1) Background variables
Date of informed consent, gender, birth date, hospitalization status (inpatient/outpatient), diagnosis,
body weight, height, complications, disease history, prior treatment, etc. are checked.

2) Evaluations
ALSFRS-R score, %FVC, Modified Norris Scale score, ALSAQ-40 score, MMT (manual muscle test),
pinching power, grip and ALS severity grade are rated and entered in the case report form.

3) Laboratory tests
The following laboratory parameters are measured, and the presence/absence of clinically relevant
abnormalities and their details are entered in the case report form.
(1) Hematology: RBC, hemoglobin, hematocrit, WBC, platelet count, differential leukocyte count
(2) Biochemistry: AST, ALT, LDH, ALP, v -GTP, total bilirubin, glucose, total protein, albumin, total
cholesterol, BUN, creatinine, CK, uric acid, Na, K, Cl
(3) Urinalysis: protein, glucose, occult blood, urobilinogen

4) Echocardiography

Echocardiography is carried out prior to the clinical study to check for abnormalities of heart valves
such as valvular hypertrophy, restricted range of valve motion and stenosis associated with such
abnormalities, etc. The echocardiographic findings are entered in the case report form. (Patients with
moderate disease involving only one valve are eligible to participate in the study.)

5) Blood pressure and heart rate
Blood pressure and heart rate are measured in the sitting position and their readings are entered into the
case report form.

6) Adverse events

Each patient is checked by interview for adverse events during each visit. Particular attention is paid to
hallucination, nausea-vomiting and anorexia. Upon the onset of any adverse event, its nature, time of
onset and duration, severity, intervention, outcome, causal relationship with the study drug and
seriousness are recorded.

10. Predictable adverse events

Of the 5,212 patients with Parkinsonian syndrome previously treated with the test drug, 978 (18.8%)
experienced adverse reactions, including gastrointestinal symptoms (nausea/vomiting 433 cases, 8.3%,
anorexia 128 cases, 2.5%, gastric discomfort 57 cases, 1.1%, constipation 39 cases, 0.7%, oral thirst 31
cases, 0.6%, and others), neuropsychiatric symptoms (hallucination/delusion 145 cases, 2.8%, dyskinesia
106 cases, 2.0%, dizziness/vertigo 60 cases, 1.2%, headache/dull headache 57 cases, 1.1%, and others)
and cardiovascular symptoms (orthostatic syncope 36 cases, 0.7%, and others).

In a previous study of 99 women who required suppression of milk output after labor, abortion or
premature labor, 12 of the 53 patients treated with this drug at a dose level of 5 mg/day showed a total of
25 adverse reactions, including nausea (4 cases), vomiting (2 cases), constipation (8 cases),
dizziness/ver’cigo (7 cases), malaise (3 cases) and gastric pain (1 case). No abnormal changes were noted
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in any laboratory parameters.

11. Handling of adverse events

1) Symptoms or diseases

All unfavorable or unintended signs, symptoms or diseases arising during the study period are counted
as adverse events. Exacerbation of complications present at the start of treatment with NDDPX08 (test
drug) is also counted as an adverse event. Worsening of an efficacy variable is not counted as an adverse
event.

2) Objective findings

An abnormal change in any laboratory parameter from its value at the start of the study* (normal—
abnormal or abnormal—more abnormal) is counted as an adverse event. If a laboratory parameter with a
missing value at the start of the study* is abnormal after the start of treatment, it is counted as an adverse
event. In cases where the value of a laboratory parameter at the start of the study is missing, the value
recorded within 30 days before informed consent is used as a reference value.

*: The value recorded during the observation period after informed consent (the value recorded at a time point
closer to the start of treatment, if there were two or more measurements during the observation period).

For each adverse event, regardless of whether or not there is some description of such an event in the
protocol, the date of onset, the time of maximum exacerbation, the time of outcome judgment and data
needed for judgment of a causal relationship with the study drug are entered in the case report form.

3) Recording and investigation of adverse events

Upon the onset of an adverse event, entry in the column “Adverse events” of the case report form is
needed as to the symptom/condition, objective findings, date of onset, severity, seriousness,
presence/absence of intervention and its contents, outcome, date of outcome judgment, causal relationship
to the study drug and the reason for such a causality judgment. When the name of the disease arising as an
adverse event is entered in this column, the symptoms accompanying the disease do not need to be entered
as adverse events.

If a symptom, disease or objective finding is observed or obtained as an adverse event during the study,
it is followed until it subsides to a level viewed as normal or no longer viewed as an adverse event, as a
rule, regardless of the presence/absence of a causal relationship with the study drug (see “Criteria for
handling of test findings”, as regards objective findings). Such follow-up is not needed if the Investigator
or Sub-Investigator judges the patient to have recovered from the adverse event(s). In the latter case, the
rationale for the judgment of recovery is entered in the case report form. For each irreversible adverse
event involving organic disorders (cerebral infarction, myocardial infarction, etc.), follow-up is continued
until stabilization or fixation of the symptom.

4) Classification of adverse events
The severity of adverse events is rated on the scale given below.
(a) Mild: No disturbance in the daily life of the patient
(b) Moderate: Some disturbances in the daily life of the patient, but activities of daily life possible if the
‘patient endures considerable inconveniences
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(c) Severe: Serious disturbances in the daily life of the patient

The outcomes of adverse events are rated on the scale given below.

(1) Recovery: The event has subsided to a level viewed as normal or no longer viewed as an adverse
event

(2) Persistence: Recovery not seen at a given time point

(3) Unknown (dead): Outcome unknown because the patient is dead

5) Association between adverse events and the study drug

The association of adverse events with the study drug is rated on the scale given below, taking into
account the subject’s condition, temporal relationship to drug treatment, the possibility of involvement of
other factors and so on.

(1) Definitely present

(2) Probably present

(3) Possibly present

(4) Not related

Of the adverse events, those rated as category (1) to (3) are counted as adverse events whose causal
relationship to the study drug cannot be ruled out. Adverse events rated as category (4) are counted as
adverse events whose causal relationships to the study drug are ruled out.

6) Serious adverse events

Upon the onset of a serious adverse event during the study, regardless of the presence/absence of a
causal relationship to the study drug, the Investigator or Sub-Investigator is required to immediately take
appropriate actions for the subject concerned. In addition, the Investigator needs to immediately report the
event to the head of the participating facility.

[Serious adverse events]
(1) Death
(2) Events possibly leading to death
(3) Events requiring hospitalization or extension of hospitalized period
(4) Events causing disabilities
(5) Events possibly leading to disabilities
(6) Events of a serious nature, resembling those listed above in (1) through (5)
(7) Congenital illness or abnormalities in the next generation

7) Supply of new information

Upon acquisition of new information about the safety of this study, the Investigator is required to
immediately report such information in writing to the head of the participating facility and the
Sub-Investigator. The Investigator or Sub-Investigator is required to provide additional explanation(s) to
the subjects and must revise the leaflet and informed consent form, if needed.

12. Payment of expenses and compensation

1) Treatment expenses
Routine doctor fees, drug costs and transportation costs related to the study are borne by each subject.
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However, the costs of NDDPXO08 and tests related to this study (specified in Fig. 2, Page 18) are paid by
the Ministry of Health, Labour and Welfare Scientific Research Program.

2) Compensation

Upon the onset of any health hazard to the subjects arising from this study and requiring compensation
or liability for damages, how to deal with it is decided through discussions among the Director of Tokai
University School of Medicine, the Director of the Tokai University Hospital, the Study Director and the
Investigator.

13. Statistical analysis (Efficacy evaluation)

1. Population analyzed
(1) Case handling

The representative of the researchers (Representative Researcher) decides on the handling of the data
from individual subjects and fixes the case at the end of the study in accordance with the rules set forth in
this paragraph. In cases where the rules on case handling set forth in this paragraph are not applicable, the
Representative Researcher prepares case handling rules for such individuals and decides on the handling
of their cases in accordance with the procedure stipulated in the “Ethical Guidelines on Clinical Studies”
(or Standard Operating Procedure on GCP). If the Representative Researcher has prepared new rules on
case handling, the rules need to be entered into the statistical analysis schedule which is finally fixed
before opening of the information regarding active drug/placebo allocation.

1) Full Analysis Set (FAS)
FAS is composed of all subjects except those listed below.
-Cases with disease not covered by this study
-Cases seriously violating the GCP
-Cases not treated with the test drug/placebo
-Cases where no data on efficacy are available
2) Per Protocol Set (PPS)
PPS is composed of FAS members except the subjects listed below.
-Cases not satisfying the inclusion criteria
-Cases falling under any of the exclusion criteria
-Cases where any of the prohibited concomitant drugs began to be used after the start of the study
3) Safety analysis set
Safety analysis set is composed of all subjects except those listed below.
- Cases seriously violating the protocol (and GCP)
-Cases not treated with the test drug/placebo
-Cases where no data on safety are available

(2) Data handling
1) Date of observation, tests and investigation

Data from observations, tests and investigations collected during the below-shown period (acceptable
range of dates) are adopted for analysis. Data from observations, tests and investigations not collected
within this period are not adopted for analysis and are counted as missing data.
2) Efficacy data
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Lack of measurement of any of the following: ALSFRS-R, %FVC, Modified Norris Scale, ALSQ40,
grip, pinching power and ALS severity grade. These are all counted as missing data.

The acceptable range of dates for each evaluation and measurement is specified below.

[Occasion] [ Acceptable range of dates]
Temporary registration: Not set
Before formal registration: 77 days (11 weeks) — 91 days (13 weeks) after

ALSFRS-R evaluation before temporary registration,
and 7 days before the start of treatment — immediately
before the start of treatment

After the start of treatment: The planned date of evaluation and three days before
and after the planned date of evaluation

Upon discontinuation (ceased drug treatment): Date of discontinuation — 7 days after discontinuation

3) Safety data

If a laboratory or sensory test has not been performed or is impossible to perform due to problems
related to samples, etc. or if the data from the test can be used only as reference data, the data concerned
are counted as missing data.

The acceptable range of dates for each evaluation and measurement is specified below.

[Occasion] [ Acceptable range of date]
Before temporary registration: Informed consent — Immediately before temporary
registration
Before formal registration: 7 days (11 weeks) before formal registration —

immediately before formal registration (test data need
- to be available by the time of formal registration)

Before the start of treatment: 7 days before the start of treatment — Immediately
before the start of treatment
After the start of treatment: The planned date of evaluation and three days before

and after the planned date of evaluation
Upon discontinuation (ceased drug treatment): Date of discontinuation — 7 days after discontinuation

If additional rules on data handling are needed, the Representative Director decides such rules in
accordance with the procedure stipulated in the “Ethical Guidelines on Clinical Studies™ (or Standard
Operating Procedure on GCP) and enters them into the statistical analysis schedule which is finally fixed
before opening of the key code for the test drug/placebo allocation.

2. Statistical analysis schedule

The protocol sets forth the methods of statistical analysis only to the minimal extent needed to achieve
the primary goals of the study. Details and technical aspects of the statistical analysis methods are
specified in the statistical analysis schedule which is prepared separately by the start of treatment for the
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first case. The statistical analysis schedule is fixed before opening of the key code for the test
drug/placebo allocation.

(1) Analysis of demographic and other characteristics

Inter-group uniformity of the following demography and other variables is analyzed by Fisher’s exact
text, chi-square test or two-sample t-test selected depending on the nature of the data scale. Significance
level is set at 15% (two-tailed).

[ Variables analyzed]

Gender, age, body weight, height, presence/absence of complications

ALS type (solitary/familial; EL Escorial Modified Airlie House Diagnostic Criteria)

Duration of sickness, initial symptoms, ALS severity grade

Presence/absence of concomitant drugs, presence/absence of concomitant therapy

On variables found to lack inter-group uniformity and selected based on medical considerations, the
presence/absence of interactions is analyzed and the analysis adjusted for these variables is carried out.

(2) Efficacy variables
Efficacy variables are analyzed in FAS. To confirm the stability of this analysis, PPS is additionally
analyzed as needed.

1) Primary efficacy variable

As to the ALSFRS-R score (the primary efficacy variable), summary statistics (mean, standard
deviation, minimum, median and maximum) are calculated for each group and time point, as well as
summary statistics of the difference between the pre-treatment score (during the observation period) and
the score at each point after the start of treatment.

(a) Primary analysis
Analyses (i) and (ii), shown below, are carried out. If a significant difference between the NDDPXO08
and placebo groups is revealed by any of the analyses, the efficacy of NDDPX08 is judged to have been
verified. The 95% confidence interval for the inter-group difference is calculated as reference information
for interpretation of the study results.
(i) The difference between “the score before the start of treatment after the observation period” and “the
score at 2 weeks after the end of 15 mg/day treatment (after completion of the dose escalation period)
or upon discontinuation of the treatment” is subjected to analysis of covariance and inter-group
comparison, with the factors used for dynamic allocation (severity and age) serving as co-variables. In
cases where the data at 2 weeks after the end of treatment are missing, data are derived by the LOCF
(Last Observation Carried Forward) method.
(ii) The score at each time point after the start of treatment relative to the score “before the start of
treatment after the observation period” is subjected to repeated measures analysis of covariance and
inter-group comparison, with the factors used for dynamic allocation serving as co-variables (analysis
for each treatment group, each time point and interactions between treatment group and time point).
(b) Secondary analyses
For each subject, the mean of the difference between the score “before the start of treatment after the
observation period” and each time point after the start of treatment is calculated, to yield summary
statistics. This is followed by analysis of covariance and inter-group comparison, with the factors used for
dynamic allocation serving as co-variables.
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-Simple regression analysis is carried out for each subject, and the gradient of the line representing the
changes over time is calculated to yield summary statistics. This is followed by analysis of covariance
and inter-group comparison, with the factors used for dynamic allocation serving as co-variables.

- Analyses with the time course taken into account, using statistical models (e.g., analysis with mixed
efficacy model, etc.), are carried out.

- Survival time analysis using the events defined by the ALSFRS-R score is carried out.

2) Secondary efficacy variables

To determine the time of death or disease progression to a certain state, survival time analysis is carried
out. For this analysis, defined events are death, loss of unassisted gait capability, loss of arm function,
loss of leg function, tracheotomy, attachment of a respirator and tube feeding, and discontinuation is
defined as cessation of treatment for other reasons. Analysis is conducted on %FVC, Modified Norris
Scale score, ALSAQ40 score, grip and pinching power, using a method similar to that employed for
analysis of the ALSFRS-R score. A shift table is prepared, representing the time course of ALS severity
grade for each group from “before the start of treatment” until “2 weeks after the end of 15 mg/day
treatment (after completion of the dose escalation period) or upon discontinuation of the treatment.”

(3) Safety variables

Safety is analyzed in the safety analysis set. For each group, the incidences of adverse events, adverse
reactions, serious adverse events and serious adverse reactions are calculated, followed by inter-group
comparison using Fisher’s exact test.

On each parameter of laboratory tests and one sensory test (vibration sense), the summary statistics at
each time point after the start of treatment and their difference from their measured values before the start
of treatment are calculated for each group. In addition, the percentage of subjects showing abnormal
changes in any parameter is calculated for each group.

A shift table is prepared, representing the time course of each parameter of urinalysis and sensory tests
(numbness and vertigo) at each time point after the start of treatment relative to the measured values
before the start of treatment for each group.

(4) Significance level

The significance level is set at 5% (two-tailed). The confidence interval (bilateral) is calculated with a
confidence coefficient of 95%. In view of the special circumstances at the time of planning of this study,
adjustment of the significance level for a multiplicity of tests in the primary analysis is skipped.

14. Publication of results

The privacy of each subject is preserved when the results of this study are made public.
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