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Important notice and disclaimers
This Presentation contains forward-looking statements and information. All statements other than statements of historical facts contained in this Presentation, including statements regarding our strategy,
future financial condition, future operations, projected costs, prospects, plans, objectives of management and expected market growth, are forward-looking statements. In some cases, you can identify
forward-looking statements by terminology such as “may,” “will,” “should,” “expect,” “intend,” “plan,” “anticipate,” “believe,” “estimate,” “target,” “seek,” “predict,” “potential,” “continue” or the negative
of these terms or other comparable terminology. Although we believe that the expectations reflected in these forward-looking statements are reasonable, these statements relate to our strategy, future
operations, future financial position, future revenue, projected costs, prospects, plans, objectives of management and expected market growth, and involve known and unknown risks, uncertainties and other
factors that may cause our actual results, levels of activity, performance or achievements to be materially different from any future results, levels of activity, performance or achievements expressed or
implied by these forward-looking statements. Forward-looking statements in this presentation include, but are not limited to, statements about: the success, cost and timing of our clinical development of our
product candidates, including CLN-081, CLN-619, and CLN-049; the initiation, timing, progress, results, and cost of our research and development programs and our current and future preclinical and
clinical studies, including statements regarding the timing of initiation and completion of studies or trials and related preparatory work, the period during which the results of the trials will become
available, and our research and development programs; our ability to initiate, recruit and enroll patients in and conduct our clinical trials at the pace that we project; our ability to obtain and maintain
regulatory approval of our product candidates, and any related restrictions, limitations or warnings in the label of any of our product candidates, if approved; our ability to compete with companies
currently marketing or engaged in the development of treatments that our product candidates are designed to target; our reliance on third parties to conduct our clinical trials and to manufacture drug
substance for use in our clinical trials; the size and growth potential of the markets for oncology and immuno-oncologic diseases and any of our current product candidates or other product candidates we
may identify and pursue, and our ability to serve those markets; our ability to identify and advance through clinical development any additional product candidates; the commercialization of our current
product candidates and any other product candidates we may identify and pursue, if approved, including our ability to successfully build a specialty sales force and commercial infrastructure to market
our current product candidates and any other product candidates we may identify and pursue; our ability to identify research priorities and apply a risk-mitigated strategy to efficiently discover and
develop product candidates; our ability to retain and recruit key personnel; our ability to obtain and maintain adequate intellectual property rights; our expectations regarding government and thirdparty payor coverage and reimbursement; our estimates of our expenses, ongoing losses, capital requirements and our needs for or ability to obtain additional financing; express or implied statements
regarding our beliefs and expectations regarding the milestone payments we may receive from Taiho; the anticipated development and commercialization of CLN-081; the development of our
commercial infrastructure; potential investments in our pipeline and the potential for such product candidates; and our cash runway; the potential benefits of strategic collaboration agreements, our ability
to enter into strategic collaborations or arrangements, and our ability to attract collaborators with development, regulatory and commercialization expertise; our financial performance; developments and
projections relating to our competitors or our industry; the effect of the COVID-19 pandemic, including mitigation efforts and economic effects, on any of the foregoing or other aspects of our business
operations, including but not limited to our preclinical studies and future clinical trials. We caution the Recipient not to place considerable reliance on the forward-looking statements contained in this
presentation. The forward-looking statements in this presentation speak only as of the date of this document, and we undertake no obligation to update or revise any of these statements. Our business is
subject to substantial risks and uncertainties, including those referenced above.
These forward-looking statements involve 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 results of regulatory submissions, including our ability to agree with the FDA
on an acceptable trial design for CLN-049; success of our clinical trials and preclinical studies; risks related to manufacturing, supply and distribution of our therapeutic candidates; 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 Prospectus dated January 7, 2021 filed with the SEC on January 11, 2021 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.
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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CULLINAN ONCOLOGY

Our Mission
➢ Discovering and developing
medicines for high-impact oncology
targets
➢ Pursuing modality-agnostic targeted
oncology: We identify the best
approach for each target
➢ Rigorously and rapidly advancing
only highly differentiated molecules

Creating new standards of
care for patients with cancer
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CULLINAN ONCOLOGY

Our Approach
We seek to achieve our mission through our rigorous
and differentiated approach to drug development

Run early “thriller or killer”
experiments

Seek clear evidence of
monotherapy activity

Innovate without
borders

Rapidly advance only first-in-class
and/or best-in-class molecules

Avoid uncertainty of early-stage
clinical combination studies

Remain open to finding the best solutions inhouse or through licensing
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CULLINAN ONCOLOGY

Our Vision
Develop robust capabilities as fully-integrated,
end-to-end biotech
• Expand our deep domain expertise in oncology drug development
• Leverage our commercial expertise to develop capabilities to support
marketing and sales of portfolio

OUR
VISION

To become a fully
integrated, commercial
oncology company creating
new standards of care for
patients with cancer

Advance and expand our portfolio
• Progress candidates through regulatory approval
• Broaden and diversify our pipeline with new drug candidates

Allocate our capital with discipline
• Maintain a strong cash runway to support our pipeline
• Invest in new programs that align with our Mission and Approach
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CULLINAN ONCOLOGY

Investment Highlights
Well-capitalized with $656 million in cash*
Lead program: CLN-081 for NSCLC EGFR exon 20 starting pivotal study 4Q 2022
• U.S. co-development and co-commercialization partnership with Taiho Oncology
• Differentiated clinical profile; Breakthrough Therapy Designation

Clinical data from 2 additional programs by mid-2023
• CLN-049 is a FLT3-targeted T-cell engager addressing unmet need in AML
• CLN-619 blocks immune evasion through MICA/B shedding and has pan cancer potential
• Both programs have first-in-class potential

2 additional pre-clinical programs advancing to IND by 1H 2023

Broad and deep pipeline of targeted oncology programs,
spanning diverse modalities, indications, stages of development

* Includes June 30, 2022 cash, cash equivalents, investments, and interest receivable
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Diversified pipeline leveraging novel technologies
and differentiated mechanisms
Program
Modality / MOA

CLN-081
EGFR ex20 inhibitor

CLN-049
FLT3 x CD3 bispecific

CLN-619
Anti-MICA/B IgG1

CLN-617
Collagen-binding IL12-IL2 fusion protein

CLN-978
CD19 X CD3 X HSA trispecific

Jade

Discovery /
Lead
Optimization

Rights
*U.S. Co-development and
co-commercialization w/

Pan-cancer

B-cell ALL, NHL

Pancancer

*ex-U.S. Rights retained by Taiho

Pivotal

Pan-cancer

Opal

Potentially first-in-class HPK1 protein degrader

Phase 2

R/R AML and MDS

HPV+/RB-

Garnet

Phase 1

NSCLC with EGFR exon 20 insertion mutations

TCR-based therapy targeting a senescence and
cancer-related protein pMHC complex

PD-1 x CD137L fusion protein

IND-Enabling

or its Subsidiary
retains Worldwide Rights**

Pancancer
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Recent progress and upcoming milestones

CLN-081
EGFR ex20
NSCLC

CLN-049
FLT3xCD3
R/R AML

CLN-619
Anti-MICA/B IgG1
Pan-cancer

CLN-617
IL12-IL2 fusion protein
Pan-cancer

CLN-978
CD19 X CD3 X HSA
trispecific – ALL / NHL

P

Phase 2a Data

P

Breakthrough
Therapy Designation

P

IND Acceptance

P

Phase 1 FPFD

Clinical Data Update
(mid-2023)

P

IND Acceptance

P

Phase 1 FPFD

Clinical Data Update
(mid-2023)

P

IND Enabling
Study Start

IND Acceptance (1H
2023)

Phase 1 FPFD (2023)

P

IND Enabling
Study Start

IND Acceptance (1H
2023)

Phase 1 FPFD (2023)

P

Data Update at
ASCO (June 22)

Initiate pivotal
trial (2H 22)
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CLN-081

Cullinan & Taiho to co-develop and co-commercialize in
the U.S. Taiho has exclusive global rights outside the U.S.

9

Patients with exon20 insertion mutations have poorer
outcomes than other more common EGFR mutations

20%

Survival is inferior to
patients with sensitive
mutations

1.
2.
3.

Shah et al. Clinical Lung Cancer 2021: 23(2). e148-e153
Metro et al. Genes 2021:12. 679
Ou et al. Abstract # 9098. ASCO 2021

Patients with exon20
insertion mutations receive
little benefit from
traditional EGFR therapy
or IO

Real-world outcomes from
platinum-based chemotherapy
in the
front-line setting:
ORR of ~20%
Median PFS of 5-6 months
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Real world front-line treatment outcomes in exon20
NSCLC patients

ORR

Median OS

Median PFS

Ou et al. Abstract# 9098. ASCO 2021

(95% CI)

(95% CI, months)

(95% CI, months)

Any Therapies

18.6%
(12.3%, 26.4%)

17.0
(11.2, 19.5)

5.2
(3.1, 6.9)

Platinum Based Chemotherapy

19.5%
(8.8%, 34.9%)

17.0
(10.5, 33.2)

5.7
(3.0, 10.9)

Checkpoint Inhibitor plus
Platinum Based Chemotherapy

18.8%
(4.0%, 45.6%)

11.3
(5.6, n/r)

4.5
(1.2, 10.3)

First Line Treatment

Ou et al. Abstract# 9098. ASCO 2021
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Novel approved 2nd line therapies have meaningful
benefit, but safety/tolerability and durability leave
a large unmet need
Amivantamab

Route of Administration

Select AEs (All / Grade 3+)
Dose Reduction / Discontinuation

•
•
•
•
•

IV-dosing
Weekly for 4 weeks
(split dose over 2 days, 1st week)
Then every 2 weeks
Premedicate with antihistamines and
antipyretics for all doses and IV
glucocorticoids during week 1

• Diarrhea (92% / 22%)

• 13% / 21%

• 22-25% / 10-17%
• QTc prolongation

Black Box Warning

Efficacy in 2nd Line

Data from drug prescribing information

• Oral

• Rash (84% / 4%)
• infusion Reactions (64% / 3%)

KEY DATA

Antitumor efficacy
in LXF2478 (PDX
model for lung
Other Warnings and Precautions
cancer harboring
EGFR
V769_D770INSASV

Mobocertinib

• ILD/Pneumonitis
• Dermatologic AEs
• Ocular toxicity
• 40% ORR

• ILD/Pneumonitis
• Cardiotoxicity

• ~28% ORR
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CLN-081: Selective EGFR inhibitor
with best-in-Class potential for
NSCLC patients with exon 20 mutations
CLN-081: UNIQUE DESIGN PROPERTIES

Distinct chemical scaffold
HER2-sparing
High selectivity to mutant vs WT EGFR

DATA F RO M O N G O I N G P H A S E 1 / 2 A S T U DY ( 1 0 0 m g B I D )

41%

>21-month* 12-month

Favorable

confirmed overall rate
of response (16/39)

median duration
of response

safety and tolerability profile

* Estimated based on Kaplan Meier analysis

median progression-free
survival
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CLN-081 ongoing Phase 1/2a trial design

PATIENT ENROLLMENT (Total N = 73)
Dose (BID)

Accelerated Titration

30 mg

N=2

45 mg

N=1

65 mg

N=1

Rolling 6

Phase 1 Expansion

Phase 2a Expansion

• Data cut-off 9 May 2022
• 73 patients enrolled across doses ranging
from 30 to 150 mg BID

N=6

• Enrollment at 150 mg BID stopped after 11
patients based on toxicity
N=6

N=7
N (%)

100 mg

N=1

150 mg

N=6

N=6

N=7

N=4

N = 26

GEOGRAPHIC FOOTPRINT
Location

US

Netherlands

Singapore

Hong Kong

Taiwan

# of Sites

9

1

2

1

1

N = 73

Treatment Ongoing

24 (33%)

Discontinued

49 (67%)

Progressive Disease

30 (61%)

Adverse Event

12 (25%)

Withdrawal of Consent

3 (6%)

Other

4 (8%)
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Baseline characteristics of patients in CLN-081
ongoing Phase 1/2a trial
CHARACTERISTIC
Median age (range)
Female

ALL PATIENTS (N=73)
64 (36-82)
41 (56%)

ECOG PS (0, 1)

22 (30%), 51(70%)

Number of prior systemic anticancer regimens1
1 (%)

22 (30%)

2 (%)

32 (44%)

≥3 (%)

16 (22%)

Median (range)
Prior EGFR TKI (non-Ex20)

2 (1-9)
26 (36%)

Prior afatinib or gefitinib

13 (18%)

Prior osimertinib

13 (18%)

Prior poziotinib and/or mobocertinib (%)

• 66% of patients with ≥2 prior
lines of treatment

• Prior EGFR TKI treatment in
36% of patients, including 3
patients who had received
prior poziotinib and/or
mobocertinib
• 55% of patients received
prior immunotherapy
• 38% had history of CNS
metastases at baseline

3 (4%)

Prior immunotherapy (%)

40 (55%)

History of CNS involvement (%)

28 (38%)

1Three patients

• Heavily pre-treated patients

with no prior therapy (declined chemotherapy)
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CLN-081: Superior safety and efficacy observed at
100mg BID dose level

<65 mg

100 mg

150 mg

Total

(N=23)

(N=39)

(N=11)

(N=73)

ORR

8 (35%)

16 (41%)

4 (36%)

28 (38%)

DoR

>19 mo

>21* mo

7 mo

10 mo

Median PFS

8 mo

12 mo

8 mo

10 mo

Gr3+ Rash

0

0

1 (9%)

1 (1%)

Gr3+ Diarrhea

0

0

2 (18%)

2 (3%)

Dose Reductions

2 (9%)

5 (13%)

3 (27%)

10 (14%)

Dose Discontinuations

2 (9%)

2 (5%)

2 (18%)

6 (8%)

* Estimated based on Kaplan Meier analysis
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CLN-081-001: Best percentage change from
baseline in target lesion dimensions and
confirmed response by dose level

≤65 mg BID

100 mg BID

150 mg BID

Overall

N = 23

N = 39

N = 11

N = 73

8 (35%)

16 (41%)

4 (36.4%)

28 (38.4%)

SD

14 (60.9%)

22 (56.4%)

6 (54.5%)

42 (57.5%)

PD

1 (4.3%)

1 (2.6%)

1 (9.1%)

3 (4.1%)

>19 [5, NC]

>21 [8, NC]±

7 [4, NC]

10 [6,NC]

N (%)
1Confirmed

PR, n (%)

mDOR, months [95% CI]
1Per

RECIST v1.1; mDOR = median duration of response; NC = not calculated

* Indicates response was confirmed
E Indicates prior EGFR TKI
Dose Level

± Estimated based on Kaplan Meier analysis

≤ 65 mg

100 mg

150 mg
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150
mg

CLN-081-001: Time on treatment and activity, all
patients by dose level

Median time on study = 11 months
Median time to response = 1.5 months

RECIST Response
Stable Disease
Confirmed Partial Response (PR)

100 mg

Progressive Disease (PD)
Time to PR (Confirmed)
Time to PD

65 mg

Ongoing Treatment
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CLN-081-001: Progression-Free Survival (PFS) by
dose level
Kaplan-Meier Estimates of Progression-Free Survival

mPFS, months [95% CI]

≤65 mg BID
N = 23

100 mg BID
N = 39

150 mg BID
N = 11

Overall
N = 73

8 [5-13]

12 [5, NC]

8 [1,10]

10 [6,12]

mPFS = median progression-free survival; CI = confidence interval; NC = not calculated

Dose Level

≤ 65 mg
100 mg
+ CENSORED

150 mg

Median time on study = 11 months
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Differentiated safety and tolerability profile of
CLN-081 at 100 mg BID

Dose BID

≤65 mg (N = 23)

100 mg (N = 39)

150 mg (N = 11)

Overall (N = 73)

All grade1

Grade ≥ 𝟑

All grade

Grade ≥ 𝟑

All grade

Grade ≥ 𝟑

Rash

19 (83)

0

32 (82)

0

7 (64)

1 (9)

58 (80)

1 (1)

Paronychia

6 (26)

0

12 (31)

0

5 (45)

0

23 (32)

0

Diarrhea

4 (17)

0

14 (36)

0

4 (36)

2 (18)

22 (30)

2 (3)

Fatigue

5 (22)

0

8 (21)

0

2 (18)

0

15 (21)

0

Anemia

7 (30)

4 (17)

5 (13)

1 (3)

2 (18)

2 (18)

14 (19)

7 (10)

Dry skin

6 (26)

0

7 (18)

0

0

0

13 (18)

0

Nausea

5 (22)

0

4 (10)

0

3 (27)

0

12 (16)

0

Stomatitis

2 (9)

0

5 (13)

0

3 (27)

1 (9)

10 (14)

1 (1)

Alopecia

3 (13)

0

6 (15)

0

0

0

9 (12)

0

Dry eye

1 (4)

0

7 (18)

0

1 (9)

0

9 (12)

0

AST increased

3 (13)

1 (4)

3 (8)

1 (3)

2 (18)

1 (9)

8 (11)

3 (4)

Decreased appetite

4 (17)

0

4 (10)

0

0

0

8 (11)

0

AE Term, n (%)

All grade

Grade ≥3

Dose Interruptions

5 (22)

13 (33)

6 (55)

24 (33)

Dose Reductions

2 (9)

5 (13)

3 (27)

10 (14)

Dose Discontinuations

2 (9)

2 (5)

2 (18)

6 (8)

• Most AEs Grade 1/2
• Dose reductions and
discontinuations were
uncommon at doses below
150 mg
• No Grade ≥3 rash or
diarrhea observed at doses
<150 mg
• Treatment-related
pneumonitis was observed in
4 patients (1 at 65, 2 at
100, and 1 at 150 mg), but
cases were asymptomatic (1)
or confounded by comorbid
medical illness (3)2

1CTCAE

v5.0; 2100 mg patient with Gr3 pneumonitis confounded by recent treatment with CPI and concurrent hydropneumothorax in contralateral lung; 150 mg patient with Gr3 pneumonitis confounded by concurrent pneumocystis infection, had stopped CLN-081 3 weeks prior to
event; 100 mg patient with grade 1 pneumonitis treated with steroids with resolution and continued therapy; 65 mg patient with Gr 2 pneumonitis previously had pneumonitis on osimertinib.

*Patient reported as Gr3 drug-related pneumonitis (confounded by recent treatment with CPI, concurrent hydropneumothorax in contralateral lung)
**Patient reported as Gr3 drug-related pneumonitis (confounded by concurrent pneumocystis infection, had stopped CLN-081 3 weeks prior to event)
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Future CLN-081 studies and rationale

Study

1L EGFR exon20 insertion mutations

Rationale
• Observed safety and efficacy in 2L+ patients compares
favorably to 1L outcomes with platinum-based regimens
• Opportunity to create new standard of care in 1L setting

Patients failing prior EGFR exon20 therapy

Patients with active CNS mets

• 2 of 3 patients with confirmed PR; 1 with SD for 11
months

• 40-50% of EGFR mutant patients eventually develop
CNS mets
• 2/3 patients in Phase 1/2a study with measurable CNS
mets at study entry had evidence of clinical benefit
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Taiho collaboration provides Cullinan with both
significant upfront proceeds and long-term
participation

Upfront Payment

Milestone Payments

$275 million
to Cullinan Oncology

Up to $130 million regulatory-based milestones
on 1st/2nd line EGFR exon20 NSCLC

Collaboration

Profit Sharing

U.S. co-development and cocommercialization agreement

50/50 share of potential
U.S. profits
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Taiho Oncology is the ideal partner for CLN081

Unique insight into CLN081’s potential

• Discovered CLN-081
• Involved in CLN-081 development through Cullinan Pearl
• Molecule well-aligned with Taiho’s strategic focus

Robust oncology clinical
development engine enables
accelerated advancement of
CLN-081

Strong US oncology
commercial and regulatory
infrastructure to maximize
value of CLN-081

• Focused on small molecule, molecularly targeted therapeutics

• Actively advancing 7 molecules in approximately 20 solid-tumor
clinical trials

• Currently marketing two oncology products, LONSURF and
INQOVI
• Futibatinib (FGFR1-4 inhibitor) NDA under review BTD status for
cholangiocarcinoma
• Comprehensive U.S. oncology commercial infrastructure in place,
including salesforce, marketing, market access, and medical
affairs capabilities
23

Taiho Deal maximizes shareholder and patient
value, commercialization potential, and investment

Taiho’s unique insight into CLN-081’s potential

Maximizes value of CLN-081 and
supports commercial success

US 50/50 profit share

Retains strategic value to CLN-081 in the most valuable
oncology territory and provides potential ongoing
revenue stream

US co-commercialization

Opportunity for Cullinan to establish a commercial
infrastructure, which will be leveraged for future
programs

Up to $405m in near term deal proceeds
+ downstream economics

Extends Cullinan’s cash runway through 2026 and will
accelerate development of diverse pipeline of existing and
new oncology assets
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CLN-081 Summary

Summary

• Updated data at 100 mg BID reaffirm differentiated clinical profile for CLN-081, an
oral TKI highly selective for EGFR exon20 insertion mutations
• 41% confirmed response rate at 100mg BID is at high end of range compared to
approved therapies
• Efficacy is durable at 100mg BID:

Efficacy

• Median duration of response improved to >21 months*.
• Median PFS of 12 months
• Both DOR and PFS are favorable relative to approved therapies
• Differentiated safety and tolerability profile with no grade 3 diarrhea or rash to
date and limited discontinuations for adverse events at 100mg BID

Safety
• Initiate pivotal 2L trial in 2H 2022
Next Steps

• Expand clinical development to the 1L setting and other relapsed patients (CNS mets,
prior exon 20)

* Estimated based on Kaplan Meier analysis
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Significant unmet need in adult AML

20,0501

US AML Incidence
• The only curative therapy is intensive chemotherapy
+/- stem cell transplantation
• Curative therapy remains out of reach for most
AML patients: 85% patients >60 years old are
ineligible for intensive chemotherapy
• Recent treatment advancements have not
significantly improved the likelihood of cure for the
majority of AML patients
• A significant unmet need remains for a broadly
applicable therapy that can produce high rates of
durable response

1. www.cancer.org
2. DeWolf and Tallman, Blood 2020

Average age at diagnosis
681

5-year survival

10% or less
in relapsed setting2
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FLT3: an optimal target for AML immunotherapy

11. Validation: FLT3 plays a key role in promoting leukemic cell

proliferation and survival. Tyrosine kinase inhibitors (XOSPATA,
RYDAPT) treat 20-30% of AML by targeting only mutant FLT3
22. Potential for treatment of broad AML population: Targeting

the extracellular domain of FLT3 could address ~90% of AML
patients that express FLT3 on the cell surface, either wildtype or
mutant forms
3. Promising therapeutic potential. FLT3 is expressed on leukemic
3
stem cells as well as blast cells, which may increase response
durability. Since FLT3 is an oncogenic driver, target loss is
unlikely
44. Reduced toxicity risk: FLT3 expression is very low on most

mature normal myeloid cells compared to other frequently used
targets for T-cell engagers in AML like CD123 and CD33. FLT3
expression is very low on normal pluripotent stem cells.
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Compelling biological rationale for FLT3 targeted
therapeutic approach in AML

Most AML patients express FLT3 on blast cell surface1

Limited expression of FLT3 mRNA in normal tissues1

Florescence Activated Cell Sorting (FACS) Analysis

RNA

>10

3

10

MFI ratio FLT32

8

6

4

2

0

1

27

53

79

105 131 157 183 209 235 261 287 313

Patient #
(n = 318)

Molecular Cancer Therapeutics; Characterization of a Novel FLT3 BiTE Molecule for the Treatment of Acute Myeloid Leukemia
MFI = mean florescence intensity
FPKM = Fragments Per Kilobase of transcript per Million mapped reads
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CLN-049 (Cullinan Florentine): A novel T-cell
engager targeting FLT3 in Phase 1 for r/r AML and
MDS
Wide therapeutic window
CLN-049 Design

• Two FLT3-binding Fab arms allow for higher avidity binding to
AML cells, potentially increasing efficacy
• Two CD3 binding single-chain Fv domains are functionally
monovalent to avoid aberrant T-cell activation, potentially
enhancing safety profile
• Silenced Fc domain avoids T-cell activation by Fc-gamma
receptor positive cells
Convenient dosing with low immunogenicity risk
• Half-life extended via Fc domain

• Humanized FLT3 and CD3 binding domains
Ease of manufacturing
• Symmetric IgG backbone is highly stable and enables high
yield
• Format avoids aggregation risk that is sometimes present in
other molecules (e.g. BiTEs)

In Phase 1 trial; Initial clinical data expected by mid-2023
30

CLN-049 mechanism allows for broad FLT3
dependent AML blast killing

1 Redirects lyses of AML cells with mutant or
1.
wildtype FLT3
2

3
2

1

Functionally monovalent CD3 binding domains
prevent T cell activation in absence of target
cells
Two FLT3 binding domains drives potent
elimination of AML blasts even at low FLT3
expression levels

3

In Phase 1 trial; Initial clinical data expected by mid-2023
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CLN-049 preclinical data supports mechanism of
FLT3-dependent T-cell activation and broad AML cell
elimination resulting in improved survival
1. Potent redirected lysis of AML cell lines
with wildtype or mutant FLT3

2. No T-cell activation by CLN-049
in the absence of target cells

3. Potent elimination of patient-derived AML blasts
by CLN-049 in mice

→ Increased survival of MOLM13 leukemia
bearing mice at very low doses of CLN-049
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MICA/B serves as a warning signal to the immune
system to eliminate potentially dangerous cells
Malignant Transformation
Viral Infection
MICA
Cell Stress
Radiation

MICB

NKG2D activation results
in lysis of damaged cell

Stressed
Cell
Normal
Cell

Stressed
Cell

Normal cells lack MICA/B;
Cell stress upregulates
MICA/B

MICA/B allows for
recognition by immune cells
via NKG2D

NK Cell

NKG20

T-Cell
MHC

TCR

Cancer
Cell

Tumor cells shed MICA/B to
avoid immune detection
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CLN-619 has multiple modes of action to engage
both innate and adaptive immunity
Immune Evasion

Restoration of Immunosurveillance
CLN-619

NK Cell

T Cell
NK Cell

NKG2D
FcgR

T Cell

TCR
CLN-619 Treatment
MICA/B stabilized

MICA/B
Shed MICA/B

FcgR
2

1

3

Cancer Cell

1

Cancer Cell

Prevention of MICA/MICB shedding from tumor cells, thereby restoring interaction with NKG2D and activation of
immune cells
2 Fc-mediated antibody-dependent cytotoxicity (ADCC) of tumor cells
1

3

Enhancement of binding of MICA to NKG2D
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There is a compelling biological and clinical
rationale for targeting MICA/B as a pan-cancer
approach
MICA/B has pan-cancer expression and shed MICA predicts worse survival
MICA/B are the most highly expressed NKG2D ligands
across 32 different tumor types (TCGA)1

Shed MICA is a negative prognostic indicator2

Tumor types

Increasing expression

1.
2.

Data generated via analysis of TCGA database by Monoceros Biosystems
Chinese Journal of Cancer, 2013 ; Vol . 32 Issue 3. HCC patients
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Existing approaches to targeting MICA/B and
NKG2D in cancer
Modality

Antibody

Company (asset)

Target

Stage

Cullinan (CLN-619)

MICA/MICB

Clinical

Genentech / Roche

MICA/MICB

Preclinical

BMY

MICA/MICB

Preclinical

CanCure / Samyang Biopharm (SYB010)

sMICA

Preclinical

Innate Pharma (IPH4301)

MICA/MICB

Preclinical

Nkarta (NKX101)

NKG2D

Clinical

FATE (FT536)

MICA/MICB

Clinical

CAR-NK
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Cullinan MICA (CLN-619): Potential first-in-class
MICA/B targeting antibody

CLN-619 Design

CLN-619’s Potential Differentiation
First-in-class potential
• Only clinical stage MICA/B antibody
• Does not require preconditioning with immune ablation

Multiple modes of action
• Inhibits MICA/B shedding
• Mediates ADCC
• Enhances NKG2D receptor binding

Strong pre-clinical data supporting:
• Single agent activity
• Wide therapeutic index
• hIgG1 monoclonal antibody
• Binds to alpha-3 domain of MICA/B where
protease cleavage sites are located
• Broad MICA/B allele coverage (>95%)

Potentially synergistic with other agents including:
• Immunotherapy (Il-15, checkpoint inhibitors)
• Chemo
• Radiation
• ADC
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CLN-619 preclinical data supporting multiple MOAs

1. Inhibits MICA/sMICB Shedding
from Tumor Cells

2. Induces Cell Killing at Low Concentrations
HCC1534 High Affinty CD16a
250000

Soluble sMICA/sMICB
in HCC1534

200000

CLN-619
hIgG1

5000

RLU

sMICA/sMICB (pg/ml)

6000

4000

150000

3000

100000

2000

50000

1000
0
0.01

0.1

1

10

0
0.1

100

1

10

100

1000

Antibody Concentration (ng/ml)

Antibody Concentration (mg/ml)

3. Enhances Binding of MICA to
NKG2D on Primary NK Cells
MICA-NKG2D Binding in Presence of CLN-619
Abs

rMICA Alone
CLN-619 + rMICA (10:1)
CLN-619 Fc-silenced + rMICA (10:1)

CLN-619

CLN-619 Fc-silenced
No Ab
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CLN-619 preclinical data demonstrating efficacy

Induces Immune-mediated
Tumor Cell Lysis In Vitro

Efficacious at Very Low
Dose Levels
HCC1534 lung cancer xenograft

90

CLN-619
CLN-619 Fc-silenced
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00 00 .0 07 31 .2
0 0 . 0 3 .
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Antibody concentration (mg/mL)

1000
hIgG1 10 mg/kg
800

10 mg/kg
3 mg/kg

600

1 mg/kg
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ns

200
**

CLN-619

0.3 mg/kg
0.1 mg/kg
0.03 mg/kg

0

1
4
7
10
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16
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22
25
28
31
34
37
40

hIgG1
control

100

Tumor volume (mm3)

Percent live cells (%)

110

Day
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Global Phase I clinical trial designed for rapid
signal generation
Parallel dose escalation and expansion for CLN-619 Monotherapy + Pembrolizumab Combination
Eligible patients: any advanced solid tumor
CLN-619
Monotherapy

Eligible patients: tumor specific cohorts
Dose Level
Extension
(N = 16)

Dose Escalation (“3 + 3”)
20.0 mg/kg
10.0 mg/kg
6.0 mg/kg
3.0 mg/kg

Expansion at RP2D
Initial expansion > Further expansion

Extension
Dose Level 1

NSCLC

Extension
Dose Level 2

Cervical

1.0 mg/kg

Up to 5 cohorts planned
(N = up to 40 ea)

Tumor #3-5

0.3 mg/kg
0.1 mg/kg

CLN-619 +
Pembrolizumab

Dose Escalation (“3 + 3”)

Expansion at RP2D
CLN 619 20 mg/kg
+ pembro

CLN 619 10 mg/kg
+ pembro
CLN 619 6 mg/kg
+ pembro

NSCLC
HSNCC

Up to 3 cohorts planned
(N = up to 40 ea)

mUC

CLN 619 3 mg/kg
+ pembro
CLN 619 1 mg/kg
+ pembro

1o objective: select RP2D
NSCLC = non-small cell lung cancer; HNSCC = head and neck squamous cell carcinoma; mUC = metastatic urothelial carcinoma

1o objective: safety & preliminary efficacy
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CLN-619 Phase 1 exploratory biomarker plan

Pharmacodynamic and Predictive Biomarker Analysis in the tumor and at the periphery

Pharmacodynamic (PD) Biomarkers/Mechanism of Action (MoA)
Peripheral PD/MoA

Intra-tumoral PD/MoA

Flow Cytometry

ELISA

(Imunophenotyping)

(sMICA)

Luminex
(46 cyto-/chemokine panel)

Exploratory Predictive Biomarkers*
Predictive/Genotyping

IHC

Multiplex IF

WES/RNASeq

NGS typing

Real-time PCR

(MICA/B/ & NKG2D)

(NK- and T-cell infiltration)

(immune gene expression)

(MICA/B alleles)

NKG2D haplotype
FCgRIIIA SNP (ADCC)

ctDNA**
(Targeted NGS panel)

Paired tumor biopsy analysis for PD;
Baseline (archival/fresh) for predictive analysis

Whole blood at baseline
*retrospective analysis

**Expansion cohorts
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CLN-619: A first-in-class pan-cancer antibody

Pan-Cancer

1st in Class

Safe & Effective

Opportunity to impact large
number of patients

Innovative therapy with a
new/unique mechanism of action

Preclinical data supports potential
for wide safety margin

• Solid and hematological cancers

• 1st antibody in the clinic
targeting MICA/B

• Potent efficacy as low as 0.1
mpk in human xenografts

• Ab engages innate & adaptive
immune response

• NHP safety data clean up to top
dose, 100 mpk (NOAEL)

• Where other IO therapies may
not be effective i.e. T-cell
directed therapies
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PRE-CLINICAL PIPELINE
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CLN-617: First-in-class cytokine therapy combining
IL-12 and IL-2
IL-12 and IL-2 Background
▪ Naturally occurring cytokines designed
to act in paracrine fashion
▪ Stimulate immune responses by
enhancing production of anti-tumoral
cytokines (e.g., IFNγ, TNFα) and activity
of T and NK cells
▪ Synergistic activity is well established
▪ Narrow therapeutic index and short
serum half-lives have hindered systemic
administration of IL-12, IL-2 and
combined IL-12/-2 therapies

▪ Local administration approaches to date
have not included retention strategies
that mitigate cytokine leakage

CLN-617 Design
Single-chain recombinant fusion protein of IL-12, IL-2, and TME binding
and retention domains

IL-12

Collagen
binding
protein

Size
enhancing
protein

IL-2

CLN-617 Differentiation
▪ IL-12/IL-2 co-delivery enables synergistic T and NK cell activation

▪ Intratumoral administration to avoid systemic toxicities
▪ Unique retention strategy to keep cytokines in TME
▪ Potential for memory T-cell response and strong abscopal effect
▪ Delivery of wildtype cytokines reduces immunogenicity risk
▪ No reliance on viral or nucleic acid delivery

Pan-cancer opportunity as a monotherapy or in combination with
checkpoint inhibitors
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CLN-617: Preclinical PoC showing robust
local and systemic antitumor responses
High CR rate and memory response as a single agent in vivo

Rechallenge
Amber CR’s

Similar data observed in the CT26 model

Systemic immune response as monotherapy; synergy with anti-PD1

1

1.

Murine CLN-617 surrogates used for pre-clinical experiments
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CLN-617 achieved superior safety and
efficacy when dosed intratumorally vs IV
in preclinical studies
Reduced systemic mCLN-6171 following
IT vs IV administration
2h post-treatment

mCLN-61711 IT vs IV efficacy advantage
B16F10 Tumors

IND-enabling studies ongoing with IND submission expected 1H2023
1.

Murine CLN-617 surrogates used for pre-clinical experiments
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CLN-978: CD19xCD3 TCE with best-in-class
potential for B-cell malignancies
Background
▪ Well validated target: CD19 is clinically and commercially
validated in B-cell lymphomas

CLN-978 Design
Single-chain, fully human CD19 x CD3 TCE with extended half
life via HSA-binding domain

▪ Well validated modality: T-cell engagers (TCEs) work well
in hematological malignancies; e.g. CD19-specific Blincyto
(ALL) and several CD20-specific TCEs in NHL and BCMAspecific TCEs (MM)

CLN-978’s Potential Differentiation
▪ Best in class potential:
▪ Activity against CD19 low-expressing cells (i.e., a mechanism of
resistance post CD19 CAR-T and TCE)
▪ Potential for CAR-T–like CR rates, but off-the-shelf therapy
▪ Competitive relative to CD19-targeted ADCs and Fc-enhanced
IgG1s which require higher level of target expression

CLN-978 Pre-clinical PoC
Head-to-head in vivo anti-tumor study in a challenging model1

IND-enabling studies ongoing with IND submission expected 1H2023
1.

hCD3 transgenic mice bearing A20-hCD19 tumors
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Cullinan Jade: T-cell therapy leveraging unique
cancer & senescence target
Background

Cullinan Jade Pre-clinical PoC

▪ Novel target: Highly expressed in many cancers,
especially in cancers harboring certain mutations or
following genotoxic stress (i.e., from chemotherapy,
radiation), and on senescent cells
▪ TCR based therapy targeting nuclear protein via
recognition of peptide/MHC complex

Cullinan Jade Potential Differentiation
▪ Ongoing collaboration with the Fred-Hutch Cancer Center,
a world leader in finding self-reactive, human T-cells of
high affinity
▪ Identified unique HLA A*02:01-specific epitope that
allowed isolation of rare self-reactive human T-cells
▪ Several lead TCRs identified that are being characterized
for high affinity and specificity

▪

Lead selection: Lead TCR demonstrates robust killing of
target-expressing cells (wildtype HeLa), but minimal
killing of target-null cells (HeLa KO)

IND-enabling studies ongoing
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Cullinan Opal: Combining PD-L1/PD-L2 inhibition
with CD137 immune activation for pan-cancer
therapy
Cullinan Opal

Current Status

▪ Combining CPI (‘releasing the brakes’) with conditional T-cell
stimulation (‘hitting the gas pedal’) in a single construct

PD1 ECD

Albumin binder
4-1BB ligand

▪ Comprised of fully human components: Extracellular domain
of PD-1 (engineered for higher ligand binding) fused to
trimeric 4-1BB ligand and an HSA-binding domain
▪ High affinity PD-1 moiety uniquely allows for inhibition of
both PD-L1 and PD-L2, and enables strictly PD-L1/-L2dependent activation of 4-1BB pathway receptor on T-cells

▪ T-cell agonism through 4-1BB is shown to be dependent on
PD-L1/-L2 ligand expression
▪ Achieved in vivo PoC with 7/10 complete responses
▪ Fusion proteins are well produced with minimal aggregation

▪ Half-life extension through HSA-binding domain
▪ Two lead TCRs identified with high affinity and cytotoxic
activity currently being characterized for specificity/safety

Cullinan Opal Preclinical PoC
Opal triggers 41BB activity in a
strictly PDL1dependent
manner

Single agent
activity in MC38hPDL1 tumor
model in h4-1BB
mice
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Mt. Sinai Collaboration: Opportunity to
develop first-in-class HPK1 protein degraders

HPK1 Background
▪ HPK1 (MAP4K1) is a negative regulator of T-cells
and TCR signaling
▪ HPK1-/- T-cells produce elevated levels of proinflammatory TH1 cytokines, including IFNg, TNFa
and CCL3

Mt Sinai / Cullinan Collaboration
▪ Collaboration to optimize and develop best-in-class
HPK1 protein degraders
▪ Degrader approach may control tumor growth
more effectively compared to inhibiting HPK1
kinase activity
▪ Mt Sinai team includes, Dr. Steven Burakoff, who
validated HPK1 as an immuno-oncology target and
Dr. Jian Jin, an expert in degrader chemistry

▪ Cullinan has exclusive option for IP from
collaboration
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CORPORATE INFO
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Cullinan corporate structure

▪ Parent company
▪ NASDAQ listed (CGEM)

95%

92%

94%

CLN-081

100%

NexGem, Jade,
Opal, HPK1

▪ U.S. co-development and
co-commercialization with
Taiho Oncology

▪ WW rights to CLN-049,
FLT3xCD bispecific for
r/r AML

▪ WW rights to CLN-619,
anti-MICA/B antibody
for solid tumors

▪ WW rights to CLN-617,
IL-12 and IL-2 fusion
protein for solid tumors

▪ 50/50 share of profits
and losses

▪ ~5% owned by
academic innovators
(DKFZ, Tubingen)

▪ 23% owned by Avalon
Ventures

▪ ~8% owned by MIT and
academic co-founder

▪ Remainder: Bregua, GSK,
MIF, and founders

▪ Exclusive ownership of
and options to WW IP
held directly by Cullinan
Oncology Inc.
▪ No separate subsidiaries
with minority equity
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Highly experienced leadership team

Nadim Ahmed

Steve Andre

Patrick Baeuerle, PhD

CEO

CHRO

CSO

Kevin A. Johnston

Jeff Jones, MD, MPH, MBA

Jen Michaelson, PhD

CTOO

CMO

CDO, Biologics

Corinne Savill

Jacquelyn Sumer

Jeff Trigilio

Rose Weldon

CBO

CLO, CCO, Corporate Secretary

CFO

VP, Communications
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Key financial and corporate information

Financial and Corporate Information
Stock information

NASDA: CGEM

Cash, cash equivalents, investments, and interest
receivable (as of June 30, 2022)

$656m

Basic shares outstanding (as of June 30, 2022)

45.4m

Employees (as of March 31, 2022)

Headquarters

37

Cambridge, MA
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THANK YOU!
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