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Introduction

Guillain-Barré syndrome (GBS) is a rare, complement-mediated, peripheral neuropathy characterized by rapidly progressive
muscle weakness and a monophasic course, with a disease nadir typically occurring within 1-2 weeks of onset!
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Ai To evaluate the impact of tanruprubart on complement-driven inflammatory activity in the
IM  Gs.02 Phase 3 trial
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Methods

GBS-02 (NCT04701164) was a Phase 3, double-blind, placebo-controlled study that randomized 242 patients with GBS to a

single IV infusion of tanruprubart (30 or 75 mg/kg) or placebo
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GBS-02: Phase 3 study in adults with GBS

Key inclusion criteria: Tanruprubart 30 mg/kg
Shorter Clq inhibition?! (n=79)
* Aged 216 years Randomized
1:1:1 Tanruprubart 75 mg/kg
* GBS-DS3,4,0r5 N=242 Longer Clq inhibition? (n=81)

* <10 days from onset of

Placebo
weakness

Best supportive care only (n=82)

* No access to PE/IVIG

Day 1 Week 8 Week 26
Single dose  Primary endpoint End of study

@ Assessment time point

Longitudinal serum
samples collected
pre and post dose
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Biomarker study:
5416 proteins
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\ Bioinformatic

Olink Proteomics

ANC, absolute neutrophil count; C1q, complement component 1q; GBS, Guillain-Barré syndrome; GBS-DS, GBS-disability score; IV, intravenous; IVIG, intravenous immunoglobulin; MRCss, Medical Research Council

sumscore; PE, plasma exchange.

Serum Clq levels were completely suppressed after a single administration of tanruprubart

An unbiased Olink serum proteomics analysis was conducted in a Phase 3 subset (n=74), reflective of full

cohort characteristics, to evaluate downstream effects of complement inhibition on inflammation in GBS

Efficacy measures included muscle strength (MRCss)! at week 1, an early prognostic marker in GBS

1. Kleyweg RP, et al. Muscle Nerve. 1991;14:1103-9.
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Results: Inflammatory pathways were upregulated at
baseline in GBS-02 participants vs. healthy controls
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525 proteins upregulated at baseline when compared to
healthy controls (FDR; adjusted p<0.05)

Top ten reactome pathways in upregulated proteins in GBS-02 vs. healthy controls

GBS-02 patients (n=74, 6 time points)
*  Placebo (n=33)
*  Tanruprubart 30 mg/kg (n=41)

VS

Healthy controls?
(n=10, single time point)

Cytokine signaling in immune system -
Innate immune system -

Neutrophil degranulation -

Olink Proteomics
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Within inflammatory pathways neutrophil activation and degranulation

was among the top three enriched proteins

310 healthy serum controls from BiolVT.
5 FDR, false discovery rate; GBS, Guillain-Barré syndrome.
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Results: Neutrophil activation/degranulation biomarkers

and inflammatory markers were elevated at baseline
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Mean normalized expression (95% Cls) in serum neutrophil and inflam-
matory proteins at baseline in Phase 3 participants vs. healthy controls
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310 healthy serum controls from BiolVT.
GBS, Guillain-Barré syndrome.
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Results: Tanruprubart 30 mg/kg rapidly reduces
inflammation in acute progressive phase of GBS
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Longitudinal trajectory of normalized protein expression of neutrophil and inflammatory
biomarkers up to Week 26
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The longitudinal inflammatory trajectory in the placebo cohort follows

the clinical course of GBS peaking at Day 8, consistent with the clinical nadir of GBS

GBS, Guillain-Barré syndrome; SE, standard error.
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Results: Tanruprubart exhibited large and early gain in
muscle strength vs. placebo
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MRCss mean (£SE) change from baseline to Week 4
(N=160)

(mean * SE)
o ¢

MRCss change from baseline
(0a}

0 1 2 3 4
Weeks

Treatment group © Tanruprubart 30 mg/kg ® Placebo

Large and early gain in muscle strength likely related to the

rapid reduction of inflammation with tanruprubart

8 ANC, absolute neutrophil count; GBS, Guillain-Barré syndrome; MRCss, Medical Research Council sumscore; PE, plasma exchange; SE, standard error. biosciences



Conclusions

Clq inhibition by tanruprubart 30 mg/kg was associated with rapid, substantial reductions in
inflammatory markers

These anti-inflammatory effects align with the rapid improvement in muscle strength,
consistent with restoration of nerve conduction, leading to accelerated recovery and improved
long-term outcomes

The findings from this study support the use of targeted classical complement inhibition and
the potential for tanruprubart to improve clinical outcomes in GBS

ANNEXON

9 Clg, complement component 1q; GBS, Guillain-Barré syndrome. biosciences



Acknowledgments

* The study was sponsored by Annexon Biosciences (Brisbane, CA, USA)

* Medical writing and editing assistance were provided by Envision Ignite, an Envision Medical
Communications agency, a part of Envision Pharma Group, and were funded by Annexon Biosciences

e The authors would like to thank the study participants

Thank you

ANNEXON

10 biosciences



