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AnnexonFounded on Pioneering Research on Complement-
Mediated Neurodegeneration
Well-researched role of C1q inhibition to protect against synapse loss and neurodegeneration
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άΧŎƻƳǇƭŜƳŜƴǘ ŀŎǘƛǾŀǘƛƻƴ ŀƴŘ 
microglia-mediated synaptic 
pruning are major drivers, rather 
than consequences, of 
ƴŜǳǊƻŘŜƎŜƴŜǊŀǘƛƻƴΧέ

- Eric Huang, UCSF 2016



Our Pioneering Platform Targets Two Distinct Disease Processes
Targeting aberrant C1q activity in both autoimmune and neurodegenerative disorders
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Why Target C1q?
Initiates the classical complement cascade, a key driver of autoimmune andneurodegenerative diseases

1. C1q directly binds to the surface of tissues in disease

2. Inhibiting C1q upfront blocks downstream activity of the 
classical cascade

3. Anti-C1q allows normal immune function of other 
complement pathways

4. C1q and classical complement activation can be measured 
utilizing established biomarkers
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Neurons

C1q anchors classical cascade 
activation to tissues sites in disease

C1q Targeting Synapses
Annexon data on file



C1q Inhibition Works Upstream for Valuable Downstream Benefits
Key differentiation: Shutting down powerful inflammatory activities of the classical cascade
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Membrane damageC3 C5Classical Pathway C1q
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C2C1r C1s C6-C9FB

C4

Immune cell recruitment
(macrophage/microglia)

Immune cell attack
(macrophage/microglia)

Inhibiting C1q upstream

!bb9·hbΩǎ YŜȅ 5ƛŦŦŜǊŜƴǘƛŀǘƛƻƴ

Potential Efficacy Advantages:  

V Anti-C1q stops the cascade before it starts1

V Shuts down tissue-damaging componentsof 
classical pathway (C1q, C4, C3, C5)1

V C1q levels are 10-fold lower than C32

1Data on file; 2Glovsky, Ann Allery Asthma Immunol 2004, 93:513



Potential Safety Advantage of Anti-C1q vs. Downstream 
Complement Approaches
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C3 C5Classical Pathway C1q

C2C1r C1s C6-C9FB

C4

Inhibiting C1q upstream

!bb9·hbΩǎ YŜȅ 5ƛŦŦŜǊŜƴǘƛŀǘƛƻƴ

Lectin pathway

Alternative pathway

Potential Safety Advantage:  

V Allows normal immune functionsof lectin and 
alternative complement pathways1

1 Annexon data on file

Key differentiation:  Selectively blocking C1q while allowing other pathways to provide immune protection



ÅGBS(Guillain-Barré Syndrome)

ÅCIDP(Chronic idiopathic demyelinating 

polyneuropathy)

ÅMMN (Multifocal Motor Neuropathy)

ÅPMS(Progressive Multiple Sclerosis)

ÅON(Optic neuritis)

ÅGA (Geographic atrophy)

ÅGLA(Glaucoma)

ÅwAIHA(warm autoimmune hemolytic anemia)

ÅCAD (cold agglutinin disease)

ÅLupus Nephritis
ÅBullous Skin Diseases
ÅHIT(Heparin induced thrombocytopenia)

ÅRheumatoid Arthritis
Å/ǊƻƘƴΩǎ 5ƛǎŜŀǎŜ

ÅALS(Amyotrophic lateral sclerosis)

ÅHDόIǳƴǘƛƴƎǘƻƴΩǎ ŘƛǎŜŀǎŜύ
ÅSMA(Spinal muscular atrophy)

ÅFTD (Frontal Temporal Dementia)

ÅADό!ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜύ
ÅTBI(Traumatic Brain injury)

Broad Platform Potential Across Mechanistically-Related Diseases
Current indications and future opportunities in both orphan and large patient populations

7

AUTOIMMUNE NEURODEGENERATION    

Current Indications

OPHTHALMOLOGY



Increasing Probability of Success with Biomarker-led Development*
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Right Indication & 
Patient Selection

Optimal Dose & 
Dosing Regimen

Objective Measures of 
Treatment Effect

Å Classical complement activation 
markers enable precision medicine 
approach in autoimmune diseases

Å Measuring target engagement & 
pharmacodynamic activity in blood, 
CSF & eye

Å NfL(Neurofilament Light Chain) for 
neurodegeneration

Å Hemoglobin (hemolytic anemias) 

Å Proteinuria (nephritic diseases) 

*Annexon data on file

Inhibition of C1q observed in CSF at 18-75 mg/kg

Classical complement and disease markers can be objectively measured in patients



Neurofilament light chain (NfL) Biomarker Underpins our 
Neurological Approach
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Significantly Informs Clinical Development 

V Sensitive measure of neuronal damage / degeneration

V Correlates w/patient disability and predictsoutcomes in 
several diseases (e.g., SMA1, MS2, GBS3, HD4, ALS5)

V Reduced by effective therapies for MS and SMA within 3 
months of treatment

V Annexon reduced NfL in preclinical (HD) and clinical (GBS) 
studies

V Decision-enabling biomarker and value driver in upcoming 
GBS, HD and ALS Phase 2 trials

1Olsson, 2019 J Neurol 266:2129ς2136;  2Gunnarsson 2011 Ann Neurol 69:83; Ferraro 2020Acta Neurol Scand141:16; 3Martín-Aguilar, 2020 
medRxiv10.1101/2020.03.24.20042200; 4Byrne, 2017 Lancet Neurol16: 601; ALS; 5Benatar 2018 Ann Neurol 84:130



12K patients diagnosed annually in North America/Europe

Acute antibody attack of peripheral nerves and roots 
triggers complement deposition and neurodegeneration
Å Rapid onset of neuromuscular paralysis

No approved therapy in U.S.

Off-Label IVIg and plasma exchange are standard of care 
with poor patient outcomes
Å 5% mortality in North America/Europe
Å~20-30% require mechanical ventilation
ÅHalf of patients have motor/sensory impairment after 

two years, 1/3 of patients experience pain  

GBS:  A Devastating Neuromuscular Autoimmune Disease
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