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Forward-Looking Statements
This presentation contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of 1995 that reflect the current views of IGM
Biosciences, Inc. (the “Company,” “we” or “our”) with respect to the Company’s future financial condition, results of operations, business strategy, expectations, milestones and
plans. All statements other than statements of historical fact could be deemed forward-looking, including but not limited to statements with words such as “anticipate,” “believe,”
“continue,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potentially” “predict,” “should,” “target,” “will” or the negative of these terms or other similar expressions. These
forward-looking statements are subject to a number of risks, uncertainties and assumptions, including, among other things: market conditions; the timing of the initiation,
progress and results of our preclinical studies, clinical trials and our discovery programs; potential delays and disruption resulting from the COVID-19 pandemic and
governmental responses to the pandemic, including any future impacts to our operations, the manufacturing of our product candidates, the progression of our current clinical
trials, and enrollment and maintaining patients in our current and future clinical trials; our early stages of clinical drug development; our ability to achieve clinical goals; risks
related to the use of engineered IgM antibodies, which is a novel and unproven therapeutic approach; our ability to utilize our lgM antibody platform to generate and advance
additional product candidates; our ability to advance product candidates into, and successfully complete, clinical trials; our ability to adequately demonstrate sufficient safety
and efficacy of our product candidates; the timing or likelihood of regulatory filings and approvals; our estimates of the number of patients who suffer from the diseases we are
targeting and the number of patients that may enroll in our clinical trials; the commercializing of our product candidates, if approved; our ability and the potential to successfully
manufacture and supply our product candidates for clinical trials and for commercial use, if approved; our ability to accurately forecast future financial results and timelines;
future strategic arrangements and/or collaborations and the potential benefits of such arrangements; our anticipated use of our existing resources, our estimates regarding
expenses, future revenue, capital requirements and needs for additional financing and our ability to obtain additional capital; the sufficiency of our existing cash and investments
to fund our future operating expenses and capital expenditure requirements; our ability to retain the continued service of our key personnel and to identify, hire and retain
additional qualified professionals; the implementation of our business model, strategic plans for our business and product candidates; the scope of protection we are able to
establish and maintain for intellectual property rights, including our lgM platform, product candidates and discovery programs; our ability to contract with third-party suppliers
and manufacturers and their ability to perform adequately; the pricing, coverage and reimbursement of our product candidates, if approved; developments relating to our
competitors and our industry, including competing product candidates and therapies; and other risks described in the “Risk Factors” section included in our public filings that we
have made and will make with the Securities and Exchange Commission (“SEC”). New risk factors emerge from time to time and it is not possible for our management to
predict all risk factors, nor can we assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may cause actual results to differ
materially from those contained in, or implied by, any forward-looking statements. You should not rely upon forward-looking statements as predictions of future events. Although
we believe that the expectations reflected in the forward-looking statements are reasonable, we cannot guarantee future results, levels of activity, performance or
achievements. Except as required by law, we undertake no obligation to update publicly any forward-looking statements for any reason after the date of this presentation.
We have filed and will file Current Reports on Form 8-K, Quarterly Reports on Form 10-Q and Annual Reports on Form 10-K, and other documents with the SEC. You should
read these documents for more complete information about us. You may obtain these documents for free by visiting EDGAR on the SEC website at www.sec.gov.
This presentation concerns products that are under clinical investigation and which have not yet been approved for marketing by the U.S. Food and Drug Administration. It is
currently limited by federal law to investigational use, and no representation is made as to its safety or efficacy for the purposes for which it is being investigated.
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Global Leaders in the Development of Engineered IgM Antibodies
Greatly superior total binding power (Avidity)

IgG
LEGEND

Target binding domains

IgM
Constant domains

Joining chain (J chain)
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IGM’s Wholly-Owned Oncology Pipeline
Lead Programs
Phase of Development
Mode

Target

Indications

Discovery

Preclinical

Phase 1

Phase 2

Phase 3

Worldwide
Commercial
Rights

IGM-2323

Anticipated
Milestones

NHL, CLL

Initial Phase 1
data for R/R
B cell NHL: 2020

Receptor
IGM-8444
Cross-linking
(DR5)
Agonist

Solid and
Hematologic
Malignancies

Initial Phase 1
data in solid
tumors: 2021

IGM-7354
(IL-15 x
PD-L1)

Solid and
Hematologic
Malignancies

IND filing: 2021

T cell
Engager

Targeted
Cytokines

(CD20 x
CD3)

(anticipated)

Research and Discovery Programs
Mode

T cell Engagers

Receptor Crosslinking Agonists

Target

Indications

CD123 x CD3

Acute Myeloid Leukemia

CD38 x CD3

Multiple Myeloma

Multiple Targets x CD3

Multiple Solid Tumors

OX40
GITR

Worldwide
Commercial Rights

Solid and Hematologic Malignancies
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Elizabeth Budde, M.D., Ph.D., City of Hope National Medical Center

Preliminary Results of a Phase 1 Dose-Escalation Study
of the First-in-Class IgM-Based Bispecific Antibody IGM-2323
(Anti-CD20 x Anti-CD3) in Patients with Advanced B-Cell Malignancies
Elizabeth Budde, MD PhD1, Ajay K. Gopal, MD2, Ian W. Flinn, MD PhD3, Loretta J. Nastoupil, MD4, Michael S. Gordon, MD5,
Ching-Fai Pang, PhD6, Bruce Keyt, PhD7, Steve Carroll, PhD7, Maya Leabman, PhD7, Genevive Hernandez, PhD7,
Iris Sison7, Daniel S. Chen, MD PhD7, Wayne R. Godfrey, MD7 and Philippe Armand, MD PhD8
1T

Cell Therapeutics Research Laboratory, Department of Hematology and Hematopoietic Cell Transplantation, City of Hope National Medical Center, Duarte, CA; 2University of
Washington/Fred Hutch/Seattle Cancer Care Alliance, Seattle, WA; 3Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN; 4The University of Texas MD Anderson
Cancer Center, Houston, TX; 5Premiere Oncology of Arizona, Scottsdale, AZ; 6Phi Consulting Group, Bellevue, WA; 7IGM Biosciences, Mountain View, CA; Department of Medical
Oncology, Dana Farber Cancer Institute, Boston, MA

Disclosures: Elizabeth Budde reports consultancy for Roche, and Kite; research funding from Amgen, AstraZeneca,
Merck, and Mustang Therapeutics; and speaker’s bureau for AstraZeneca
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Bispecific T cell Engager Antibodies for B cell Malignancies
Bispecific antibodies that bridge lymphoma cells to T cells
have shown promise in treating B-cell malignancies1–3
However, existing T cell engaging antibodies that lead to dense clustering
and supraphysiologic T cell signaling are associated with toxicity (especially
CRS) and have a limited therapeutic window that may be related to downregulation of T cell function

CRS: cytokine release syndrome

1 Budde LE, et al. Blood 2018;132(Suppl. 1):399
2 Bannerji R, et al. Blood 2019;134(Suppl. 1):762
3 Li J, et. al. Sci Trans Med 2019
Budde et al. ASH 2020
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IGM-2323 is a Novel Engineered High-affinity, High-avidity CD20xCD3
IgM Bispecific T cell Engager

IGM-2323 is a novel bispecific antibody,
based on an engineered pentameric IgM
framework, with a recombinant J-chain
that is fused to an anti-CD3 scFv

Anti-CD20
10 high affinity,
high-specificity
binding sites to CD20

Anti-CD3
In preclinical studies, IGM-2323 has been shown to
bind irreversibly to CD20-expressing cells, including
cancer cells expressing very low levels of CD20,
and eliminate them through cell-dependent (TDCC)
and cell-independent mechanisms (CDC)1,2

Complement

Single high-specificity
binding site to CD3

IgM mediates >100x
greater complement
dependent killing of
bound cancer cells

CD: cluster of differentiation; CDC: complement dependent cytotoxicity
IgG/M: immunoglobulin G/M; scFv: single-chain variable fragment
TDCC: T cell-dependent cytotoxicity

1 Baliga R, et al. Blood 2019;134(Suppl. 1):1574
2 Baliga R, et al. PEGS 2016
Budde et al. ASH 2020
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IGM-2323 is Designed to Enhance Immune-modulation
IGM-2323 may provide more physiologic T cell activation compared with existing bispecific T cell engaging antibodies
•
•

T cells respond differently to different levels of TCR signaling
Activation of T cell cytotoxic mechanisms and IFN𝛾𝛾 secretion require the lowest levels of TCR signal1–3

Existing bispecific T cell engaging antibodies:
IgG or single chain
Supraphysiologic T-cell stimulation
T cell

Novel bispecific T cell engaging antibodies:
IgM
More-physiologic T-cell stimulation
T cell

CD3

CD3

CD20

CD20

Cancer cell

Cancer cell

Importantly, IGM-2323 may limit supraphysiologic stimulation of T cells, leading to:
•
•
•

More physiologic levels of cytokines secreted, improving safety and tolerability
More physiologic levels of T cell stimulation, leading to a IFN𝛾𝛾-dominant cytokine secretion profile
Ability to preserve or strengthen T cell responsiveness over time, leading to further enhanced cancer cell elimination over time,
and stimulation of endogenous or pre-existing anti-cancer T cell responses

1 Faroudi, et al. Proc Natl Acad Sci . 2003;100:14145–50 2 Purbhoo MA, et al. Nat Immunol. 2004;5:524–30 3 Itoh Y, et al. J Exp Med 1997;186:757–6
Budde et al. ASH 2020
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Study IGM-2323-001: Phase I Study Design
•
•
•

•
•

•

CD20-positive NHL
R/R DLBCL, FL, MCL, or MZL
≥2 prior lines of therapy (must have
included an anti-CD20 mAb combined
with an alkylating agent)
Post CAR-T eligible if not refractory
IGM-2323 IV weekly therapy
• (1 cycle = 21 days)
• Tumor assessment at 6/12/24 weeks
First 2 cohorts single patient, followed
by 3+3 design
• DLT window: Cycle 1, Day 1–21
• Intra-subject dose escalation
permitted post-tumor assessment

• 10 mg dexamethasone premedication for
first infusion only per protocol
• Subsequent premedication per
investigator discretion

Dose escalation phase
Dose escalation

Titration dosing*

IGM-2323 (1000 mg)
IGM-2323 (50/1000 mg)*
IGM-2323 (300 mg)
IGM-2323 (50/300 mg)*
IGM-2323 (100 mg)

Dose expansion cohorts:
Interim dose expansion cohorts
are opened in parallel with
continued dose escalation to
better characterize efficacy and
safety.
IGM-2323 (50/100 mg)
n=1†

IGM-2323 (50/100 mg)*

n=1

n=3

IGM-2323 (30 mg)

IGM-2323 (30 mg)
n=3

n=3

IGM-2323 (10 mg)
n=3
IGM-2323 (2.5 mg)
n=1
IGM-2323 (0.5 mg)
n=1
MABEL

Single patient
cohorts

Key eligibility criteria

Potential cohorts not yet
opened as of 10/30/2020

*Titration dosing potentially allows for
optimization of individual immune activity and
preservation of T-cell function over time.
Enrollment to titration dosing has been
prioritized. However, no DLT has been
observed and enrollment to 100 mg fixed
dosing is enabled. First dose and maximum
dose for each titration dose are described.

Primary objectives: Safety and tolerability; R2PD and schedule, MTD; Secondary objectives: PK, immunogenicity, preliminary efficacy
ClinicalTrials.gov Identifier: NCT04082936. CAR-T: chimeric antigen receptor T cell; DLBCL: diffuse large B-cell lymphoma; DLT: dose-limiting toxicity; FL: follicular lymphoma; IV, intravenous;
mAb: monoclonal antibody; MABEL: minimally active biologic effect level; MCL: mantle cell lymphoma; MTD: maximum tolerated dose; MZL: marginal zone lymphoma; NHL: non-Hodgkin’s lymphoma;
PK: pharmacokinetics; QW: every week; R2PD: recommended Phase II dose; R/R: relapsed/refractory; SD: stable disease; †patient has only received 50 mg dose as of the data cut-off

Data cut off: October 30, 2020

Budde et al. ASH 2020
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Patient Baseline Characteristics and Disposition (N=16 Total Enrolled)
CD20-positive NHL (N=16)

Follicular NHL/
Marginal Zone NHL
(n=10)

DLBCL/
Mantle Cell
(n=6)

66.5 (47–75)

61 (46–82)

Histology

FL=8
MZL=2

DLBCL=4
MCL=2

Prior therapies, median (range)

4 (2–6)

4 (2–6)

Prior ASCT, n (%)

2 (20%)

2 (33%)

Characteristic
Median age (range)

Prior CAR-T, n (%)

1 (10%)

3 (50%)

Follicular/
Marginal Zone NHL
(n=10)

Discontinued, n (%): 3 (30%)
• AE: 0 (0)
• Physician’s decision: 1 (10%)
• Progressive disease: 2 (20%)

Ongoing, n (%): 7 (70%)
Duration: 47, 26, 25, 19, 17, 14,
and 14 weeks

DLBCL/
Mantle Cell NHL (n=6)

Discontinued, n (%): 2 (33%)
• AE: 0 (0)
• Physician’s decision: 1 (17%)
• Progressive disease: 1 (17%)

Ongoing, n (%): 4 (67%)
Duration: 38, 18, 14, and 2 weeks

ASCT: autologous stem cell transplantation; DLBCL: diffuse large B-cell lymphoma;
FL: follicular lymphoma; MCL: mantle cell lymphoma; MZL: marginal zone lymphoma;
LLOQ: lower limit of quantitation; NHL: non-Hodgkin lymphoma
Data cut off: October 30, 2020

Budde et al. ASH 2020
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Preliminary Pharmacokinetics
Preliminary PK
• No drug-induced anti-drug antibodies detected to date
• PK is within expected range based on preclinical data
IGM-2323 PK: Cycle 1 Infusion 1

PK: Pharmacokinetics
Data cut off: October 30, 2020

Budde et al. ASH 2020
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AE Summary: Treatment-emergent AEs Occurring in ≥ 20% of Patients
(n=16 Total Enrolled)

• Generally well tolerated
• No DLTs

• No Grade 3 or higher CRS
• No neurotoxicity

Any grade

Grade 1

Grade 2

Grade ≥ 3

n (%)

n (%)

n (%)

n (%)

Fatigue

9 (56)

8 (50)

1 (6)

0

Hypophosphatemia

7 (44)

3 (19)

4 (25)

0

Chills

6 (38)

4 (25)

2 (13)

0

Pyrexia

6 (38)

4 (25)

2 (13)

0

Blood creatinine increased a

5 (31)

4 (25)

1 (6)d

0

CRS b

4 (25)

3 (19)

1 (6)d

0

Infusion related reaction c

4 (25)

1 (6)

3 (19)

0

Anaemia

4 (25)

2 (13)

2 (13)

0

Preferred Term
(n = 16 * patients)

a4

out of 5 patients with creatinine increase were assessed as unrelated to study treatment, per investigator bCRS grading by ASTCT criteria; all CRS patients are
also captured under pyrexia and/or chills. c3 of 4 IRR patients are also captured under CRS dSingle patient with pre-existing severe hypertension on four antihypertensive medications treated at 100 mg Cycle 1 Day 1 dose experienced Grade 2: CRS, chills, increased creatinine and Grade 1: pyrexia, fatigue,
hypophosphatemia after the first infusion. No CRS symptoms were observed at subsequent infusions of study drug up to 100 mg, with or without dexamethasone
pre-medication. This patient had cytokine elevation after Cycle 1 Day 1 dose and had a best response of SD (+6%), but is not included in further analyses.
*One patient enrolled 2 weeks prior to data cutoff is also included here, but is not included in further analyses.
Data cut off: October 30, 2020

Budde et al. ASH 2020

13

AE Summary: Chills and/or Fever

Example: patient treated
with IGM-2323 30 mg dosing

• Some patients experience post-infusion
chills and /or fever:
–
–
–
–

Transient (≤3 hours), low grade; majority limited to
first cycle; acetaminophen is most common treatment;
No ICANS symptoms (Immune Cell Associated
Neurotoxicity)
Associated with CRP elevation at 24 hours
Easily prevented with low dose dexamethasone
premedication on subsequent infusions if desired

*

*

*

Chills/fever

10 mg
dexamethasone
pre-treatment C1D1
per protocol

6-10 mg
dexamethasone
pre-treatment

• No CRS observed in the 3 patients
treated in 50 / 100 cohort

CRS: cytokine release syndrome
Data cut off: October 30, 2020

Budde et al. ASH 2020
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Best Overall Response (PET-CT scans)
9 of 14 Patients Showing Evidence Of Tumor Size Reduction

• B-cell depletion/reduction observed in 6/6 patients with circulating B cells at baseline
Assigned dose level noted.
aPR cut-off, Lugano 2014 criteria, local reads. b100 mg indicates 50/100 mg dose level. cPR lymph node size
decreased to below normal size with marked decrease in PET activity
CAR-T: chimeric antigen receptor T-cell; FL: follicular lymphoma; IHC: immunohistochemistry; Mantle: mantle cell
lymphoma; MZL: marginal zone lymphoma; PET-CT: positron emission tomography-computerized tomography
Data cut off: October 30, 2020

Budde et al. ASH 2020
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Documented Pseudo-progression, Prior to Response
DLBCL Patient, Post CAR-T

Change in SPD from Baseline (%)

Example: 62 year old Post-CAR-T patient with R/R DLBCL treated with IGM-2323 (30 mg)
Pre-treatment (CD3 IHC)

Change in SPD Over Time

100

200x

50

Biopsy of new PET-avid lesion
8 weeks post-treatment (CD3 IHC)

200x

0

-50
Plus new PET-avid lesion

New lesion resolved

-100

0

5
10
Time (weeks)
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•

Biopsy of new PET-avid lesion at 8 weeks shows intense
T-cell infiltration with only scant lymphoma cells,
> 95% CD3+ T-cell infiltrates by flow cytometry post-treatment

•

Lesion completely resolved by PET-CT at 12 weeks
Pathology Images courtesy of MD Anderson Pathology

DLBCL: diffuse large B-cell lymphoma; PET: positron emission tomography; R/R: relapsed/refractory; SPD: sum of the products of diameters.
Data cut off: October 30, 2020

Budde et al. ASH 2020
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IGM-2323 Leads to Repeatable IFNγ-dominant Immune Activity
•
•
•
•

Transient, repeatable cytokine elevations, with peak levels 6-12 hours post-infusion
IFNγ detectable above baseline levels in 12/12 patients treated at ≥10 mg
IFNγ levels >> IL-6 and TNFα levels in vast majority of patients treated
For patients dosed with ≥ 30 mg, 9/9 show repeatable IFNγ spikes; 4/9 show higher IFNγ spikes at later infusions
IFNγ levels pre/post-IGM-2323 treatment
Concentration (pg/ml)

Post-infusion peak cytokine levels
IFNγ
TNFα
IL-6

Cytokine levels in frozen plasma were assessed on a batched basis at a central central lab. Plots are from n=14 patients and show the highest concentrations
obtained during the sampling period: 2, 6, 12, 24, and 72 hours for Infusions 1 and 4, and only 24 hours for Infusions 2, 3, 5, 6. Box plots show 1st and 3rd quartile,
blue line connects mean values.
IFNγ: interferon-gamma; IL-6: interleukin-6; TNFα: tumor necrosis factor alpha
Data cut off: October 30, 2020

Budde et al. ASH 2020
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Examples of Repeatable IFNγ-dominant Immune Activity

Maximum levels of cytokines observed 6-12 hours post-infusion.
Peak values at Infusions 2,3,5,6 likely missed due to sparse sampling.

IFNγ interferon-gamma; IL-6: interleukin-6; TNFa: tumor necrosis factor alpha.
Data cut off: October 30, 2020

Budde et al. ASH 2020
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Conclusions
Interim Phase I data on the first 16 patients treated (as of October 30, 2020) demonstrates:
•

IGM-2323 is generally well tolerated, with no DLTs, no Grade 3 or higher CRS and no evidence of neurotoxicity,
despite less steroid pretreatment than for other T cell engagers
- Transient fever and CRS in a subset of patients easily suppressed with low dose dexamethasone pre-medication,
allowing for control over level of immune-activation and function obtained with each dose
- IFN𝛾𝛾-dominant cytokine secretion with little to no measurable circulating IL-6 or TNFα in most patients differs from other T cell engagers

•

No drug-induced anti-drug antibodies; preliminary PK consistent with preclinical modeling

•

Evidence for anticancer efficacy and responses, despite low to moderate doses tested

•

Case of pseudoprogression and subsequent clinical response in a post CAR-T patient with DLBCL is consistent with
repeatable and potent IFNγ-dominant immune activation

IGM-2323 Phase I immune activation profile supports a more physiologic immune modulation
•

Evidence for preservation of T cell activation in the majority of patients, which contrasts with step-dosing effect seen with
other T cell engagers that may be associated with global reduction in T cell function

Phase I dose escalation continues, with expected RP2D between 100 – 1000 mg dose
•

Application of titration dosing regimen may allow opportunity to provide NHL patients with optimal and repeatable
synthetic and pre-existing immune activity and durable antitumor efficacy

Data cut off: October 30, 2020

Budde et al. ASH 2020
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Daniel S. Chen, M.D., Ph.D.
Chief Medical Officer

Data Headlines from 14 Patients: Efficacy
•

Efficacy Headlines
–

9 of 14 patients showed reduction in tumor size, despite relatively low doses and
short follow-up at higher doses
• Evidence of activity across all initial dose cohorts, starting at 0.5 mg
• Intra-patient dose escalation allowed after higher dose cohort cleared

–

Top dose cohort completed 50/100; currently enrolling 50/300

–

Two partial responses, both near complete radiologic responses
• Target lesion sizes returned to normal
• Minor residual PET signature
• One response in post-CAR-T DLBCL, post stem cell transplant

–

Extended Duration of Activity demonstrated

Data cut off: October 30, 2020
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Data Headlines from 14 Patients: Safety
•

Safety Headlines
–

Minimal pre-treatment: 10 mg of dexamethasone prior to first dose; optional on
subsequent doses

–

No neurotoxicity

–

No Dose Limiting Toxicities

–

Dosing cohorts: 0.5, 2.5, 10, 30 and 50/100, (N=14) patients
• 3 patients had CRS (21%)
• All Grade 1, transient, chills/fever
• No CRS in 50/100 in dose cohort to date

Data cut off: October 30, 2020
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IGM-2323 Dose Escalation Clinical Trial
Dose escalation phase

Dose expansion cohorts

Dose escalation

Titration dosing*

IGM-2323 (1000 mg)

IGM-2323 (50/1000 mg)*

IGM-2323 (50/100 mg)†

IGM-2323 (50/TBD mg)

IGM-2323 (30 mg)

IGM-2323 (50/300 mg)*

IGM-2323

IGM-2323 (300 mg)

IGM-2323 (100 mg)†

n=3

IGM-2323 (50/100 mg)*
n=3

IGM-2323 (30 mg)
n=3

•

IGM-2323 (10 mg)

IGM-2323 (2.5 mg)
n=1
IGM-2323 (0.5 mg)
MABEL

Single patient
cohorts

n=3
Expected dose escalations

n=1

Intrapatient dose escalation allowed
Data cut off: October 30, 2020

•
•

Titration dosing: optimization of individual immune
activity and preservation of T cell function over time
Enrollment to titration dosing prioritized
No DLT has been observed

*First dose and maximum dose for each titration dose are described
†Patients not shown here or on subsequent slides include one patient
who has only received 50 mg dose and has only 2 weeks of follow-up
as of the data cut off and one patient with pre-existing severe
hypertension on four anti-hypertensive medications treated at 100 mg
Cycle 1 Day 1 dose as previously described
23

Documented Pseudo-progression, Prior to Response
DLBCL Patient, Post CAR-T

Change in SPD from Baseline (%)

Example: 62 year old Post-CAR-T patient with R/R DLBCL treated with IGM-2323 (30 mg)
Pre-treatment (CD3 IHC)

Change in SPD Over Time

100

200x

50

Biopsy of new PET-avid lesion
8 weeks post-treatment (CD3 IHC)

200x

0

-50
Plus new PET-avid lesion

New lesion resolved

-100

0

5
10
Time (weeks)

15

Biopsy of new PET-avid lesion at 8 weeks shows intense T-cell infiltration
with scant lymphoma cells, > 95% CD3+ T-cell infiltrates by flow cytometry
post-treatment. Lesion completely resolved by PET-CT at 12 weeks

Target lesions returned to baseline at 12 weeks
Near complete radiologic response, minor residual PET signal
DLBCL: diffuse large B-cell lymphoma; PET: positron emission tomography; R/R: relapsed/refractory; SPD: sum of the products of diameters.
Data cut off: October 30, 2020

Budde et al. ASH 2020
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DLBCL Post CAR-T, Post Stem Cell Transplant, Case Study
Cytokine Release Profile
IFNγ Dominant Cytokine Release Profile

IFNγ
TNFα
IL-6

IFNγ interferon-gamma; IL-6: interleukin-6; TNFα: tumor necrosis factor alpha.
Data cut off: October 30, 2020
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Follicular Lymphoma in 50/100 Dose Cohort
• FL Pt 1: PR, lesion size returned to below normal, minor residual PET signal
•

69 yo/Female; 4 prior treatments, including R-CHOP, and Stem Cell Transplant

• FL Pt 2: -35% lesion size at six-week scan
•

63 yo/Male; 2 prior treatments, including R-CHOP/methotrexate and R-avelumab/utolimumab

Change in SPD from Baseline (%)

• No CRS; No neurotoxicity

50/100 Pt 1

25

50/100 Pt 2

0
-25

-75

0

5
Time (weeks)
Data cut off: October 30, 2020

10

15
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Follicular Lymphoma in 50/100 Dose Cohort (updated: 2/2 CR)
• FL Pt 1: PR, lesion size returned to below normal, minor residual PET signal;
after data cut off of October 30, 2020: PET/CT CR
•

69 yo/Female; 4 prior treatments, including R-CHOP, and Stem Cell Transplant

• FL Pt 2: -35% lesion size at six-week scan;

after data cut off of October 30, 2020: PET/CT CR

63 yo/Male; 2 prior treatments, including R-CHOP/methotrexate and R-avelumab/utolimumab

•

No CRS; No neurotoxicity

Change in SPD from Baseline (%)

•

25

50 / 100 Pt 1

0

50 / 100 Pt 2

-25

-75

0

5

10
15
Time (weeks)

20

25

After data cut off of
October 30, 2020:
PET/CT Complete
Response (CR)
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Follicular Lymphoma in 50/100 Dose Cohort (updated: 2/2 CR)
• FL Pt 1: PR, lesion size returned to below normal, minor residual PET signal;
after data cut off of October 30, 2020: PET/CT CR
•

69 yo/Female; 4 prior treatments, including R-CHOP, and Stem Cell Transplant

• FL Pt 2: -35% lesion size at six-week scan;

after data cut off of October 30, 2020: PET/CT CR

•

63 yo/Male; 2 prior treatments, including R-CHOP/methotrexate and R-avelumab/utolimumab

•

No CRS; No neurotoxicity

Change in SPD from Baseline (%)

+75
+50
+25
0
-25
-50
-75

CR

CR

After data cut off of October 30, 2020:
PET/CT Complete Response (CR)
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Change in SPD from Baseline (%)

Extended Duration of Activity – Deepening Responses Over Time

25

0

-25

-75

0

10

20
30
Time (weeks)

40

Patients with evidence of tumor size reduction shown (n=9)
Data cut off: October 30, 2020
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IGM-2323 Pharmacokinetics
PK Thru Cycle 2 Infusion 3:
50/100 mg Patient
Concentration (µg/mL)

Cycle 1 Infusion 1 PK:
Group Means

100
10
1
0.1
LLOQ=50 ng/mL

0.01
0

7

14

21

28

35

42

Time (days)

• IGM-2323 PK is approximately dose proportional
• PK parameters are within expected range based on preclinical modeling
• Sustained drug levels in multiple patients at dose levels > 30 mg
• No drug-induced anti-drug antibodies observed to date
LLOQ: lower limit of quantitation;
Data cut off: October 30, 2020

t1/2: half-life

PK: Pharmacokinetics
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Potential Best-in-Class Safety Profile
• Minimal pre-treatment to date
- 10 mg dexamethasone prior to first dose
- Optional on subsequent doses

• No neurotoxicity at any dose to date
• 14 patients dosed at 0.5, 2.5, 10, 30 and 50/100 mg
- 3 patients had CRS (21%)
• All Grade 1, transient, chills/fever
• May be related to IFNγ instead of IL-6 and other cytokines

• 3 patients dosed at highest completed cohort (50/100 mg)
- No CRS
- Well tolerated

Data cut off: October 30, 2020

31

IGM-2323 Leads to IFNγ Secretion
IFNγ
TNFα
IL-6

IFNγ
TNFα
IL-6

IFNγ
TNFα
IL-6

Results are from n=9 patients in the the 30 mg and 50/100
mg dose cohorts. The highest concentrations obtained during
the during the sampling period (2, 6, 12, 24, and 72 hours for
Infusions 1 and 4) are shown.

•
•

Maximum levels of cytokines observed 6-12 hours post-infusion.
Peak values at Infusions 2,3,5,6 likely missed due to sparse sampling.

IFN𝛾𝛾-dominant cytokine secretion with little measurable circulating IL-6 or TNFα in most patients differs from other T cell engagers
Data suggest preservation/strengthening of T cell activation in patients treated w/ IGM-2323 vs. step-dosing effect seen with other T cell engagers,
which may be associated with global reduction in T cell function
IFNγ interferon-gamma; IL-6: interleukin-6; TNFα: tumor necrosis factor alpha.
Data cut off: October 30, 2020
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2021 Clinical Goals for IGM-2323
Target mid-2021
Now

• Establish Recommended
Phase 2 Dose (RP2D)

ASH
2020

• Commence expansion trials
in resistant/refractory NHL
• Commence initial clinical trial in CLL
• Commence clinical trial in 1L NHL
• Combination with R-CHOP

RP2D

A. Global Expansion
in well defined R/R
DLBCL and R/R FL
B. Open
Low-CD20 indications
(eg CLL, MM, etc)

C. Initiate
1L combination
studies
(eg +RCHOP)

Additional monotherapy
and combination studies
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IGM-2323 Dose Escalation Clinical Trial
Dose escalation phase
Titration dosing*
IGM-2323 (50 / 1000 mg)*

IGM-2323

IGM-2323 (50 / TBD mg)*

IGM-2323 (50 / 300 mg)*

Current dose-escalation cohort being enrolled

IGM-2323 (50 / 100 mg)*
n=3

As of December 5th, 2020
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Fred Schwarzer
Chief Executive Officer

IGM-2323 Key Takeaways
•

Strong efficacy signal at low doses
– 9 of 14 patients in early-stage dose escalation showed lesion size reduction
•
•
•
•

Activity across dose cohorts from 0.5 mg initial dose to 50/100 mg
Stronger activity shown in higher dose cohorts
On track to complete 50/300 dose cohort enrollment by end 2020
Expect Recommended Phase 2 Dose (RP2D) between 50/100 mg and 50/1000 mg

- Response in post-CAR-T DLBCL in 30 mg dose cohort
•

Target lesions reduced to normal size, minor residual PET signal

– In 50/100 dose cohort: 2 of 2 FL patients showed complete responses (updated post-October 30th, 2020 data cut)
•
•

•

One complete response at 18 weeks
One complete response at 24 weeks

Potential best in class safety profile
– Minimal pre-treatment of safety evaluable patients
– No neurotoxicity to date at any dose
– 14 patients at 0.5, 2.5, 10, 30 and 50/100 mg
•

3 patients had CRS (21%)

•

All Grade 1, transient, chills/fever

– No CRS in 50/100 dose cohort (3 patients)
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IGM Pipeline and Platform
•

Positive read-through for IGM T cell engager pipeline
–

Hematologic tumors
•
•

–

Solid Tumors
•

•

CD123 x CD3, Acute Myeloid Leukemia
CD 38 x CD3, Multiple Myeloma
Multiple targets x CD3

Platform questions answered
–
–
–
–
–
–

GMP Quality Drug Manufactured, FDA cleared and dosed
IGM-2323 drug is ready for shipment for expansion cohorts
No anti-drug antibodies, no issues with drug aggregation
Pharmacokinetics as expected
T cell engager platform is potentially best-in-class
T cell engager platform may be able to induce potent T cell dependent killing, enhanced complement
dependent killing and repeatable IFNγ immune stimulation
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Q&A

Fred Schwarzer
Chief Executive Officer

Daniel Chen, M.D., Ph.D.
Chief Medical Officer

Bruce Keyt, Ph.D.
Chief Scientific Officer

Misbah Tahir
Chief Financial Officer
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Thank You

