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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 forwardlooking 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. Forwardlooking 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; the expected benefits of our hub-and-spoke business model, including 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 third-party payor coverage and reimbursement; our estimates of our expenses, ongoing losses, capital requirements and our needs for or ability to obtain
additional financing; our expected uses of the net proceeds to us from this offering; 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: Deep and Diverse Pipeline
of Novel Oncology Programs
Pipeline of 7 oncology programs that span multiple modalities and are
built upon novel technology platforms with differentiated mechanisms

Recent data from lead program, CLN-081, in NSCLC EGFR Exon 20
patients shows a differentiated clinical profile
Recent clinical trial initiations from two additional programs, MICA and
Florentine, in Q4 2021
Efficient advancement of a robust pipeline using a differentiated huband-spoke business model
Well-capitalized with $445m cash & investments as of Sep 30, 2021
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Multi-Modality Pipeline Built from both
Internal and External Innovation Sources
Program (Subsidiary/Project)
Modality / MOA

CLN-081 (Pearl)
EGFR ex20 inhibitor

CLN-049 (Florentine)
FLT3 x CD3 bispecific

CLN-619 (MICA)
Anti-MICA/B IgG1

CLN-978 (NexGem)
CD19, CD3, HSA trispecific

CLN-617 (Amber)
Collagen-binding IL2-IL12 fusion protein

Opal
PD-1 x CD137L fusion protein

Jade
TCR-based therapy targeting a novel
senescence and cancer-related protein

Discovery /
Lead
Optimization

IND-Enabling

Phase 1

NSCLC with exon 20 insertion mutations

Phase 2

Phase 3

Status

Collaborator

Ph 1/2a data
Dec ’21; Reg
update Q1 ’22

R/R AML

Clinical trial
initiated Dec
2021

Pan-cancer

Clinical trial
initiated Dec
2021

B-cell ALL

Submit IND in
2022

Pan-cancer

Submit IND in
2022

Pan-cancer

IND-enabling
studies in 2022

HPV+/RB-

IND-enabling
studies in 2022
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Highly Experienced Leadership Team

Nadim Ahmed
CEO

Patrick Baeuerle, PhD
CSO, Biologics

Raymond T. Keane, Esq.
CLO

Jen Michaelson, PhD
CDO, Biologics

Corinne Savill
CBO

Jeff Trigilio
CFO

Jon Wigginton, MD
Senior Advisor &
Chairman of SAB

Leigh Zawel, PhD
CSO, Small Molecules
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CLN-081 Clinical update highlights

Data Summary

Status
▪ Nominated RP2D of
100mg BID

Efficacy
▪ High response rate in
larger number of patients

Safety
▪ Favorable safety and
tolerability profile

▪ Durable responses and
encouraging PFS

CLN-081: A differentiated clinical profile
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CLN-081: Selective EGFR inhibitor for
NSCLC patients with exon 20 mutations
CLN-081: Unique design properties

Select CLN-081 pre-clinical data
Selectivity Index IC50 WT/mutant

Distinct
chemical
scaffold

HER2sparing

High
selectivity
to mutant
vs WT EGFR

LXF2478 PDX model for lung cancer
harboring EGFR V769_D770INSASV
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CLN-081 Phase 1/2a trial design
Patient Enrollment
Dose (BID)

Accelerated
Titration

Rolling 6

N=2

N=6

30 mg

Phase 1
Expansion

Phase 2a
Expansion
➢ 36 patients enrolled in
Phase 1/2a at 100 mg BID

N=1

45 mg
65 mg

N=1

N=6

N=7

100 mg

N=1

N=6

N=6

N=7

N=4

150 mg

➢ Expanded enrollment at
150 mg BID stopped after
11 patients based on
clinical profile
N = 23

➢ Dose of 100 mg BID
nominated as RP2D

Geographic Footprint

Location

US

Netherlands

Singapore

Hong Kong

Taiwan

China

# of Sites
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1

2

1

1

IND
approved

Clinical data cutoff as of 1 Dec 2021

Zai Lab has licensed CLN081 for Greater China.
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Heavily pretreated patient population
including prior EGFR TKI or immunotherapy
Select Baseline Characteristics
Characteristic

All patients (n=73)
64 (36-82)

➢ Heavily pretreated population

1 (%)

22 (30%)

➢ Over 65% of patients with 2 or
more prior lines of treatment

2 (%)

32 (44%)

≥3 (%)

16 (22%)

Median age (range)
Number of prior systemic anticancer regimens

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

Prior pozio and/or mobo (%)

2 (0-9)
27 (37%)

4 (5%)

Prior checkpoint inhibitor therapy (%)

39 (53%)

Brain mets at baseline (%)

28 (38%)

➢ Prior EGFR TKI treatment in
37% of patients

➢ Over 50% of patients treated
previously with checkpoint
inhibitor
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Differentiated safety and tolerability profile
of CLN-081 at proposed RP2D
Dose (BID)

Safety Population (n, %)

100 mg

150 mg

Overall

39

11

73

100 mg BID nominated as RP2D

Grade 1 TRAE of interest
Skin Rash

21 (54)

4 (36)

38 (52)

Diarrhea

10 (26)

1 (9)

14 (19)

Elevated ALT / AST

2 (5)

1 (9)

6 (8)

Anemia

3 (8)

--

5 (7)

Skin Rash

7 (18)

1 (9)

14 (19)

Diarrhea

3 (8)

1 (9)

4 (5)

Elevated ALT / AST

2 (5)

--

2 (3)

Anemia

1 (3)

--

2 (3)

Skin Rash

--

1 (9)

1 (1)

Diarrhea

--

2 (18)

2 (3)

Elevated ALT / AST

2 (5)

2 (18)

6 (8)

Anemia

1 (3)

2 (18)

5 (7)

Treatment Related Dose Reduction

5 (13)

3 (27)

10 (14)

Treatment Related Dose Discontinuation

1 (3)

2 (18)

5 (7)

Grade 2 TRAE of interest

Grade 3 TRAE of interest

At 100 mg BID (N=39):
➢ No Gr ≥3 rash/diarrhea
➢ Rash/diarrhea 3:1 Gr 1:2 ratio
➢ No systematic GI prophylaxis
➢ One pt with G3 pneumonitis*
At 150 mg BID (N=11):
➢ Expanded enrollment
discontinued after 11 patients
➢ G3: diarrhea (2), rash (1),
pneumonitis (1)**,
Transaminitis (1); G4
Transaminitis (1)
➢ Increased dose reduction
and/or discontinuation

*Patient reported as G3 drug-related pneumonitis (confounded by recent treatment with CPI, concurrent hydropneumothorax in contralateral lung)
**Patient reported as G3 drug-related pneumonitis (confounded by concurrent pneumocystis infection, had stopped CLN-081 3 weeks prior to event)
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PK profile consistent with clinical safety profile
Average Unbound Plasma Concentration over Time
➢ CLN-081 PK well-behaved
to date

1000

GI50 -WT EGFR

uConc. (ng/mL)

100

GI50 -Ex20insASV
GI50 -Ex20insSVD
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1
0

1

2

3

4

5

6

7

8

9

➢ Sustained PK exposure
over GI50 for ex20ins
EGFR for 8h post dose
➢ Limited time of exposure
over GI50 for WT EGFR
at doses < 100 mg BID
➢ Consistent with clinical
safety profile at 100 mg
versus 150 mg BID dose

Time (h)

Data from Phase 1 patients. Uses standard error of the mean.
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Encouraging response rate in expanded
cohort at RP2D
100 mg BID
(n=36), RP2D

150 mg BID
(n=11)

Overall
(n=70)

14 (39)

3 (27)

25 (36)

PR (Pending)

1 (3)

--

1 (1)

PR (Unconfirmed)

3 (8)

2 (18)

7 (10)

17 (47)

5 (45)

34 (49)

1 (3)

1 (9)

3 (4)

Response
Best Response, n (%)

PR (Confirmed)

Stable Disease (SD)
Progressive Disease (PD)

➢ Stable disease or PR observed in 35/36 (97%) of patients at RP2D
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Durable objective responses and extended
stable disease in patients treated at 100 mg BID
100mg BID Cohort: Duration of Treatment (Months)

Exon 20 Mutation

0

1

2

3

4

5

6

7

8

N771delinsGY
Pending NGS
D770_N771insSVD
D770_N771insSVD
D770_N771insY
Pending NGS
D770_N771insSVD
D770_N771insG
D770_N771insSVD
V769_D770InsASV
V769_D770InsASV
V769_D770InsASV
V769_D770insASV
D770_N771insSVD
V769_D770insASV
D770delinsGY
Pending NGS
H773_V774insNPH
D770_N771insSVD
Pending NGS
D770_N771insSVD
N771_P772insG
Pending NGS
N771delInsHH
H773delinsTY
V769_D770insASV
D770_N771insSVD
V769_D770InsASV
N771delinGD
Pending NGS
D770_N771insSVD
A763_Y764insFQEA
V769_D770insASV
H773delinsTY
D770_N771insSVD
V769_D770insASV
Partial Response
(Confirmed)

9

10

11

12

13

14

15

16

17

18

19

➢ Durable objective responses and
extended stable disease observed
➢ Antitumor activity across spectrum
of ex20in mutational sub-types

Partial Response
(Unconfirmed)

Stable Disease

Progressive
Disease

On
Treatment
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Tumor regression observed in majority of
patients treated at 100 mg BID
100mg BID Cohort: % Δ from Baseline in Target Lesions

Best Response & % change from baseline
(sum of target lesions)

100%

➢ Tumor regression observed in 33/36 (92%) treated patients
➢ Patients respond post EGFR TKI (E) or post checkpoint inhibitor (C)

80%
60%
40%
20%
E

*

0%
-20%

E

E *C C

C E/C

-40%

E C C

C E/C C C

C C

-60%

E/C

C

C C

E C C E

-80%
E/C

-100%
Partial Response

C
Unconfirmed Partial Response

* PD due to progression of non-target lesions.

Stable Disease

Progressive Disease

E Prior EGFR TKI

C Prior Checkpoint Inhibitor
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CLN-081 acts rapidly: Tumor regression in
86% of 100mg BID patients at first assessment
100mg BID Cohort: Change from baseline (sum of target lesions)
100%
80%
60%

% Change from Baseline
(Sum of Legions)

40%
20%

0%
-20%
-40%
-60%
-80%

-100%
0

42

105

168

231

294

357

420

483

Days
First on-treatment scan
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Durability profile building for patients
treated at RP2D
Phase 1 Patients at 100 mg BID (n = 13)
*Duration of Response, Median
*Progression Free Survival, Median
**Disease Control Rate

>15 months
12 months
92%

* Based upon Kaplan-Meier estimates
** Disease control rate (DCR): % of patients with stable disease ≥6 months or any PR

➢ Follow-up on Phase 1 patients at 100 mg BID shows encouraging response
duration, progression-free survival and disease control rates.
➢ Follow-up ongoing in Phase 2a patients at 100 mg BID.

17

Disease control rates in patients treated at
100 mg BID based on baseline CNS status
Phase 1 Patients at 100 mg BID*
Disease Control Rate (DCR)**, All (N=13)

92%

➢ CNS Disease History at Baseline (N=4)

100%

➢ No CNS Disease History at Baseline (N=9)

89%

* Patients with stable, treated brain metastases included; active, untreated brain metastases excluded
** Disease control rate (DCR): % of patients with stable disease ≥6 months or any PR

➢ Disease control rates comparable, irrespective of CNS disease status at
baseline in patients treated at 100 mg BID

➢ Examples of patients with reductions in CNS lesions have been noted
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CLN-081 Conclusions and next steps
• Updated data at the proposed RP2D of 100 mg BID, reaffirms
differentiated clinical profile for CLN-081 (an oral TKI)

Summary
• High response rate maintained with expanded patient numbers at RP2D
• Durable responses and encouraging PFS

Efficacy

• Antitumor activity across a spectrum of EGFR ex20ins mutational sub-types, and
in patients who progress on other EGFR ex20ins TKI
• Differentiated safety and tolerability profile with reduced rate of all-grade
diarrhea, and no grade 3 diarrhea or rash to date at RP2D

Safety

• Reduced rates of dose reduction/discontinuation
• Move rapidly toward a potentially pivotal 2L trial, and expand clinical
development to the 1L setting

Next Steps • Regulatory update planned in Q1 2022
19

BIOLOGICS PIPELINE
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Cullinan Florentine (CLN-049)
A novel T cell engager for r/r AML

Hypothesis
▪ FLT3 may have advantages over other AML targets, such as
CD33, CD123, and CLEC12A, given its expression is limited
to a subset of myeloid precursors and dendritic cells
▪ CLN-049 is a bispecific humanized antibody that binds to
FLT3 on target leukemic cells and CD3 on T cells
▪ CLN-049's ability to recognize the extracellular domain of
FLT3 may allow its use in a larger patient population than
existing FLT3 kinase inhibitors targeting the intracellular
portion of FLT3 and being susceptible to mutations

Design
▪ Symmetric IgG1 backbone with silenced
Fc domain
▪ Two FLT3-binding Fab arms and two CD3
single-chain Fvs fused to IgG heavy chain
▪ US IND clearance June 2021
▪ Trial enrollment starting 4Q 2021

Support for FLT3 As an AML Target 1
Cell surface FLT3 levels
on blasts of AML
patients

1. Molecular Cancer Therapeutics; Characterization of a Novel FLT3 BiTE Molecule for the Treatment of Acute Myeloid Leukemia

Very limited expression of
FLT3 in normal tissues
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Cullinan MICA (CLN-619): Multiple Modes of
Action to Engage Both Innate and Adaptive Immunity
Immune Evasion

Restoration of Immunosurveillance
NK Cell

T Cell

CLN-619 Treatment
FcγR

NK Cell

T Cell

NKG2D

4

2

Shed MICA/MICB
Stabilized
MICA/MICB

Tumor Cell

1

3

Tumor Cell

1

Prevention of MICA/MICB shedding, restoring NKG2D engagement of tumor cells

2

Antibody-dependent cytotoxicity (ADCC)

3

Enhancement of binding of MICA and NKG2D

4

Reduction in shed MICA/MICB decoy, avoiding NKG2D downmodulation/decreased functionality
22

Strong Biologic and Clinical Rationale
for Anti-MICA/B Approach
Hypothesis

Status

▪ MICA is a “kill me” signal on cancer cells recognized by NKG2D,
an activating receptor found on NK cells / CD8, gamma/delta
and NK T cells. The interaction between MICA and NKG2D leads
to cancer cell killing. Cancer cells evade this threat by shedding
MICA

▪ Preclinical package shows favorable tolerability in non-human
primates, and single-agent activity in multiple tumor mouse models

▪ CLN-619, an IgG1 antibody, can prevent shedding of MICA/B,
thereby restoring the recognition of cancer cells by NK and
certain T cells. In addition, the antibody can mediate ADCC

▪ We believe CLN-619 has the potential to become a novel backbone
agent for immuno-oncology therapy given the broad expression of
MICA/ B across tumor types and the biological rationale for
combining CLN-619 with other agents

▪ CLN-619 broadly activates both innate and adaptive immunity

▪ US IND clearance for Ph 1/2 trial with both monotherapy and
combination therapy modules; trial enrollment starts 4Q 2021

Support for MICA as Potential Cancer Target

Kaplan-Meier curve of
HCC patients highlighting
negative prognostic
potential of shed MICA 1

MICA/B ligands are
highly expressed across
multiple tumor types2
(1)
(2)

Chinese Journal of Cancer, 2013 ; Vol . 32 Issue 3
Data generated via analysis of TCGA database by Monoceros Biosystems
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Cullinan Amber

A next generation approach to address historical limitations of cytokine delivery

Status

Hypothesis
▪ Cytokines: naturally occurring, locally acting paracrine factors
that stimulate cancer immune responses

▪ Core technology in-licensed from MIT (Wittrup Lab)

▪ Current limitations: Short serum half-life and narrow therapeutic
index hinder systemic administration-based therapies

▪ Selecting final candidate

▪ Obtained in-vivo proof-of-concept
▪ Anticipate IND in 2H 2022

▪ Our approach: Combine IL-12 and IL-2 into a single agent
designed for intratumoral administration and local retention in
the tumor by inclusion of a collagen-binding domain

Illustrative AMBER Construct

Tumor microenvironment retention potentially eliminates
systemic exposure/toxicity, increasing therapeutic index

IL-12

Tumor
retention
domain

IL-2

Key Pre-Clinical In Vivo Data in B16F10 Tumor Model
Safety (body weight change)

Survival

Dose Response
n.s.

****
p<0.001

Intratumoral administration of AMBER murine constructs are compared to a combination of MSA-IL-2/IL-12 lacking collagen binding domains
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Systemic and Memory Responses as Monotherapy
or in Combination with Anti-PD1 in the MC38 Model
Primary Tumor Results

Re-challenge Study

****
p<0.0001
Amber
treatments

Rechallenge
Amber CR’s

Similar data observed in the CT26 model

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

Anti-PD1 checkpoint inhibitor promotes strong abscopal effect
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Cullinan NexGem (CLN-978)
Potentially improving upon Blinatumomab’s (Blincyto) profile

Hypothesis

▪ CD19 T cell engager capable of competing with CAR T cell
approaches at a potentially reduced cost and complexity
▪ High affinity enables potentially deeper response, avoid
resistance/relapse due to CD19 downregulation
▪ CD3 binder with optimal affinity may mitigate CRS and
neurotoxicity while serum albumin binding will allow for
weekly dosing

Status
▪ Each component of novel T cell engager is humanized,
cyno cross-reactive, and has a high melting
temperature/stability
▪ Optimized CD3 binding affinity with goal to minimize
cytokine release while retaining high activity of
redirected lysis
▪ Arrived at final design of T-cell engager with properties
that will facilitate GMP efforts and NHP GLP toxicology
assessment
▪ Anticipate submitting an IND in 2H 2022

Head-to-Head
In Vivo Anti-Tumor Study

Key PC Data

Increased Cytotoxic Potency of CLN-978 in
Cells with High and Low CD19 expression

Differentiation seen in preclinical data may not translate into human clinical data and preclinical comparison data may not be relied upon in submissions to
the FDA or other regulatory agencies for approval or otherwise
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Cullinan Jade
T-Cell therapies leveraging unique cancer & senescence target

Status

Our Hypothesis
▪ Identified gene product which is highly expressed in
certain cancers, more broadly in cancers following
genotoxic stress (i.e., chemotherapy, RT), and in
senescent cells
▪ The only way to leverage the nuclear target is through
TCR-based therapies recognizing peptide/MHC
complexes

Key Data

▪ 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 epitopes in
protein that allowed isolation of rare human T cells
▪ Lead TCR selected
▪ Consider both autologous TCR-T cell therapy and T cell
engager modality using single-chain TCR

Lead selection: Lead TCR demonstrates robust
killing of target + HeLa cells, but minimal killing of
target - HeLa KO cells

CONFIDENTIAL
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Cullinan Opal
Combining checkpoint inhibition with immune activation for pan-cancer therapy

Our Hypothesis

Status

▪ Strong single agent I-O activity can be best achieved by
combining checkpoint inhibition (‘releasing the brakes’)
with T cell stimulation (‘hitting the gas pedal’)
▪ The optimal format is a single-chain fusion protein using
natural, fully human components: The extracellular domain
of PD-1 (engineered for higher affinity) and the ligand for 41BB receptor (made into a single chain)
▪ Using PD-1 uniquely allows for inhibition of both PD-L1 and
PD-L2 axes
▪ Our approach could be best-in-class

PD1 ECD Albumin
binder 4-1BB ligand

▪ Fusion protein is well produced with no signs of
aggregates
▪ T cell agonism through 4-1BB becomes dependent
on PD-1 ligand
▪ Achieved in vivo PoC with 7/10 complete responses
▪ Ongoing selection of lead candidate

Key Data

MC38-hPDL1 tumor on h4-1BB mice

SEC Profile

Opal can be produced with
high degree of purity

Opal triggers 4-1BB activity in
a PDL1-dependent manner
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THANK YOU!
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