT-0508 Study 101 Interim Data Supports CAR-M Hypothesis 
and Combination with Pembrolizumab 

M E C H AN I S M  O F  

AC T I O N

P R E L I M I N ARY  

C L I N I C AL  P R O F I L E

9/1/2023

ÅNo dose limiting toxicities in 

Group 1 (n=9) or Group 2 

(n=5) 

ÅNo severe CRS, no ICANS, 

and no major organ system 

toxicity observed

ÅBest overall response of SD

ÅCT-0508 was successfully 

manufactured from 

autologous mobilized 

monocytes 

ÅPatient product 

demonstrated high CAR 

expression, purity, viability, 

M1 polarization and 

confirmed functionality

ÅNo lymphodepletion

ÅCT-0508 tumor infiltration 

detected 

ÅTME remodeling correlates 

with clinical outcome

ÅT cell expansion and fitness 

correlates with clinical 

outcome

ÅExhausted T cells increase 

on treatment 
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Successful CT-0508 Manufacturing
M1 polarized CAR-M generated and functional in-vitro

High viability, purity, and 

CAR expression

All patient CT-0508 batches 

show M1 polarization

All CT-0508 batches kill 

HER2+ tumor cells

9/1/2023Group 1 & Group 2 Combined

CT-0508 was successfully manufactured from autologous mobilized monocytes, with all patient 

product demonstrating high CAR expression, purity, viability, M1 polarization and target killing.


