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Project Outcomes (Summary)

Guillain-Barré syndrome (GBS) is an immune-mediated poly neuropathy, which is one of the most common
causes of acute tetraparalysis in developed countries. The Japanese Eculizumab Trial for GBS (JET-GBS) is a
prospective, multicenter, placebo-controlled, double-blind, randomized phase Il study led by the co-chief
investigators Satoshi Kuwabara at Chiba University and Susumu Kusunoki at Kindai University, and has been
conducted by 13 tertiary neurology centers in Japan. The study aims to evaluate the efficacy and safety of

eculizumab in patients with severe GBS.

Although plasma exchange or intravenous immunoglobulin has been proved to be effective as the standard
treatment for GBS, 18-28 % of the patients require artificial ventilation and about 5 % of the patients die of
complications during the acute phase. Recovery to ordinal life takes several months or years, and around 20 % of
the patients still require aid to walk even after one year from onset. Therefore, new treatment options are
required to improve the survival and functional recovery.

Recent studies suggest that complement activation is closely related to onset of neuropathy in GBS. Eculizumab
is a human monoclonal antibody that specifically binds to complement C5 and effectively inhibits its activation,
and has been approved for the indication for paroxysmal nocturnal hemoglobinuria. Administration of the drug in
the acute phase of GBS may inhibit deteriorating paralysis by inhibiting complement activation cascades. We plan
to set a future goal to obtain the indication of eculizumab for GBS globally through an industry-initiated phase I

study based on the results of this phase Il study.

This is a randomized double blinded study, and patients who are unable to walk independently were
randomized at 2:1 ratio to receive either eculizumab or placebo in conjunction with IVIg. The primary endpoint for
efficacy is the proportion of patients who are able to walk without aid at Week 4. The total sample size was set at
33.

The progress and outcomes of this project, which has received support of the Japan Agency for Medical
Research and Development grant for the duration of the trial (2015-2017), are described as follows.

In 2015, we created a synopsis of the study as preparation for the clinical trial. We discussed details of the trial
with the investigational drug provider, had regulatory consultations with the Pharmaceuticals and Medical Devices
Agency (PMDA), selected 13 participating sites, and finalized the protocol and standard operating procedures.

In 2016, in order to initiate the clinical trial, we signed a contract with the drug provider, selected contract
research organizations (for monitoring, audit, randomization/registration center, and central laboratories), and
submitted the clinical trial notification to PMDA. At the end of the year, 30 patients were enrolled through various
activities enhancing recruitment in the trial.

In April 2017, we completed the trial for all patients, 2 months earlier than expected, and fixed the data for
statistical analysis. The end of study notification was submitted to PMDA and the detailed study results will be
disclosed in the clinical study report and a scientific journal. Furthermore, a detailed discussion is expected with

the investigational product provider in order to proceed to the next stage for a global multicenter trial.
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