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Disclaimer
This presentation has been prepared by Sensei Biotherapeutics, Inc. (the “Company,” "we," "us") and is made for informational purposes only. The information set forth herein does not purport to be
complete or to contain all of the information you may desire. Statements contained herein are made as of the date of this presentation unless stated otherwise, and the delivery of this presentation at
any time shall not under any circumstances create an implication that the information contained herein is correct as of any time after such date or that information will be updated or revised to reflect
information that subsequently becomes available or changes occurring after the date hereof.

This presentation contains estimates and other statistical data made by independent parties and by us relating to market shares and other data about our industry. This presentation also contains
"forward-looking" statements as that term is defined in the Private Securities Litigation Reform Act of 1995 that are based on our management's beliefs and assumptions and on information currently
available to management. These forward-looking statements include, without limitation, expectations regarding the development and potential therapeutic benefits of our product candidates, including
SNS-201.

When used in this presentation, the words and phrases "designed to," "may," "believes," "intends," "seeks," "anticipates," "plans," "estimates," "expects," "should," "assumes," "continues," "could,"
"will," "future" and the negative of these or similar terms and phrases are intended to identify forward-looking statements. Forward-looking statements involve known and unknown risks, uncertainties
and other factors that may cause our actual results, performance or achievements to be materially different from any future results, performance or achievements expressed or implied by the forward-
looking statements. Risks and uncertainties that may cause actual results to differ materially include uncertainties inherent in the development of therapeutic product candidates, such as preclinical
discovery and development; conduct of clinical trials and related regulatory requirements, including the risk of delay or cessation of any clinical trials of Sensei’s product candidates; the risk that prior
results, such as signals of safety, activity or durability of effect, observed from preclinical trials, will not be replicated or will not continue in ongoing or future studies or clinical trials involving Sensei’s
product candidates; our reliance on third parties over which we may not always have full control; risks regarding the accuracy of our estimates of expenses, capital requirements and needs for
additional financing; and other risk and uncertainties that are described in our Quarterly Report on Form 10-Q filed with the SEC on August 6, 2024 and our other Periodic Reports filed with the SEC.
Forward-looking statements represent our management's beliefs and assumptions only as of the date of this presentation and include all matters that are not historical facts. Our actual future results
may be materially different from what we expect. Except as required by law, we assume no obligation to update these forward-looking statements publicly, or to update the reasons actual results
could differ materially from those anticipated in the forward-looking statements, even if new information becomes available in the future.

Certain information contained in this presentation relates to, or is based on, studies, publications, surveys and other data obtained from third-party sources and the Company's own internal estimates
and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it has not independently verified, and makes no representation as to the
adequacy, fairness, accuracy or completeness of, any information obtained from third-party sources. In addition, all of the market data included in this presentation involves a number of assumptions
and limitations, and there can be no guarantee as to the accuracy or reliability of such assumptions. Finally, while we believe our own internal research is reliable, such research has not been verified
by any independent source.
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The TMAb Platform: Antibodies That Selectively Bind to Targets 
in the Low-pH Tumor Microenvironment
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• Exploits the tumor microenvironment using pH-
selective properties

• Intended to alleviate undesirable PK/PD properties:

• Dose-limiting toxicities due to on-target/off-
tumor binding

• Higher and more frequent dosing due to poor 
pharmacokinetics

• Bolsters specific activities

• Unlocks previously undruggable immune targets

Sensei’s technology identifies pH-selective 
antibodies designed to bind only at the tumor

The tumor microenvironment of pH ~6 is lower 
than physiological pH of 7.4
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Conventional CD28xTAA T-cell Co-stimulation Approach Requires 
Specific and Targetable Tumor Associated Antigens (TAAs)
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Current CD28-targeted mAb Programs
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(From Lotze et al. Nature Rev Immunology, 2024)
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Sensei’s CD28xVISTA Bispecific MOA Bypasses TAA Requirement

• pH-selective VISTA binding ensures 
potency in TME with minimal risk of 
systemic CRS

• Requires specific and targetable tumor associated 
antigens (TAAs)
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Sensei’s pH-selective VISTA Binding Fab

• Anti-VISTA Fab discovery by pH-selective selection strategies of a yeast-based display library
• Protonation of key His-residues in epitope/paratope interface at low pH responsible for pH-selective binding

(Thisted et al., Nat Commun 15, 2917 (2024))
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pH-selective VISTA Binding Fab Ensures No TMDD and Rapid 
Tumor Accumulation
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• VISTA+ myeloid cells are abundant outside tumor; pH-selective binding abrogates TMDD 
• VISTA binding at low pH leads to efficient tumor accumulation

SNS-101 rapidly accumulates in the tumor

SNS-101
6h post-dosing

Isotype control 
6h post-dosing

Blue = tumor
Brown = SNS-101

Tumor (Acidic pH)

(Thisted et al., Nat Commun 15, 2917 (2024))
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CD28xVISTA Bispecifics Exhibit Favorable Properties
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BS6

CD28 VISTA

BS2 BS4 BS5BS3

BS7

BS1

BS8 BS9 BS10

• High transient expression levels, monomeric purity, and thermal stability comparable to starting mAb’s
• Efficient (but variable) simultaneous target engagement (ELISA, SPR, cell binding assays)

= Fab arm = scFv domain All contain FcγR null mutations
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CD28xVISTA bsAb Induces IL-2–luciferase Reporter Expression 
in cis and in trans
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(Thisted et al., AACR Annual Meeting 2024; 
Poster #5294)
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CD28xVISTA mAb Potentiates a PSMAxCD3 Bispecific T-cell 
Engager

4, 10, 40 ng/mL PSMAxCD3 
alone

T-cell killing of LNCaP prostate cancer cells

Day 6Day 0

Same + 100 ng/mL 
CD28x55873 BS2

No mAb’s

Lysed LNCaP

• CD28xVISTA BS2 potentiates LNCaP killing by a PSMAxCD3 bispecific mAb in trans
• Enhances T-cell activation, proliferation and cytokine release
• No effect in the absence of Signal 1: no super-agonistic properties
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(Thisted et al., AACR Annual Meeting 2024; Poster #5294)
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CD28xVISTA bsAb SNS-201: Inhibition of MC38-hVISTA Tumor 
Growth in hCD28 KI Mice in Combination with anti-PD-1

12

• CD28xVISTA BS2 antibody (SNS-201 with pH-selective VISTA 
engagement) induces significant tumor growth inhibition in 
combination with anti-mPD-1

• Efficient tumor control despite highly heterogeneous tumor cell 
population
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TCR

hCD28 hVISTA

p/MHC

MC38

SNS-201
(pH selective)

MC38-hVISTA

Group Treatment TGI at D17 
(%)

1 Isotype Control 0.0

2 anti-mPD-1 1 mg/kg 27.4

3 anti-VISTAxCD28 5 mg/kg 28.0

4 anti-mPD-1 1 mg/kg +
anti-VISTAxCD28 5 mg/kg 73.4

TGI = Tumor growth inhibition

Natural Signal 1

Signal 2 
(cis)

42 %

(Thisted et al., AACR Annual Meeting 2024; Poster #5294)
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SNS-201 Does Not Induce Significant Cytokine Release in 
HUVEC:PBMC Co-culture Assays 
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SNS-201 Does Not Induce Significant Cytokine Release in 
Sensitive ex vivo Whole Blood ID.Flow Assays 
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• Ex vivo assay with fresh whole blood in constant circulation to mimic human blood circulation (ID.Flow)
• No significant response compared to negative Control up to 100 μg/mL

Paired Student’s t-test, 
Holm-Sidak Post-Hoc 
Analysis, 
* p<0.05; ** p<0.01, *** 
p<0.001, **** p<0.0001
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Conclusion

A conditionally active CD28xVISTA bsAb was developed as a TME-specific CD28 agonist

• SNS-201 potentiates LNCaP cancer cell killing by a CD3xPSMA T-cell engager in vitro
• SNS-201 shows effective TGI inhibition of MC38-hVISTA tumors in hCD28 KI mice in combination with anti-PD-1 

(natural Signal 1)
• SNS-201 displays a good safety profile with no “super-agonistic” properties and no induction of cytokine release in 

physiological relevant assays 
• PK profile in hCD28 KI mice is favorable
• SNS-201 has good developability properties

SNS-201 bsAb could complement PD-1/PD-L1 inhibitors or enhance bispecific T-cell engagers’ 
selectivity and efficacy by targeting dual/orthogonal antigens on tumor and myeloid cells
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