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Important Notice and Disclaimers

This presentation contains forward-looking statements of Cullinan Oncology, Inc. (“Cullinan,” “we” or “our”) within the 
meaning of the Private Securities Litigation Reform Act of 1995. These forward-looking statements include, but are not 
limited to, express or implied statements regarding Cullinan’s beliefs and expectations regarding our preclinical and 
clinical development plans, clinical trial designs, clinical and therapeutic potential, and strategy of our product 
candidates, including but not limited to statements concerning the safety and efficacy of Amber. Any forward-looking 
statements in this presentation are based on management's current expectations and beliefs of future events and are 
subject to known and unknown risks and uncertainties that may cause our actual results, performance or achievements 
to be materially different from any expressed or implied by the forward-looking statements. These risks include, but 
are not limited to, the following: uncertainty regarding the timing and results of regulatory submissions; success of our 
clinical trials and preclinical studies; risks related to our ability to protect and maintain our intellectual property 
position; risks related to manufacturing, supply, and distribution of our therapeutic candidates; risks related to the 
impact of COVID-19 affecting countries or regions in which we have operations or do business, including potential 
negative impacts on our employees, customers, supply chain and production as well as global economies and financial 
markets; the risk that any one or more of our product candidates, including those that are co-developed, will not be 
successfully developed and commercialized; the risk that the results of preclinical studies or clinical studies will not be 
predictive of future results in connection with future studies; and success of any collaboration, partnership, license or 
similar agreements. These and other important risks and uncertainties discussed in our filings with the Securities and 
Exchange Commission, or SEC, including under the caption “Risk Factors” in our most recent Annual Report on Form 
10-K and subsequent filings with the SEC, could cause actual results to differ materially from those indicated by the 
forward-looking statements made in this presentation. While we may elect to update such forward-looking statements 
at some point in the future, we disclaim any obligation to do so, even if subsequent events cause our views to change. 
These forward-looking statements should not be relied upon as representing our views as of any date subsequent to 
the date of this presentation. Moreover, except as required by law, neither Cullinan nor any other person assumes 
responsibility for the accuracy and completeness of the forward-looking statements included in this presentation. Any 
forward-looking statement included in this presentation speaks only as of the date on which it was made. We 
undertake no obligation to publicly update or revise any forward-looking statement, whether as a result of new 
information, future events or otherwise, except as required by law.
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Amber First Principles

1 Cytokines are autocrine/paracrine in nature, not endocrine
Cytokines should be administered locally rather than systemically

2 A protein injected locally will not stay local without retention
A retention domain is key to enhancing local bioavailability

3 Natural responses consist of a cytokine milieu, not individual cytokines 
Synergistic cytokines should be co-delivered
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Intratumoral Delivery of Drug Does Not 
Guarantee Retention in Tumor 

Rohner & Thomas JCR 2016

Intratumoral Drug Delivery

Expectation Reality
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IL-2 + IL-12 Is A Highly Synergistic 
Cytokine Combination

Gollob, JA, et al. J Immunol, 1999; Hanagiri, T, et al. Cancer Immunol Immunother, 1996; Addison, C, et al. Gene Therapy, 
1998.; Wigginton, JM, et al. JCI, 2001; Gillies, SD, et al. Cancer Immunol Immunother, 2002; Momin, N, et al. STM, 2019; Liao, et 
al. Nature Immunology, 2011.

§ IL-2 and IL-12 combine to potently induce orthogonal JAK and STAT signaling pathways

§ IL-2 upregulates the IL-12 receptor, thereby poising effector cells for enhanced Th1 
signaling

§ The two cytokines synergize to enhance production of anti-tumoral cytokines (e.g., IFNγ, 
TNFα), proliferation of effector cells, and anti-tumoral killing activity

§ IL-2 and IL-12 have shown synergistic activity in a variety of preclinical tumor models, 
whether administered through gene therapy, oncolytic viruses or recombinant protein 
injection

However, systemic toxicities have limited opportunities to 
explore combination of the two potent antitumor cytokines 
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• The Cullinan Amber platform is based on technology from the 
Wittrup lab at MIT

• Lumican, a collagen binding protein, and mouse serum 
albumin, a bulky spacer domain, were fused to cytokines to 
promote retention following IT delivery

• Locally retained cytokine fusions had improved safety and efficacy relative to unretained 
fusions

Momin, et al. Science Translational Medicine, 2019. 

IT Injection of Collagen-Anchored Cytokine 
Fusions Are Retained, Improving 
Therapeutic Index

B16F10 Tumors:

The goal of Cullinan 
Amber is to generate 
multifunctional 
constructs with robust 
single-agent antitumor 
activity

Dane Wittrup Noor Momin
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Proof of Concept in Dogs: Local Administration 
of Retained Cytokines - Safety

• Canine surrogates of LAIR-MSA-2 and 12-MSA-LAIR were tested in healthy beagles
• Cytokines injected intradermally; likely overestimates toxicity due to more systemic leakage than IT

• Systemic IFNγ Levels correlated  with dose and toxicity

Ø Study demonstrated the safety and tolerability of collagen-anchored cytokines in larger mammals

Normalized dose level

• Only dog at highest dose level exhibited transient CRS symptoms
• Dose was 10x higher than standard cytokine MTD

Inject cLAIR-CSA-cIL2 and 
cIL12-CSA-cLAIR 

intradermally Redose on d15
Serial 
blood 

collection

K. Dane Wittrup (MIT) and Timothy M. Fan (Illinois, Urbana-Champaign)
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• Ongoing dose escalation studies in dogs with malignant melanoma and soft tissue sarcoma
• First cohort complete (n=3 per cohort); enrolling second cohort at double the dose

1D 14D 28D 42D 14D 28D1D
Examples from first cohort: Example from second cohort:

• In some dogs, ulceration and inflammation 
may be indicative of pseudo-progression

• Local vaccine-like effect may be sufficient 
to drive regional immunosurveillance 

1D 14D 28D 42D

Proof of Concept in Dogs: Local Administration 
of Retained Cytokines - Efficacy

K. Dane Wittrup (MIT) and Timothy M. Fan (Illinois, Urbana-Champaign)
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The Cullinan Amber Approach: 
Intratumoral Delivery of Dual Cytokine Fusion

IL-12 IL-2
Tumor 

retention 
domains

Two mechanisms of retention:
Ø By collagen binding
Ø By bulky overall size

Amber is single-chain polypeptide to aid in manufacturing

IL-12 and IL-2 act synergistically in promoting Th1 anti-tumor immunity
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Cullinan Amber is a First-In-Class 
Cytokine Delivery Product

1

No other cytokine fusion proteins are being developed for IT delivery to 
maximize safety/efficacy

2

Retention domains are encoded into the polypeptide chain without 
the need for additional biomaterials3

Only Amber co-delivers IL-2 and IL-12 as a single agent
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Functionality of Cytokines in Amber

Amber1

Amber binds to collagen with nM affinity

Both IL-2 and IL-12 remain functional in Amber, even when pre-bound to collagen-coated plates

IL-12 IL-2
Tumor 

retention 
domains

Murine surrogates used throughout presentation
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IT Administration Reduces Systemic Exposure 
and Enhances Anti-Tumor Response

Levels of Amber following IT vs IV treatment Efficacy advantage of IT delivery

2h post-treatment B16F10 Tumors
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Retention of IT-Administered Cytokines Is 
Key to Reducing Toxicity

IT treatment with and without retention domain

B16F10 Tumors
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Robust Control of Checkpoint-
Refractory Tumors in Mice

B16F10 CT26 MC38
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Systemic and Memory Responses as 
Monotherapy or in Combination with Anti-PD1 
in MC38 Model

Primary Tumor Results Re-challenge Study

Treatment of Dual Flank Tumors: Monotherapy + Combination with Anti-PD1 CPI

Synergy with anti-PD1 checkpoint inhibitor

Rechallenge 
Amber CR’s

Similar data observed in the CT26 model

3/10 tumor free

9/10 tumor free

7/10 tumor free

10/10 tumor free
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Responses With Treatment of Large 
Established Tumors in the MC38 Model

Large Established Tumors (500 mm3)

6/10 tumor free
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Cullinan Amber is a first-in-class bifunctional 
agent that locally co-delivers IL-2 and IL-12 in 
a safe and effective manner

1 Cytokines are autocrine/paracrine in nature, not endocrine
Amber is administered locally

2 A protein injected locally will not stay local without retention
Amber is retained via bulky size and collagen binding

3 Natural responses consist of a cytokine milieu, not individual cytokines 
Amber delivers both IL-2 and IL-12 in a safe and effective manner

• Preclinical data suggests that single-agent activity is 
expected in the clinic across multiple tumor types

• An IND filing is anticipated in 2022

IL-12 IL-2
Tumor 

retention 
domains
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