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Neutrophils are Potent Effector Cells for Cancer

Strong Rationale to Select EGFR as the First Target
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Lack of Activity with Fc-silent Antibody Suggests TIGA-001 
Engages Immune Effector Cells in vivo

TARGET PRODUCT PROFILE

STUDY DESIGN FOR PH1 / 2A FIH CLINICAL TRIAL

Positive Feedback from FDA on Pre-IND Interaction
Strong signals from Phase 2a cohorts       FDA interactions to discuss potential 

for breakthrough/accelerated approval paths

• EGFR-expressing cancer after failure of first-line EGFR-targeted therapies 
• High unmet medical need for EGFR-expressing cancers with no approved EGFR therapies

Anti-EGFR IgA Triggers Killing of Cancer Cells by Healthy Donor 
Neutrophils as well as Cancer Patient Neutrophils in vitro

Anti-EGFR IgA is Superior to Cetuximab in Killing Cancer Cells 
using Human Peripheral Blood Leukocytes in vitro

Anti-EGFR IgA Demonstrates Strong Tumor Growth Inhibition 
in Transgenic Mice that Express Human CD89

IgA is Superior to IgG in Activating Human Neutrophils 
to Kill Tumor Cells 

SUPERIORITY ACROSS MULTIPLE TARGETS

TigaTx Proprietary Engineering of IgA for Efficient Manufacturing

ADCC assays of tumor cells with healthy donor-neutrophils using a 4hr 51Chromium release  assay. Ramos and EL4-CD20 cell 
were opsonized with either an IgA or an IgG anti-CD20; SK-BR-3 and BaF3 with either an IgA or an IgG anti-HER2; A431 and 

A1207 either an IgA or an IgG anti-EGFR. 
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Antibody-dependent cellular cytotoxicity Assay (ADCC, Chromium release assay) was performed with patient-derived or 
healthy donor-derived neutrophils incubated with A1207 (E:T ratio 40:1), an EGFR-expressing human glioblastoma cell line, 
opsonized with Anti-EGFR IgA or cetuximab (10 μg/ml). Graphs show data average from neutrophils isolated from different 

cancer patients: Melanoma (stage III/IV), RCC (stage IV), Bladder cancer (stage IV).

Antibody dependent cellular cytotoxicity assay (ADCC, Chromium release assay) performed with peripheral blood leukocytes 
incubated with EGFR-expressing human glioblastoma (A1207) or human epidermoid carcinoma (A431) cell lines, 

E:T ratio 40:1, A1207 and A431 were opsonized either with Anti-EGFR IgA or cetuximab (10 μg/ml).

A431-luc cells were injected iv and NXG mice were randomized on day 4.Treatment started on day 5: Anti-EGFR IgA, 
3 mg/kg, ip, TIW; Anti-EGFR IgA, 25 mg/kg, iv, BIW; cetuximab, 3mg/kg, ip, QW 

* Covered by a family of patents; US 11059909B2 & US 11091562B2 issued patents     † Lombana et al, 2019, MABS

* Shaul & Fridlender, 2019, Nature; Kumar, 2016, Trends in Immunology;  Internal bioinformatic analysis
** Leonetti et al, 2019, British Journal of Cancer; Misale et al, 2014, Cancer Discovery

INTRODUCTION DEVELOPMENT OF TIGA-001

ADVANCING TIGA-001 TO THE CLINIC IN EARLY 2027
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A431 KRAS Wildtype NSCLC Model
(Relative bioluminescence; Error Bars Represent SEM)

A549 lung metastasis model in human CD89 transgenic mice

A431 Cell Line A1207 Cell Line

Neutrophils Are Innate 
Killer Cells

First line of defense in infection 
and inflammation

Broad arsenal of cytotoxic factors

Antitumor properties

Neutrophils in Humans
are Abundant

Most abundant immune cells in 
circulation (up to 70% of 

leukocytes)

More abundant than other innate 
immune cells, e.g., NK cells in the 

tumor microenvironment 

50-100 B produced per day

Neutrophils Cross-Talk
with Innate and Adaptive 

Immune Cells
Secrete inflammatory mediators�to 

activate adaptive and innate 
immune response

Potential for long-term 
antitumor activity
Can convert into 

antigen-presenting cells
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A1207 Ramos EL4-CD20 SK-BR-3 Ba/F3-HER2
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TigaTx IgA3.0

TigaTx 
Proprietary 
Engineering 

of IgA*

• EGFR expressing cancers  
 are enriched neutrophils*

• Resistance to EGFR   
 therapies are primarily  
 due to mutations in the  
 MAPK pathway or    
 activation of parallel   
 pathways – EGFR    
 expression is generally  
 retained**

• Metastatic EGFR-expressing  
 cancer is largely incurable  
 with innate and acquired   
 resistance being common

• Limited treatment options  
 for patients who progress   
 on current anti-EGFR    
 therapies

• Colorectal cancer, head  
 & neck, and non-small  
 cell lung cancer are large  
 markets

• Potential to expand into  
 other high unmet need  
 cancers expressing EGFR

SOLID
Scientific Rationale

SIGNIFICANT
Unmet Medical Need

LARGE 
Commercial Potential
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Experimental 
Design

• Mouse model: human 
 CD89 transgenic mice

• Cancer model: A431 
 cells expressing luciferase,  
 injected IV and grow 
 in lungs

Experimental 
Design

• Mouse model: human 
 CD89 transgenic mice

• Cancer model: A549 cells  
 expressing luciferase,   
 injected IV and grow 
 in lungs

• Dosing: 10mg/kg IV, BIW
 for IgA and QW for IgG
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TIGA-001 Fc silent

TIGA-001

Panitumumab

Based on PK studies, 
Anti-EGFR IgA 
exposure (AUC) is 
less than cetuximab 
exposure with this 
dosing regimen

• IV administration
• Weekly for first-in-human trial
• 3Kg of cGMP drug substance produced, more than enough to cover the Phase 1 trial

• No new safety signals beyond the expected EGFR class effects
• Safety supported by non-GLP NHP study (5-week study with weekly dosing)
• GLP study in progress

• Proof of mechanism for tumor neutrophil infiltration and/or activation
• Efficacy as a monotherapy or combined with standard of care in the indicated 
 patient populations

INDICATIONS

DOSING

EFFICACY

SAFETY

Dose escalation 
based on 

Bayesian model
(Patients 

exhausted SoC)
n=25-35  

Expansion Arm A:
mCRC with KRAS WT or mutant

n=~20

Expansion Arm B: 
Advanced NSCLC with EGFR mutation

n=~20

Expansion Arm C:  
High unmet need, high EGFR, TBD

n=~20

RP2D(s) selection 
based on 

efficacy safety, 
PK and 

PD assay for 
PMN activation

  

MTD or highest
dose cohort 

reached

Phase 1 Phase 2a

Potential for 
patient selection/

enrichment 
strategy 
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