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AFFIDAVIT OF NATHANIEL E FRANK-WHITE

1. Tam a Records Request Processor at the Internet Archive. I make this declaration
of my own personal knowledge.

2. The Internet Archive is a website that provides access to a digital library of Internet
sites and other cultural artifacts in digital form. Like a paper library, we provide
free access to researchers, historians, scholars, and the general public. The Internet
Archive has partnered with and receives support from various institutions,
including the Library of Congress.

3. The Internet Archive has created a service known as the Wayback Machine. The
Wayback Machine makes it possible to browse more than 450 billion pages stored
in the Internet Archive's web archive. Visitors to the Wayback Machine can search
archives by URL (i.e., a website address). If archived records for a URL are
available, the visitor will be presented with a display of available dates. The visitor
may select one of those dates, and begin browsing an archived version of the Web.
Links on archived files in the Wayback Machine point to other archived files
(whether HTML pages or other file types), if any are found for the URL indicated
by a given link. For instance, the Wayback Machine is designed such that when a
visitor clicks on a hyperlink on an archived page that points to another URL, the
visitor will be served the archived file found for the hyperlink’s URL with the
closest available date to the initial file containing the hyperlink.

4. The archived data made viewable and browsable by the Wayback Machine is
obtained by use of web archiving software that automatically stores copies of files
available via the Internet, each file preserved as it existed at a particular point in
time.

5. The Internet Archive assigns a URL on its site to the archived files in the format
http://web.archive.org/web/[Year in yyyy][Month in mm][Day in dd][Time code in
hh:mm:ss]/[Archived URL] aka an “extended URL”. Thus, the extended URL
http://web.archive.org/web/19970126045828/http://www.archive.org/ would be the
URL for the record of the Internet Archive home page HTML file
(http://www.archive.org/) archived on January 26, 1997 at 4:58 a.m. and 28
seconds (1997/01/26 at 04:58:28). The date indicated by an extended URL applies
to a preserved instance of a file for a given URL, but not necessarily to any other
files linked therein. Thus, in the case of a page constituted by a primary HTML file
and other separate files (e.g., files with images, audio, multimedia, design
elements, or other embedded content) linked within that primary HTML file, the
primary HTML file and the other files will each have their own respective extended
URLSs and may not have been archived on the same dates.

6. Attached hereto as Exhibit A are true and accurate copies of screenshots of the

Internet Archive's records of the archived files for the URLs and the dates specified
in the attached coversheet of each printout.
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7. Tdeclare under penalty of perjury that the foregoing is true and correct.
. G .
DATE: 01/21/2023 Nethaniel Frank-White
Nathaniel E Frank-White
Document Notarized using a Live Audio-Video Connection
CHIRAG PATEL
ELECTRONIC NOTARY PUBLIC
COMMONWEALTH OF VIRGINIA
NOTARY ID: 7679556 Please see attached
COMISSION EXP: JUNE 30, 2024 All Purpose
Jurat form
for additional
Notary Events
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ClinicalTrials.gov

A service of the U.S. National Institutes of Health

Search for studies: || Search |

Advanced Search Help | Studies by Topic | Glossary

Find Studies About Clinical Studies Submit Studies Resources About This Site

Home > Find Studies > Study Record Detail Text Size =

A Phase 2 Study of Cladribine Add-on to Interferon-beta (IFN-beta) Therapy in Multiple Sclerosis (MS) Subjects With
Active Disease (ONWARD)

This study has been completed.

ClinicalTrials.gov ldentifier:

Sponsor:

EMD Serono

Information provided by (Responsible Party):

EMD Serono

Full Text View

Tracking Information

First Received Date 'CWJE

Last Updated Date

Start Date 'CMJE
Primary Completion Date

Current Primary Qutcome

Measures 'CMJE
(submitted: May 27, 2013)

Original Primary Outcome
Measures 'CMWE

Change History

Current Secondary

Outcome Measures 'CME

(submitted: May 27, 2013)

Tabular View

NCT00436826

First received: February 15, 2007
Last updated: August 4, 2013
Last verified: August 2013
History of Changes
Disclaimer

Study Results [ How to Read a Study Record

February 15, 2007

August 4, 2013

November 2006
September 2011 (final data collection date for primary outcome measure)

» Number of Participants With Adverse Events (AEs) and Serious Adverse Events (SAEs) [ Time Frame: Baseline up to Week 96 ]
[ Designated as safety issue: Yes |

An AE was defined as any untoward medical occurrence in the form of signs, symptoms, abnormal laboratory findings. or
diseases that emerges or worsens relative to baseline during a clinical study with an Investigational Medicinal Product (IMP),
regardless of causal relationship and even if no IMP has been administered. SAE: Any AE that resulted in death; was life
threatening; resulted in persistent/significant disability/incapacity; resulted in/prolonged an existing in-patient hospitalization; was a
congenital anomaly/birth defect; or was a medically important condition.

Percentage of Participants With Grade 3 or 4 (Common Terminology Criteria for Adverse Events [CTCAE]) Hematological or Liver
Toxicity [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: Yes |

Percentage of participants with Grade 3 or 4 CTCAE toxicity on the following hematology and liver function parameters were
reported: lymphocytes, cluster of differentiation 4 (CD4) cell, neutrophils, white blood cells, hemoglobin, Alanine transaminase
(ALT) and Aspartate transaminase (AST). According to CTCAE: Grade 1=mild, Grade 2=moderate, Grade 3=severe, Grade 4=life
threatening or disabling and Grade 5=Death

Percentage of Participants With Adverse Events in Infections and Infestations System Organ Class (SOC) [ Time Frame: Baseline
up to Week 96 ] [ Designated as safety issue: Yes ]

Adverse Events were entered in infections and infestations SOC as per medical dictionary for regulatory activities (MedDRA)
version 11.0

Complete list of historical versions of study NCT00436826 on ClinicalTrials.gov Archive Site

« Number of Qualifying Relapses [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: No ]

A qualifying relapse was defined as a 2-grade increase in at least one, or a 1-grade increase in at least two, Kurtzke Functional
Systems excluding bowel/bladder or cognition changes, in the absence of fever lasting more than or equal to 24 hours, and
preceded by more than or equal to 30 days of clinical stability or improvement.

Number of Combined Unigue Active (CUA) Lesions, Active Time Constant 2 (T2) Lesions, and Time Constant 1 (T1) Gadolinium
Enhanced (Gd+) Lesions Per Participant Per Scan [ Time Frame: Week 96 ] [ Designated as safety issue: No ]

Number of CUA lesions, active T2 lesions, and T1 Gd+ lesions were measured by using magnetic resonance imaging (MRI)
scans

Annualized Qualifying Relapse Rate [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: No ]

A qualifying relapse was defined as a 2-grade increase in at least one, or a 1-grade increase in at least two, Kurtzke Functional
Systems excluding bowel/bladder or cognition changes, in the absence of fever lasting more than or equal to 24 hours, and
preceded by more than or equal to 30 days of clinical stability or improvement. The annualized relapse rate for each treatment
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group was the mean of the annualized relapse rates for all the participants in the group, calculated as the total number ot
confirmed relapses divided by the total number of days on study multiplied by 365.25.

Original Secondary

Outcome Measures CMJE

Current Other Outcome
Measures [CME

Original Other Outcome
Measures ICMJE

Descriptive Information

Brief Title 'CMJE A Phase 2 Study of Cladribine Add-on to Interferon-beta (IFN-beta) Therapy in Multiple Sclerosis (MS) Subjects With Active Disease
(ONWARD)
Official Title ICMJE A Phase I, Multicenter, Randomized, Double Blind, Placebo Controlled, Safety, Tolerability and Efficacy Study of Add-on Cladribine

Tablet Therapy With Interferon-beta (IFN-B) Treatment in Multiple Sclerosis Subjects With Active Disease

Brief Summary The goal of this study is to evaluate the safety, tolerability and effectiveness of oral cladribine when taken in combination with Interferon-
beta (IFN-beta) therapy for the treatment of multiple sclerosis (MS3).

This study will randomize around 200 subjects from approximately 50 sites located world-wide, who have experienced at least one
relapse while taking IFN-beta therapy within 48 weeks prior to Screening, irrespective of disability progression. Secondary progressive
multiple sclerosis (SPMS) subjects, who are still experiencing relapses, and subjects who have received disease modifying drugs
(DMDs), other than IFN-beta therapy, during their MS treatment history, but are currently on IFN-beta therapy and have experienced
active MS symptoms (at least 1 relapse) during the 48 weeks prior to Screening, may also be enrolled.

Subjects will be randomized in a 2:1 fashion to receive up to 4 cycles of oral cladribine or matching placebo in combination with IFN-
beta therapy. Subjects who complete the double-blind portion of the study will be invited to participate in an open-label extension phase
of matching study design. Total participation is 96 weeks in double blind period, and up to 48 weeks in open label extension phase.

Detailed Description Not Provided

Study Type ICMJE Interventional
Study Phase Phase 2
Study Design 'CMJE Allocation: Randomized

Endpoint Classification: Safety/Efficacy Study

Intervention Model: Parallel Assignment

Masking: Double Blind (Subject, Investigator, Outcomes Assessar)
Primary Purpose: Treatment

Condition [CMJE Multiple Sclerosis

Intervention CMJE Drug: Cladribine

Subjects will receive cladribine tablets orally as cumulative dose of 0.875 milligram per kilogram (ma/kg) over a course of 4-5
consecutive days at Week 1, 5, 48, and 52 resulting in total cladribine dose of 3.5 mg/kg during the double blind (DB) period of 96
weeks. Subjects who will complete the DB period will to enter in open label (OL) extension period, if they meet the eligibility
criteria they will be given total cladribine dose of 3.5 mg/kg over 48 weeks.

Drug: Placebo

Subjects will receive matching placebo tablets orally as cumulative dose of 0.875 mg/kg over a course of 4-5 consecutive days at
Week 1, 5, 48, and 52 resulting in total matching placebo dose of 3.5 mg/kg during the DB period of 96 weeks.

Drug: Interferon-beta (IFN-beta)

Subjects will receive IFN-beta therapy (Rebif@ new formulation [RNF] 44 microgram [meg] three times a week, subcutaneously:
Avonex® 30 mcg every week, intramuscularly; or Betaseron® 250 mog every other day, subcutaneously) during both DB period of
96 weeks and OL extension period of 48 weeks.

Other Names:
Avonex®
Betaseron®
RNF

Study Arm (s)

Experimental: Cladribine 3.5 mg/kg, IFN-beta
Interventions;

Drug: Cladribine

Drug: Interferon-beta (IFN-beta)

Placebo Comparator: Placebo, IFN-beta
Interventions:

Drug: Placebo

Drug: Interferan-beta (IFN-beta)

Publications * Not Provided

* Includes publications given by the data provider as well as publications identified by ClinicalTrials.gov Identifier (NCT Number) in Medline.
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Recruitment Information

Recruitment Status '™E  Completed

Enroliment 'CWE 214

Completion Date March 2012

Primary Completion Date September 2011  (final data collection date for primary outcome measure)

Eligibility Criteria ICMJE Inclusion Criteria:

Be male or female, 18 to 65 years of age (inclusive)

- Weigh between 40 to 120 kilogram (kg), (inclusive)

Have definite MS, as confirmed by the revised McDonald criteria 2005, and have relapsing forms of MS, such as relapsing-remitting
multiple sclerosis (RRMS) or SPMS with superimposed relapses

Have experienced at least one relapse within 48 weeks prior to Screening, while receiving IFN-beta treatments (Rebif® 44mcg
three times a week, subcutaneously; Avonex®30 mcg every week, intramuscular; or Betaseron® 250 mcg every other day,
subcutaneously)

Have a minimum time on IFN-beta therapy of 48-consecutive weeks prior to Screening. Subjects who switched from one IFN-beta
therapy to another in the 48 weeks preceding Screening may be entered into the study if they have been on a stable regimen of
their current IFN-beta therapy for a minimum of 3 months prior to Screening

- Be clinically stable (other than MS relapse) during the 28 days preceding Screening

The following hematological parameters must be normal (as defined below, inclusively) within 28 days of first dosing of blinded
study medication at study day 1 (SD 1)

Hemoglobin=11.6 to 16.2 gram per deciliter (g/dL)

Leukocytes (total white blood cells [WBC])=4.1 to 12.3*10*3 per microliter (/UL)
Absolute lymphoeytes count (ALC)= 1.02 to 3.36*1043/UL

Absolute neutrophil count (ANC)=2.03 to 8.36"10*3/UL

Platelet count=140 to 450*10*3/UL

= Have no medical history or evidence of latent tuberculosis infection (LTBI) or active tubercular disease (TB), as evidenced by TB

skin test or chest X-ray
Have an expanded disability status scale (EDSS) from 1.0-5.5, inclusive

Have no prior exposure to immunosuppressive or cytotoxic agents (with the exception of steroids for MS flare management, or
intravenous immunoglobulin-G [IVIG] after allowed wash-out periods

« |f female, must:

be neither pregnant nor breast-feeding, nor attempting to conceive, and

use a highly effective method of contraception throughout the entire duration of the study and for 8 months (8 menstrual cycles)
following completion of the last dose of study medication. A highly effective method of contraception is defined as one which
result in a low failure rate (that is, less than 1 percent per year) when used consistently and correctly, such as implants,
injectables, combined oral contraceptives, some intrauterine devices (IUDs), sexual abstinence or a vasectomized partner. For
the purpose of this trial, women of childbearing potential are defined as: All female subjects after puberty unless they are post-
menopausal for at least 2 years, or are surgically sterile

« If male, must be willing to use contraception to avoid pregnancies throughout the entire duration of the study and for 90 days

following the last dose of study medication
Be willing and able to comply with study procedures for the duration of the study

+ Have not met any of the exclusion criteria outlined below; and

Have voluntarily provided written informed consent, including, for United states of America (USA), subject authorization under
Health Insurance Portability and Accountability Act (HIPAA), prior to any study-related procedure that is not part of normal medical
care, and with the understanding that the subject may withdraw consent at any time without prejudice to future medical care

Other protocol defined inclusion criteria may apply

Exclusion Criteria:

Has primary progressive multiple sclerosis (PPMS) or SPMS without relapses forms

« Has prior or current malignancy other than medically documented complete excision of basal cell skin cancer no less than 5 years

prior to Screening

« Has a history of chronic or clinically significant hematological abnormalities

Prior use of cladribine, fingolimod, teriflunimide, laquinimod, mitoxantrone, campath-1h, cyclophosphamide, azathioprine,
methotrexate, daclizumab, natalizumab, lymphoid irradiation, bone marrow transplantation or myelosuppressive/cytotoxic therapy

- Use of cytokine or anti-cytokine therapy or plasmapheresis within 3 months prior to SD 1

Treatment with 1VIG within 30 days of Screening

« Treatment with oral or parenteral corticosteroids 30 days of Screening

« Treatment with adrenocorticotropic hormone within 28 days prior to SD 1

Use of any investigational drug (other than Rebif® New Formulation [RNF], Avonex® or Betaferon®) or experimental procedure
within 6 months prior to SD 1

Has inadequate liver function, defined by a total bilirubin, aspartate aminotransferase (AST), alanine aminotransferase (ALT) or
alkaline phosphatase greater than 2.5 times the upper limit of the normal values

« Suffers from major medical illness such as cardiac, endocrinologic, hepatic, immunologic (other than MS), metabolic, renal,

pulmenary, gastrointestinal, dermatologic, or other major disease that would preclude the administration of oral cladribine
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Suffers from major psychiatric illness (including history of, or current, severe depressive disorders and/or suicidal ideation) that in
the opinion of the investigator creates undue risk to the subject or could affect compliance with the study protocol

Has history of active or chronic infectious disease or any disease which compromises immune function (for example, human
immunodeficiency virus [HIV]+, human T-lymphotropic virus [HTLV-1], Lyme disease, LTEl or TB)

+ Has an allergy or hypersensitivity to gadolinium, to cladribine or any of its excipients, or IFN-beta or any of its excipient(s)

Has any renal condition that would preclude the administration of gadolinium (for example, acute or chronic severe renal
insufficiency [glomerular filtration rate less than 30 milliliter per minute {mL/min} per 1.73 square meter {m"2}])

Has a positive stoal hemaoccult test at Screening

+ Has a history of seizures not adequately controlled by treatment

Gender Both

Ages 18 Years to 65 Years

Accepts Healthy No

Volunteers

Contacts ICMJE Contact information is only displayed when the study is recruiting subjects

Location Countries \CMJE  United States, Spain, Italy, Russian Federation

Administrative Information
NCT Number 'CMJE NCT00436826

Other Study ID Numbers 26593, 2006-003366-33
ICMJE

Has Data Monitoring

Committee
Responsible Party EMD Serono
Study Sponsor 'CMJE EMD Serono

Collaborators ©M/E

ICMJE M

Investigators
Information Provided By EMD Serono

Verification Date August 2013

ICMJE  Data element required by the International Committee of Medical Journal Editors and the World Health Organization ICTRP

A TOTOP

For Patients & Families | For Researchers | For Study Record Managers
HOME RSS FEEDS SITE MAP TERMS AND CONDITIONS DISCLAIMER CONTACT NLM HELP DESK
Copyright | Privacy | Accessiblity | Viewers & Players | Fraedom of Information Act | USA.gov
.S, Mational Library of Medicine | U.S. National Institutes of Health | U.S. Department of Health & Human Services
8
Oty T 00-094B-T1ED-SD0B-OFSEFCASECDS (e Page 8/14

OnlineNotary.net



https://web.archive.org/web/20130703165654/http://www.clinicaltrials.gov/ct2/show/NCT00436826

9

Document d: F7151700-9945-11ED-9D6B-0FSEFCBI6C00 (e Page 9/14

OnlineNotary.net



INTERNTT ARCHIVE ihﬂD.HWWW clinicaltrials.govict2/show/NCT004 36826

WAEA T -

gl gt gy L g

Example: "Heart attack” AND "Los Angeles”

ClinicalTr!.ﬂIS.gOV Search for studies: | || Search |

A service of the U.S. National Institutes of Health
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A Phase 2 Study of Cladribine Add-on to Interferon-beta (IFN-beta) Therapy in Multiple Sclerosis (MS) Subjects With
Active Disease (ONWARD)

This study has been completed. ClinicalTrials.gov Identifier:
NCT00436826

Sponsor:

EMD Serono First received: February 15, 2007
Last updated: May 27, 2013

Information provided by (Responsible Party): Last verified: May 2013

EMD Serono

History of Changes

Full Text View Tabular View Study Results Disclaimer [ How to Read a Study Record

P Purpose
The goal of this study is to evaluate the safety, tolerability and effectiveness of oral cladribine when taken in combination with Interferon-beta (IFN-beta) therapy for the
treatment of multiple sclerosis (MS).

This study will randomize around 200 subjects from approximately 50 sites located world-wide, who have experienced at least one relapse while taking IFN-beta therapy
within 48 weeks prior to Screening, irrespective of disability progression. Secondary progressive multiple sclerosis (SPMS) subjects, who are still experiencing relapses,
and subjects who have received disease modifying drugs (DMDs), other than IFN-beta therapy, during their MS treatment history, but are currently on IFN-beta therapy
and have experienced active MS symptoms (at least 1 relapse) during the 48 weeks prior to Screening, may also be enrolled.

Subjects will be randomized in a 2:1 fashion to receive up to 4 cycles of oral cladribine or matching placebo in combination with IFN-beta therapy. Subjects who
complete the double-blind portion of the study will be invited to participate in an open-label extension phase of matching study design. Total participation is 96 weeks in
double blind period, and up to 48 weeks in open label extension phase.

Condition Intervention Phase

Multiple Sclerosis Drug: Cladribine Phase 2
Drug: Placebo
Drug: Interferon-beta (IFN-beta)

Study Type: Interventional
Study Design: Allocation: Randomized
Endpoint Classification: Safety/Efficacy Study
Intervention Model: Parallel Assignment
Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
Primary Purpose: Treatment

Official Titte: A Phase Il, Multicenter, Randomized, Double Blind, Placebo Controlled, Safety, Tolerability and Efficacy Study of Add-on Cladribine Tablet Therapy With

Interferon-beta (IFN-B) Treatment in Multiple Sclerosis Subjects With Active Disease

Resource links provided by NLM:

Genetics Home Reference related topics:  multiple sclerosis
MedlinePlus related topics: Multiple Sclerosis
Drug Information available for: Cladribine Interferon Interferon Beta-1b Interferon Beta-1a

U.S. FDA Resources
Further study details as provided by EMD Serono:

Primary Outcome Measures:
« MNumber of Participants With Adverse Events (AEs) and Serious Adverse Events (SAEs) [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: Yes |

An AE was defined as any untoward medical occurrence in the form of signs, symptoms, abnormal laboratory findings, or diseases that emerges or worsens relative
to baseline during a clinical study with an Investigational Medicinal Product {IMP), regardless of causal relationship and even if no IMP has been administered. SAE:
Any AE that resulted in death; was life threatening; resulted in persistent/significant disability/incapacity; resulted in/prolonged an existing in-patient hospitalization;
was a congenital anomaly/birth defect; or was a medically important condition.

« Percentage of Participants With Grade 3 or 4 (Common Terminology Criteria for Adverse Events [CTCAE]) Hematological or Liver Toxicity [ Time Frame: Baseline up
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to Week és 11 Desigﬁated as safety issue: Yes |

Percentage of participants with Grade 3 or 4 CTCAE toxicity on the following hematology and liver function parameters were reported: lymphocytes, cluster of
differentiation 4 (CD4) cell, neutrophils, white blood cells, hemoglobin, Alanine transaminase (ALT) and Aspartate transaminase (AST). According to CTCAE: Grade
1=mild, Grade 2=moderate, Grade 3=severe, Grade 4=life threatening or disabling and Grade 5=Death

= Percentage of Participants With Adverse Events in Infections and Infestations System Organ Class (SOC) [ Time Frame: Baseline up to Week 96 |
[ Designated as safety issue: Yes |

Adverse Events were entered in infections and infestations SOC as per medical dictionary for regulatory activities (MedDRA) version 11.0

Secondary Outcome Measures:
« Number of Qualifying Relapses [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: No |

A qualifying relapse was defined as a 2-grade increase in at least one, or a 1-grade increase in at least two, Kurtzke Functional Systems excluding bowel/bladder or
cognition changes, in the absence of fever lasting more than or equal to 24 hours, and preceded by more than or equal to 30 days of clinical stability or
improvement.

Number of Combined Unique Active (CUA) Lesions, Active Time Constant 2 (T2) Lesions, and Time Constant 1 (T1) Gadolinium Enhanced (Gd+) Lesions Per
Participant Per Scan [ Time Frame: Week 96 ] [ Designated as safety issue: No ]

Number of CUA lesions, active T2 lesions, and T1 Gd+ lesions were measured by using magnetic resonance imaging (MRI) scans

« Annualized Qualifying Relapse Rate [ Time Frame: Baseline up to Week 96 ] [ Designated as safety issue: No ]

A qualifying relapse was defined as a 2-grade increase in at least one, or a 1-grade increase in at least two, Kurtzke Functional Systems excluding bowel/bladder or
cognition changes, in the absence of fever lasting more than or equal to 24 hours, and preceded by more than or equal to 30 days of clinical stability or
improvement. The annualized relapse rate for each treatment group was the mean of the annualized relapse rates for all the participants in the group, calculated as
the total number of confirmed relapses divided by the total number of days on study multiplied by 365.25.

Enroliment: 214

Study Start Date: November 2006

Study Completion Date: March 2012

Primary Completion Date: September 2011 (Final data collection date for primary outcome measure)

Arms Assigned Interventions

Experimental: Drug: Cladribine

Cladribine 3.5 mg/kg.  subjects will receive cladribine tablets orally as cumulative dose of 0.875 milligram per kilogram (mg/kg) over a course of 4-5 consecutive
IFN-beta days at Week 1, 5, 48, and 52 resulting in total cladribine dose of 3.5 mg/kg during the double blind (DB) period of 96 weeks. Subjects who

will complete the DB period will to enter in open label (OL) extension period, if they meet the eligibility criteria they will be given total
cladribine dose of 3.5 mg/kg over 48 weeks.

Drug: Interferon-beta (IFN-beta)

Subjects will receive IFN-beta therapy (Rebif® new formulation [RNF] 44 microgram [mcg] three times a week, subcutaneously; Avonex®

30 meg every week, intramuscularly; or Betaseron® 250 mcg every other day, subcutaneously) during both DB period of 96 weeks and OL
extension period of 48 weeks.

Other Names:

« Avonex@
« Betaseron®
« RNF
Placebo Comparator: Drug: Placebo
Placebo, IFN-beta Subjects will receive matching placebo tablets orally as cumulative dose of 0.875 mg/kg over a course of 4-5 consecutive days at Week 1,

5, 48, and 52 resulting in total matching placebo dose of 3.5 mg/kg during the DB period of 96 weeks.

Drug: Interferon-beta (IFN-beta)

Subjects will receive IFN-beta therapy (Rebif® new formulation [RNF] 44 microgram [mcg] three times a week, subcutaneously; Avonex®
30 meg every week, intramuscularly; or Betaseron® 250 mcg every other day, subcutaneously) during both DB period of 96 weeks and OL
extension period of 48 weeks.

Other Names:

= Avonex®
- Betaseron®
« RNF
P> Eligibility
Ages Eligible for Study: 18 Years to 65 Years

Genders Eligible for Study Both
Accepts Healthy Volunteers:  No

Criteria
Inclusion Criteria:

+ Be male or female, 18 to 65 years of age (inclusive)
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Have definite MS, as confirmed by the revised McDonald criteria 2005, and have relapsing forms of MS, such as relapsing-remitting multiple sclerosis (RRMS) or
SPMS with superimposed relapses

« Have experienced at least one relapse within 48 weeks prior to Screening, while receiving IFN-beta treatments (Rebif® 44mcg three times a week, subcutaneously;
Avonex®30 mcg every week, intramuscular; or Betaseron® 250 meg every other day, subcutaneously)

Have a minimum time on IFN-beta therapy of 48-consecutive weeks prior to Screening. Subjects who switched from one IFN-beta therapy to another in the 48
weeks preceding Screening may be entered into the study if they have been on a stable regimen of their current IFN-beta therapy for a minimum of 3 months prior
to Screening

Be clinically stable (other than MS relapse) during the 28 days preceding Screening
= The following hematological parameters must be normal (as defined below, inclusively) within 28 days of first dosing of blinded study medication at study day 1 (SD
1)

Hemoglobin=11.6 to 16.2 gram per deciliter (g/dL)

Leukocytes (total white blood cells [WBC])=4.1 to 12.3*10"3 per microliter (/JUL)

Absolute lymphocytes count (ALC)= 1.02 to 3.36*10°3/UL

Absolute neutrophil count (ANC)=2.03 to 8.36*103/UL

Platelet count=140 to 450*1043/UL

Have no medical history or evidence of latent tuberculosis infection (LTBI) or active tubercular disease (TB), as evidenced by TB skin test or chest X-ray

Have an expanded disability status scale (EDSS) from 1.0-5.5, inclusive

Have no prior exposure to immunosuppressive or cytotoxic agents (with the exception of steroids for MS flare management, or intravenous immunoglobulin-G [IVIG]
after allowed wash-out periods

If female, must:
be neither pregnant nor breast-feeding, nor attempting to conceive, and
use a highly effective method of contraception throughout the entire duration of the study and for 6 months (6 menstrual cycles) following completion of the last
dose of study medication. A highly effective method of contraception is defined as one which resuit in a low failure rate (that is, less than 1 percent per year)
when used consistently and correctly, such as implants, injectables, combined oral contraceptives, some intrauterine devices (IUDs), sexual abstinence or a
vasectomized partner. For the purpose of this trial, women of childbearing potential are defined as: All female subjects after puberty unless they are post-
menopausal for at least 2 years, or are surgically sterile

= If male, must be willing to use contraception to avoid pregnancies throughout the entire duration of the study and for 0 days following the last dose of study

medication
« Be willing and able to comply with study procedures for the duration of the study

Have not met any of the exclusion criteria outlined below; and

+ Have voluntarily provided written informed consent, including, for United states of America (USA), subject authorization under Health Insurance Portability and
Accountability Act (HIPAA), prior to any study-related procedure that is not part of normal medical care, and with the understanding that the subject may withdraw
consent at any time without prejudice to future medical care

= Other protocol defined inclusion criteria may apply

Exclusion Criteria:

Has primary progressive multiple sclerosis (PPMS) ar SPMS without relapses farms

Has prior or current malignancy other than medically documented complete excision of basal cell skin cancer no less than 5 years prior to Screening

« Has a history of chronic or clinically significant hematological abnormalities

Prior use of cladribine, fingelimod, teriflunimide, laquinimod, mitoxantrone, campath-1h, cyclophosphamide, azathioprine, methotrexate, daclizumab, natalizumab,
lymphoid irradiation, bone marrow transplantation or myelosuppressive/cytotoxic therapy

Use of cytokine or anti-cytokine therapy or plasmapheresis within 3 months prier to SD 1

Treatment with IVIG within 30 days of Screening

Treatment with oral or parenteral corticosteroids 30 days of Screening

Treatment with adrenocorticotropic hormone within 28 days prior to SD 1

Use of any investigational drug (other than Rebif® New Formulation [RNF], Avonex® or Betaferon®) or experimental procedure within 8 months prior to SD 1

Has inadequate liver function, defined by a total bilirubin, aspartate aminotransferase (AST), alanine aminotransferase (ALT) or alkaline phosphatase greater than
2.9 times the upper limit of the normal values

+ Suffers from major medical iliness such as cardiac, endocrinologic, hepatic, immunologic (other than MS), metabolic, renal, pulmonary, gastrointestinal,
dermatologic, or other major disease that would preclude the administration of oral cladribine

Suffers from major psychiatric illness (including history of, or current, severe depressive disorders and/or suicidal ideation) that in the opinion of the investigator
creates undue risk to the subject or could affect compliance with the study protocol

Has history of active or chronic infectious disease or any disease which compromises immune function (for example, human immunodeficiency virus [HIV]+, human
T-lymphotropic virus [HTLV-1], Lyme disease, LTEIl ar TB)

Has an allergy or hypersensitivity to gadolinium, to cladribine or any of its excipients, or IFN-beta or any of its excipient(s)

= Has any renal condition that would preclude the administration of gadolinium (for example, acute or chronic severe renal insufficiency [glomerular filtration rate less
than 30 milliliter per minute {mL/min} per 1.73 square meter {m"2}])

Has a positive stool hemoccult test at Screening

Has a history of seizures not adequately controlled by treatment
P> Contacts and Locations
Please refer to this study by its ClinicalTrials.gov identifier: NCT00436826

4 Show 40 Study Locations

Sponsors and Collaborators
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P More Information

No publications provided

EMD Sercno
NCT00436826

Responsible Party:
ClinicalTrials.gov Identifier:
Other Study ID Numbers:
Study First Received:
Results First Received:
Last Updated:

Health Authority:

February 15, 2007
March 28, 2013
May 27, 2013

Keywords provided by EMD Serono:
Multiple Sclerosis

Relapsing forms

Interferon-beta therapy

Additional relevant MeSH terms:

Multiple Sclerosis

Sclerosis

Demyelinating Autoimmune Diseases, CNS
Autoimmune Diseases of the Nervous System
Nervous System Diseases

Demyelinating Diseases

Autoimmune Diseases

Immune System Diseases

Pathologic Processes

Interferon-beta

Interferons

History of Changes
26593, 2006-003366-33

United States: Food and Drug Administration

Cladribi

ine

Interferon beta-1b
Antiviral Agents
Anti-Infective Agents
Therapeutic Uses
Pharmacologic Actions
Immunologic Factors

Physiol

ogical Effects of Drugs

Antineoplastic Agents
Immunosuppressive Agents
Adjuvants, Immunologic
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JURAT ATTACHMENT

A notary public or other officer completing this certificate verifies only the identity of the individual who signed
the document to which this certificate is attached, and not the truthfulness, accuracy, or validity of that

document.
STATE OF _ Virginia }
COUNTY OF __ Arlington }

The foregoing instrument was subscribed and sworn before me this date of
01/21/2023 , by _Nathaniel Frank-White

This notarial act was an online notarization.

CHIRAG PATEL

<) ELECTRONIC NOTARY PUBLIC

COMMONWEALTH OF VIRGINIA
NOTARY ID: 7679556

COMISSION EXP: JUNE 30, 2024

(Notary Seal)

(el

Notary’s Signature

Registration No.: 7679556

Commission Expiration Datezw)24
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