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E1 Escorial World Federation of Neurology Criteria
For the Diagnosis of ALS

Criteria for the diagnosis of Amyotrophic Lateral Sclerosis
The diagnoses of ALS requires the presence of

Signs of lower motor neuron (LMN) degeneration by clinical, electrophysiological or neuropathologic
examination,

Signs of upper motor neuron (UMN) degeneration by clinical examination, and

Progressive spread of signs within a region or to other regions, together with the absence of
Electrophysiological evidence of other disease processes that might explain the signs of LMN and/or UMN
degenerations; and

Neuroimaging evidence of other discase processes that might explain the observed clinical and
electrophysiological signs.

Steps in the diagnosis of Amyotrophic Lateral Sclerosis
The diagnoses of ALS is made possible by

1) History, physical and appropriate neurological examinations to ascertain clinical finding which may suggest
suspected, possible, probable or definite ALS,

2) Electrophysiological examinations to ascertain findings which confirm LMN degeneration in clinically
involved regions, identify LMN degeneration in clinically uninvolved regions and exclude other disorders,

3) Neuroimaging examinations to ascertain findings which may exclude other disease processes,

4) Clinical laboratory examinations, determined by clinical judgment, to ascertain possible ALS-related
syndromes,

5) Neuropathologic examinations, where appropriate, to ascertain findings which may confirm or exclude
sporadic ALS, coexistent sporadic ALS, ALS-related syndromes or ALS vanants,

6) Repetition of clinical and electrophysiological examinations at least six months apart to ascertain evidence
of progression.
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Clinical Trials. gov Beta test our new site. Home Search StudyTopics Glossary

(_Search )
Aservice of the U.5. National Institutes of Health

ClinicalTrials.gov is a registry and results database of federally and privately supported clinical trials conducted in the United States
and around the world. ClinicalTrials.gov gives you information about a trial's purpose, who may participate, locations, and phone i . .
numbers for more details. This information should be used in conjunction with advice from health care professionals. Read more... Lncieratsndi ng Clind cal lirial=

What's New
B Search for Clinical Trials Glossary

Resources:

Find trials for a specific medical condition or other criteria in the ClinicalTri Tell inicalTri urrently has 131,422
trials with locations in 179 countries. Study Topies:

List studies by Condition
Investigator Instructions List studies by Drug Intervention
Get instructions for clinical frial investigators/sponsors al , bout mandatory List studies by Sponsor

registration and results reporting requirements and US B Hslstidicsibyiliocation

B Background Information

Learn about clinical trials and how to use ClinicalTrials.gov, or access other consumer health information from the US National [TT]| This site complies with

Institutes of Health. the HONcode standard
Lol for trustworthy health
232517 information: verify here.

Contact Help Desk
Lister Hill National Center for Biomedical Communications, U.S. National Library of Medicine,
U.5. National Institutes of Health, U.5. Department of Health & Human Services
USA.gov, Gopyright, Privacy, Accessibility, Freedom of Information Act
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Found 198 studies with search of: amyotrophic lateral sclerosis

Hide studies that are not seeking new volunteers.
Hide studies with unknown recruitment status.

Rank
1

Status

Terminated

Has Results

Recruiting

Unknown T

Recruiting

Recruiting

Terminated

Recruiting

Recruiting

Study

Study to Investigate the Safety and Efficacy of Lithium in Veolunteers With Amyotrophic Lateral Sclerosis (ALS)
Condition: Amyotrophic Lateral Sclerosis
Interventions: Drug: Lithium Carbonate; Drug: Riluzole; Drug: placebo

Phase [/lll Randomized, Placebo-controlled Trial of Arimoclomol in SOD1 Positive Familial Amyotrophic Lateral Sclerosis
Conditions: Amyotrophic Lateral Sclerosis 1; Acquired Amyotrophic Lateral Sclerosis; Amyotrophic Lateral Sclerosis
Intervention:  Drug: Arimocl

Far Infrared Irradiation for Control, Mana
Condition: Amyotrophic
Interventions: Radiation: Far

Amvyotrophic Lateral Sclerosis (ALS)

20um wavelength); Radiation: Far infrared radiation

Study of Cognitive and Emotional Disor al Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Intervention: Other: MRI + 1BFDG-PET + neuropsychological assessments ; 1BFDG performed especially for the research

Aerobic Exercise Training in Amyotrophic Lateral Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Interventions: Other: Aerobic exercise training; Other: Standard physical therapy (Stretching/Range-of-motion)

Amvyotrophic Lateral Sclerosis and Frontotemporal Dementia
Conditions: Frontotemporal Dementia; Amyotrophic Lateral Sclerosis
Intervention:

High Fat/High Calorie Trial in Amyotrophic Lateral Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Interventions: Dietary Supplement: Oxepa; Dietary Supplement: Jevity 1.5; Dietary Supplement: Jevity 1.0

Clinical Trial on The Use of Autologous Bone Marrow Stem Cells in Amyotrophic Lateral Sclerosis (Extension CMN/ELA)

Mrandditinm: Aronteanhin | ataesl @olasseie




Colors indicate number of studies with locations in that region

Least _ Most

Labels give exact study count
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Internventions: LWrug: Lexpramipexole; Lwrug: Flacepo

47 Completed Amyotrophic Lateral Sclerosis Web Based Patient Care Database: ALSConnection.Org
Condition: Amyotrophic Lateral Sclerosis
Intervention: Behavioral: ALS Registry

48 Recruiting Olanzapine for the Treatment of Appetite Loss in Amyotrophic Lateral Sclerosis (ALS)
Condition: Amyotrophic Lateral Sclerosis (ALS)

Intervention: Drug: Olanzapine

49 Unknown T Non-Invasive Ventilation in Amyotrophic Lateral Sclerosis
Conditions: Amyotrophic Lateral Sclerosis; Chronic Respiratory Failure
Interventions: Device: Non invasive ventilation delivered with one of the ventilator specifically designed for NIV and given to the
Device: Non invasive ventilation

50 Unk t Effect of Lithium Carbonate in Patients With Amyotro O I: o \
rnews Condition: Amyotrophic Lateral Scleros c)|_I- (@) EH cl||-Jj|— I:g TL'I »
Intervention: Drug: lithium A :l A E-” ’
51 Completed Growth Hormone in Amyotrophic Lateral Sclerosis |_| 7c> J_l_l- + i O-I e I | 'I"’
Condition: Amyotrophic Lateral Scleros

Recruiting

Safety and Efficacy Study of Autologous Bone Marrow Derived Stem Cell Treatment in Amyotrophic Lateral Sclerosis
Conditions:  Amyotrophic Lateral Sclerosis; ALS
Interventions: Biclogical: HYNR-CS inj; Biological: Control group

Condition: Amyotrophic Lateral Sclerosis
Interventions: Drug: pioglitazone; Drug: placebo

54 Completed Efficacy of Noninvasive Ventilation in Amyotrophic Lateral Sclerosis (ALS)
Conditions: Amyotrophic Lateral Sclerosis; Motor Neuron Disease
Intervention:

55 Completed Amyotrophic Lateral Sclerosis (ALS) Gulf War Study
Condition: Amyotrophic Lateral Sclerosis
Intervention:

56 Completed Hyperlipidemia and Statin Therapy in Amyotrophic Lateral Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Intervention:

57 MNot yet recruiting Early Stage Amyotrophic Lateral Sclerosis Phrenic Stimulation
Conditions: Amyotrophic Lateral Sclerosis; Respiratory Insufficiency
Interventions: Device: phenigue nerve stimulation NeurX™ (Synapse Biomedical); Device: sham phrenic nerve stimulation
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Autologous Cultured Mesenchymal Bone Marrow Stromal Cells Secreting Neurotrophic Factors (MSC-NTF), in ALS Patients.

This study is ongoing, but not recruiting participants.

First Received on January 17, 2010. Last Updated on August 5, 2012 History of Changes

Sponsor: | Hadassah Medical Organization
Collaborator: | Brainstorm Cell Therapeutics Ltd. ﬁ

Information provided by (Responsible Party): | Hadassah Medical Organization

ClinicalTrials.gov ldentifier: | NCT01051882




Rank Status Study

1 Recruiting Clinical Trial on The Use of Autologous Bone Marrow Stem Cells in Amyotrophic Lateral Sclerosis (Extension CMN/ELA)
Caondition: Amyotrophic Lateral Sclerosis

Interventions: Procedure: Laminectomy and bone marrow stem cells transplantation; Procedure: Intrathecal infusion of autologous bone marr

of placebo (saline solution).

2 Enrolling by The Clinical Trial on the Use of Umbilical Cord Mesenchymal Stem Cells in Amyotrophic Lateral Sclerosis
invitation Condition: Amyotrophic Lateral Sclerosis
Intervention: Procedure: stem cell transplantation

3 Recruiting Human Neural Stem Cell Transplantation in Amyotrophic Lateral Sclerosis (ALS)
Condition: Amyotrophic Lateral Sclerosis
Intervention: Biological: Human MNeural Stem Cells

4 Recruiting A Dose-escalation Safety Trial for Intrathecal Auto us Mesenchymal Stem Cell Therapy in Amyotrophic Lateral Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Intervention: Biological: autologous mesenchymal stem cells

5 Completed Clinical Trial on the Use of Autologous Bone Marrow Stem Cells in Amyotrophic Lateral Sclerosis
Condition: Amyotrophic Lateral Sclerosis
Interventions: Procedure: Laminectomy and bone marrow stem cells transplantation; Procedure: Autologous bone marrow cells collection

6 Completed Mesenchymal Stem Cells for Treatment of Amyotrophic Lateral Sclerosis (ALS
Condition: Amyotrophic Lateral Sclerosis ************* —
Intervention: Biological: autologous mesenchymal stem cells F——
* % K % % % » I
7 Active, not Human Spinal Cord Derived Neural Stem Cell Transplantation for the Treatment of Amyotrophic Lateral Sclerosis
recruiting Condition: Amyotrophic Lateral Sclerosis
Intervention: Device: surgical implantation
8 Active, not Safety/Efficacy 5t for the Treatment of Amyotrophic Lateral Sclerosis
recruiting Condition: Amyotrophic Lateral Sclerosis

Intervention: Biological: autologous bone marrow-derived stem cells

9 Recruiting Safety and Efficacy Study of Autologous Bone Marrow Derived Stem Cell Treatment in Amyotrophic Lateral Sclerosis
Conditions: Amyotrophic Lateral Sclerosis; ALS
Interventions: Biological: HYNR-CS inj; Biclogical: Control group

10 Active, not Derivation of Induced Pluripotent Stem Cells From an Existing Collection of Human Somatic Cells

(}

recruiting Condition: Amyotrophic Lateral Sclerosis
Intervention:
1 Active, not Autologous Cultured Mesenchymal Bone Marrow Stromal Cells Secreting Neurotrophic Factors (MSC-NTF). in ALS Patients.
recruiting Condition: Amyotrophic Lateral Sclerosis

Interventions: Biological: MSC-NTF cells transplantation (i.m.); Biological: MSC-NTF cells transplantation (i.t.)

12 Active, not Development of iPS From Donated Somatic Cells of Patients With Neurological Diseases
recruiting Condition: Neurodegenerative Disorders



Jose-escalation Safety Trial for Intrathecal Autologous Mesenchymal Stem Cell Therapy in Amyotrophic Lateral Sclerosis

This study is currently recruiting participants.
Verified May 2012 by Mayo Clinic

First Received on May 18, 2012. Last Updated on May 29, 2012 History of Changes

Sponsor: | Mayo Clinic

* % % % % * I

Information provided by (Responsible Party): | Anthony J. Windebank, Mayo Clinic [ —
[
ClinicalTrials.gov ldentifier: | NCT01609283

Human Spinal Cord Derived Neural Stem Cell Transplantation for the Treatment of Amyotrophic Lateral Sclerosis (ALS)

This study is ongoing, but not recruiting participants.

First Received on April 28, 2011. Last Updated on June 14, 2012 History of Changes

Sponsor: | Neuralstem Inc.

Information provided by (Responsible Party): | Neuralstem Inc.

ClinicalTrials.gov Identifier: | NCT01348451

Safety/Efficacy Study for the Treatment of Amyotrophic Lateral Sclerosis (ALS)

This study is ongoing, but not recruiting participants.

First Received an March 1, 2010. Last Updated on April 27, 2011 History of Changes

Sponsor: | TCA Cellular Therapy
Information provided by: | TCA Cellular Therapy
ClinicalTrials.gov Identifier: | NCTO1082653




Clinical Trial on The Use of Autologous Bone Marrow Stem Cells in Amyotrophic Lateral Sclerosis (Extension CMN/ELA)

This study is currently recruiting participants.
Verified December 2010 by Fundacion para la Formacion e Investigacion Sanitarias de la Region de Murcia

First Received on December 3, 2010. Last Updated on December 7, 2010 History of Changes

Sponsor: | Fundacion para la Formacion e Investigacion Sanitarias de la Region de Murcia

Instituto de Salud Carlos Il _
_| Hospital Universitario Virgen de la Arrixaca %%;
Collaborators: | || spital General Universitario Morales Meseguer 7ims

Fundacién Didgenes

Information provided by: | Fundacion para la Formacion e Investigacion Sanitarias de la Region de Murcia
ClinicalTrials.gov Identifier: | NCT01254539

The Clinical Trial on the Use of Umbilical Cord Mesenchymal Stem Cells in Amyotrophic Lateral Sclerosis

This study is enrolling participants by invitation only.

First Received on December 7, 2011. Last Updated on June 18, 2012 Hisiory of Changes

Sponsor: | General Hospital of Chinese Armed Police Forces

Information provided by (Responsible Party): | General Hospital of Chinese Armed Police Forces
ClinicalTrials.gov ldentifier: | NCT01494480

Human Neural Stem Cell Transplantation in Amyotrophic Lateral Sclerosis (ALS) (hNSCALS)

This study Is currently recruiting participants.
Verified July 2012 by Azienda Ospedaliera Santa Maria, Terni, aly

First Received on July 9, 2012. Last Updated on July 11, 2012 History of Changes

Sponsor: | Azienda Ospedaliera Santa Maria, Terni, Iltaly

Azienda Ospedaliero Universitaria Maggiore della Carita

Collaborators: | jniversita di Padova ltaly

Information provided by (Responsible Party): | Angelo Luigi Vescovi, Azienda Ospedaliera Santa Maria, Terni, It
- - — 1. — 1
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Phase 3 Study of Dexpramipexole in ALS (EMPOWER)

This study is ongoing, but not recruiting participants.

First Received on January 20, 2011. Last Updated on July 12, 2012 History of Changes

Sponsor: | Biogen ldec

Information provided by: | Biogen ldec

ClinicalTrials.gov Identifier: | NCT01281189

Clinical Trial Ceftriaxone in Subjects With ALS

This study is ongoing, but not recruiting participants.

First Received on July 5, 2006. Last Updated on December 13, 2011 History of Changes

Sponsor: | Massachusetts General Hospital

Collaborator: | National Institute of Neurological Disorders and Stroke (NINDS)
Information provided by (Responsible Party): | Merit E. Cudkowicz, MD, Massachusetts General Hospital
ClinicalTrials.gov ldentifier: | NCT00349622
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Statement on the Clinical Trial of Ceftriaxone
August 10, 2012

In July 2012, the DSMB for the clinical trial of ceftriaxone in ALS recommended that based on existing data the
trial be stopped because the study was unlikely to reach the pre-determined efficacy criteria. Pre-clinical research
identified ceftriaxone as a promising treatment for ALS, therefore it was important for people with ALS to find out
if the drug could be beneficial in amelicrating the disease. The study used a novel seamless adaptive design.
Final analysis and presentation of the results will occur after completion of site monitoring and database lock. The
important contributions of patients, their families and the hard work of the investigators and their teams made it
possible to implement the trial. While all had hoped for a more positive result, the trial has moved ALS research

forward.
2012-8-10
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It may be hard to jump through all the hoops,” says Dwyer,
“but for us, the pacer was worth it.”
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FDA Approves NeuRx Diaphragm Pacing System (DPS)®

September 29, 2011

Synapse Biomedical, Inc. announces that the U.S. Food and Drug Administration (FDA) has approved its NeuRx
Diaphragm Pacing Systemn (DPS)& for treating amyotrophic lateral sclerosis (ALS) patients who have stimulatable
diaphragms and are experiencing chronic hypoventilation.

The FDA Humanitarian Device Exemption (HDE) marketing approval is based on demonstration that NeuRx
DPS® could help ALS patients live longer and sleep better than the current standard of care, alone. These
findings are the result of a multi-center clinical trial that enrclled 108 patients and treated 86 for chrenic
hypoventilation.

“We are very pleased the FDA approved this next indication for use of the MeuRx DFS@® to treat respiratory
problems in ALS. In granting approval, it allows us to now offer individuals living with ALS more time to be able to
breathe with their own muscles,” said Antheny R. Ignagni, Synapse Biomedical Inc., President and Chief
Executive Officer.

As the phrenic nerve to the diaphragm muscles fails, patients lose the ability to breathe without ventilator
support. Approximately 30,000 people in the United States live with ALS, with an estimated subset of 3,300 with
both respiratory problems and intact phrenic nerves that could benefit from the NeuRx DPSE®E treatment. In ALS,
MeuRx DPS®& is implanted through minimally invasive laparoscopic surgery and provides electrical stimulation to
the diaphragm muscles. Repeated use of NeuRx DPSE conditions the diaphragm muscles, delaying respiratory
failure and the need for tracheostomy and mechanical ventilation.

“We plan to work closely with the Medical Directors at the ALS Association Certified CentersSM (www.alsa org)



ption (HDE) Post-Approval Study (PAS) of NeuRx Diaphragm Pacing System (DPS) for Amyotrophic L

This study is not yet open for participant recruitment.
Verified May 2012 by Synapse Biomedical

First Received on May 22, 2012. Last Updated on May 23, 2012 History of Changes

Sponsor: | Synapse Biomedical

Information provided by (Responsible Party): | Synapse Biomedical
ClinicalTrials.gov ldentifier: | NCT01605006




HEAL O] HE 2H A BrAL

Fifteen years ago, Dr. Raymond Onders, co-founder of Synapse Biomedical, began clinical research at
University Hospitals Case Medical Center to help spinal cord injured patients breathe, including the late actor
Christopher Reeve. In 2004, this research expanded to include patients with ALS. Presently, Dr. Onders holds
the Margaret and Walter Remen Chair in Surgical Innovation and is a professor of Surgery at Case Western

Reserve University School of Medicine. ALS has affected Dr. Onders and his family personally. “| lost my

sister to this devastating disease this past year.l have also seen the significant benefit diaphragm
pacing can provide to patients. Diaphragm pacing has improved the breathing and longevity of many of the
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