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METHOD FOR DISTRIBUTION OF A DRUG 

0001. The application claims priority to U.S. Provisional 
Application No. 60/836,530, filed Aug. 9, 2006, which is 
hereby incorporated by reference. 

BACKGROUND 

0002 The invention relates generally to methods and sys 
tems for drug distribution. 

SUMMARY 

0003. The invention features methods and systems for dis 
tributing or providing a therapy, e.g., a drug. The drug can be 
a VLA-4 blocking agent, e.g., an anti-VLA-4 antibody, e.g., 
TYSABRIR) (natalizumab) or an equivalent or similar anti 
body. Methods and systems of the invention are particularly 
useful for drugs which may weaken the immune system. The 
drug can be administered to treat a patient for a disorder 
mediated by VLA-4. The drug can be used to treat a patient 
having multiple sclerosis (MS), Crohn's disease, or a fibrotic 
condition. In a preferred embodiment the patient has relaps 
ing MS. Methods and systems can include one or more of the 
steps or elements described herein. 
0004. Accordingly, in one aspect, the invention features, a 
method or system for providing a drug, e.g., an anti-VLA-4 
antibody, to a patient, e.g., an MS patient. The system or 
method includes: 
0005 (1) collecting patient and prescriber information, 

e.g., by providing an enrollment form which includes patient 
and prescriber information to a central administrator; 
0006 (2) reviewing the information, e.g., reviewing an 
enrollment form which includes the information, entering the 
information into a system (e.g., a computerized system of one 
or more computers which can store data, allow data to be 
retrieved, generate reminders, transmit information and the 
like), and generating an authorization for treatment of the 
patient; 
0007 (3) communicating the authorization to a treatment 
site; 
0008 (4) conducting (or instructing or authorizing a party 

to conduct) a treatment site review of a patient which includes 
gathering medical information about the patient which infor 
mation is needed to allow administration of the drug, wherein 
said review can include one or more of 

0009 i. determining if the treatment site has a current 
authorization for treatment of the patient; 

0010 ii. confirming that the treatment site does not have 
notice that the patient is no longer authorized 

0011 iii. providing the patient with information about 
the drug; 

0012 iv. asking the patient if symptoms have worsened; 
0013 V. asking the patient if he/she has a contraindi 
cated medical condition; 

0014 vi. asking the patient if he/she has taken a con 
traindicated medication; 

wherein an answer of no to iv, V, and Vi (or a preselected 
subset thereof) allows administration of the drug to the patient 
and an answer of yes to one or more of iv, V, or virequires the 
prescriber (or the prescriber's designee) override in order for 
the drug to be administered; and optionally 
00.15 (5) upon expiration of an authorization obtaining 
reauthorization for Subsequent treatment prior to Subsequent 

Jul. 28, 2011 

treatment, wherein reauthorization can require certification 
by a prescriber that the subject is qualified to be in the pro 
gram, e.g., by updating some or all of the information gath 
ered in step 1, or by a prescriber certifying one or more of the 
following: 

0016 (a) the patient still under his/her care; 
0017 (b) the patient is alive; 
0.018 (c) the patient has had no unwanted side effect of 
the drug, no contraindicated condition, or no contrain 
dicated treatment that the prescriber has not already 
reported to the central administrator, 

0019 provided that if the prescriber reauthorizes the 
patient must still undergo the review in step (4) prior to 
receiving the drug. 
0020. In a preferred embodiment authorization is neces 
sary but not sufficient for allowing administration of the drug. 
In a preferred embodiment authorization and satisfaction of 
treatment site review are sufficient for administration. In a 
preferred embodiment authorization and satisfaction of treat 
ment site review are necessary but not sufficient for adminis 
tration. 
0021. In a preferred embodiment each shipment of the 
drug requires that a distributor of the drug obtains a shipment 
authorization from the central administrator. 
0022. In a preferred embodiment the drug is shipped only 
to and administered only at authorized treatment sites. 
0023. In a preferred embodiment central pharmacies that 
dispense the drug to authorized treatment sites are enrolled in 
a tracking system. 
0024. In a preferred embodiment the central administrator 
systematically follows and actively solicits information on 
every patient that receives the drug regarding any adverse 
eVentS. 

0025. In a preferred embodiment a system described 
herein includes: a user interface for inputting a query; and a 
processor for generating a query result. 
0026. In a preferred embodiment the method or system is 
applied to at least 50, 100, 500, 1,000, or 10,000 patients. 
0027. The invention includes computers, databases, and 
communication modules configured to implement the meth 
ods described herein. 

0028. In another aspect, the invention features a method or 
system for providing a drug, e.g., an anti-VLA-4 antibody to 
a patient, e.g., an MS patient. The method or system includes 
one or more of the following steps or elements: 
0029 (1) Enrollment of the patient and, optionally, the 
prescriber in the system. In a preferred embodiment, once the 
decision to prescribe is made, the prescriber and the patient 
complete and, optionally, sign or acknowledge, an enrollment 
form (forms, checklists and other documents referred to 
herein can individually or collectively be any of electronic, 
digital, or tangible, e.g., paper). The completed enrollment 
form is sent to the central administrator. 

0030 (2) Review of the enrollment information. The cen 
tral administrator reviews the completed enrollment form, 
enters the information from the form into the system (e.g., 
into a computerized database and generates an 'authoriza 
tion.” The authorization or approval can be, e.g., an electronic 
or paper “form', e.g., an authorization form. 
0031 (3) Communicate information to the treatment cen 

ter. The authorization, and optionally other information, e.g., 
from the authorization form generated in (2), is communi 
cated to the treatment site, e.g., an infusion site (as described 
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herein) and to the prescriber, e.g., by sending the authoriza 
tion form to both by, e.g., facsimile. 
0032 (4) Treatment site processing. When the patient 
arrives at the treatment site, e.g., infusion site, a review is 
conducted. Indication of the authorization, e.g., an authoriza 
tion form generated in (2), is necessary but not sufficient to 
allow treatment. In addition to confirming possession of a 
current authorization, the treatment site carries out a specific 
or preselected procedure, in which the patient is screened for 
eligibility to receive the drug. Thus, in addition to having a 
current authorization for treatment, a number of issues are 
resolved before the treatment site can treat the patient. An 
exemplary treatment site review is as follows: 
0033. Before the treatment site can administer the drug, it 
must check to see if the patient is currently authorized to 
receive the drug. This can be done by the treatment site 
referring to the patient's medical record and completing one 
or more, and preferably all of the following steps: 
0034 (a) If the patient did not receive his or her previous 
infusion, and physician clearance was required, the treatment 
site must confirm authorization from the prescriber before 
providing the current treatment; 
0035 (b) Confirm that the treatment site has a current 
“authorization' on file (if the information, e.g., an authoriza 
tion form, has been lost, the treatment site can contact the 
central administer for a replacement form): 
0036 (c) Confirm that the treatment site does not have a 
notice that the patient is no longer authorized, e.g., a Notice of 
Discontinuation (described herein) or similar form, on file; 
0037 (d) Provide the patient with information about the 
drug, e.g., provide a copy of a Patient Medication Guide 
(described herein) or a similar guide or information; 
0038 (e) An investigation of one or more predetermined 
matters must be made before treatment. These can include 
one or more of the following inquiries: 

0039 (i) Has the patient had worsening symptoms? 
0040 (ii) Does the patient have a contraindicated medi 
cal condition, e.g., one that can weaken the immune 
system? Examples are HIV infection or AIDS, leukemia 
or lymphoma, or an organ transplant. 

0041 (iii) Has the patient taken a contraindicated medi 
cation? 

If the patient answers “no to a predetermined set of these 
inquiries, e.g., 'no' to all of them, treatment can proceed. If 
the patient answers “yes” (or does not know the answer) to a 
preselected set, e.g., any one of these inquiries, the patient 
cannot be treated without override by the prescriber (or the 
prescriber's designee). In this case, the prescriber must be 
contacted for further instructions. After the treatment site 
discusses the findings with the patient's prescriber, the pre 
scriber can override and verbally instruct the treatment site to 
treat the patient. 
0042. In a preferred embodiment, the treatment site is 
required to send the central administrator notice that the pro 
cedure was complied with. E.g., any authorization by the 
prescriber must be documented. 
0043. In a preferred embodiment, step (4) includes sub 
steps (b) and (e). 
0044 (5) Reauthorization for treatment. The authorization 
lasts for a maximum of a preselected period. At preselected 
intervals, the central administrator will send the prescribera 
status form, e.g., a Patient Status Report and Reauthorization 
Questionnaire described herein, or a similar form. This form 
must be completed and entered into the system for further 
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treatment to occur. Exemplary questions on the status form 
can include, e.g., one or more of 

0.045 (a) Is the patient still under your care? 
0046) (b) Is the patient alive? 
0047 (c) Does the patient have an unwanted side effect 
of the drug, a contraindicated condition, or a contrain 
dicated treatment that you have not already reported to 
the central administrator? 

The prescriber must provide answers to these questions and 
recommend reauthorization for the treatment to continue. If 
reauthorization is given, the patient would then show up at the 
treatment site for his/her next treatment and be put through 
the Treatment Site Processing described in step (4) above. 
0048 (6) Controlled distribution system of the drug. Prior 
to each shipment of the drug, a distributor obtains a shipment 
authorization from the central administrator. The drug is 
shipped only to authorized treatment sites, e.g., infusion sites, 
designated by the central administrator. 
0049 (7) Training of treatment sites. The drug is shipped 
only to and administered only at authorized treatment sites, 
e.g., infusion sites. Authorized treatment sites are sites that 
have been trained by the central administrator, e.g., employ 
ees of the central administrator, on the known risks, potential 
benefits and appropriate use of the drug, using educational 
materials. The treatment sites must agree to comply with, e.g., 
one or more other requirements described herein. For 
example, before treatment, the treatment site will complete a 
checklist, e.g., a pre-treatment checklist described herein, and 
return the completed checklist to the central administrator, 
e.g., by mail, facsimile or computer. The central administrator 
then enters information from the checklist into the system. 
0050 (8) Enrollment of central pharmacy. Central phar 
macies that dispense the drug to authorized treatment sites are 
enrolled in a tracking system described herein. Central phar 
macies complete an enrollment form, which is returned to the 
central administrator. The central administrator enters infor 
mation from the enrollment form into the system, which 
generates an authorization for the central pharmacy, which 
includes, e.g., an authorization number and affiliated autho 
rized treatment sites. 
0051 (9) Tracking system. The central administrator sys 
tematically follows and actively solicits information on every 
patient that receives the drug regarding any adverse events, 
e.g., any adverse event described herein. In some embodi 
ments, the central administrator will send a status form to 
every prescriber for every patient regularly, e.g., every 2, 4, 6, 
8, 10 or 12 months. The central administrator will use the 
status forms to ascertain the vital status of the patient and the 
occurrence of adverse events and for the prescriber to reau 
thorize the patient to continue to receive the drug, e.g., for the 
next 6 months. The central administrator will enter the data 
from the status forms into the database whenever the central 
administrator receives a status form. 
0052. In a preferred embodiment a system described 
herein includes: a user interface for inputting a query; and a 
processor for generating a query result. 
0053. In a preferred embodiment the method or system is 
applied to at least 50, 100, 500, 1,000, or 10,000 patients. 
0054. In another aspect, the invention features, a database 
useful in a method of system described herein, e.g., a database 
containing one or more of the forms or elements of informa 
tion described herein, for each of a plurality of patients. 
0055. In a preferred embodiment the database is: disposed 
on tangible medium; disposed on a single unit of tangible 
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medium, e.g., on a single computer, or in a single paper 
document; provided on more than one unit of tangible 
medium, e.g., on more than one computer, in more than a 
single paper document, partly on a paper document and partly 
on computer readable medium; disposed on computer read 
able medium; disposed on traditional medium, e.g., paper, 
which is readable by a human without the use of a computer, 
e.g., a printed document, chart, table or card catalogue. 
0056 All patents, patent applications, and references are 
hereby incorporated by reference in their entireties. In the 
case of conflict, the present application controls. 
0057 The details of one or more embodiments of the 
invention are set forth in the accompanying drawings and the 
description below. Other features, objects, and advantages of 
the invention will be apparent from the description and draw 
ings, and from the claims. 

DESCRIPTION OF DRAWINGS 

0058 FIG. 1 is a schematic of a TYSABRIR) drug distri 
bution process. 
0059 FIG. 2 is a schematic of a shipping authorization 
process. 
0060 FIG. 3 is a schematic of an enrollment process for 
prescribers and patients. 
0061 FIG. 4 is a schematic of an infusion site enrollment 
process. 
0062 FIG. 5 is a schematic of a collection and tracking 
process for Pre-infusion Patient Checklist data. 
0063 FIG. 6 is a schematic of a central pharmacy enroll 
ment process. 
0064 FIG. 7 is a schematic of a TYSABRIR Patient Status 
Report and Reauthorization Questionnaire data collection 
process. 

0065 FIG. 8 is a schematic of data collection in TOUCH 
Prescribing Program. 
0066 FIG. 9 is a block diagram of computing devices and 
systems. 

DETAILED DESCRIPTION 

0067 Enrollment 
0068. In a preferred embodiment, the method includes 
enrollment of the patient and, optionally, the prescriber, in the 
system (referred to above as step (1)). 
0069. This process can begin with the patient and/or pre 
scriber providing information, e.g., by filling out a form, e.g., 
a paper or computerized form, e.g., a patient and prescriber 
form, e.g., the Prescriber/Patient Enrollment Form described 
herein. Examples of the information collected and of forms 
that can be used to collect the information are provided 
herein. 
0070 The patient and prescriber form can be supplied by 
the central administrator and is transmitted, e.g., by mail or 
computer network, to the prescriber. Both the prescriber and 
the patient review the form and optionally indicate assent or 
agreement by signing it (signing can be by traditional indica 
tion or electronically). Once the decision to prescribe is made, 
the prescriber and patient will complete and sign the form. 
After execution by the patient and the prescriber, the com 
pleted form is returned to the central administrator, e.g., by 
facsimile, computer or mail. Submission of the completed 
form to the central administrator registers the patient and the 
prescriber in the system. 
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0071. In a preferred embodiment, the patient, e.g., an MS 
patient, attests to one or more conditions set out herein. For 
example, the patient attests to one or more of the following: 

0.072 that he/she understands that the drug, e.g., an 
anti-VLA-4 antibody, e.g., TYSABRIR), is approved for, 
or only for, a specific condition, e.g., relapsing forms of 
multiple sclerosis (MS): 

0.073 that he/she has read a document that provides 
preselected information on the drug, e.g., the anti 
VLA-4 antibody, e.g., TYSABRIR) (an example is the 
Patient Medication Guide for TYSABRIOR) described 
herein); 

0.074 that he/she is aware that the drug, e.g., the anti 
VLA-4 antibody, e.g., TYSABRIR), is associated with a 
preselected risk, e.g., an increased risk of progressive 
multifocal leukoencephalopathy (PML), which results 
in an undesirable outcome, e.g., that usually causes dis 
ability and/or death and that is untreatable: 

0075 that he/she has discussed the risks and benefits of 
the drug, e.g., the anti-VLA-4 antibody, e.g., TYSA 
BRIR, with his/her physician; 

0076 that he/she understands that he/she should call 
his/her physician promptly to report any continuously 
worsening symptoms, e.g., those lasting over several 
days; 

0077 that he/she understands that in order to receive the 
drug, e.g., the anti-VLA-4 antibody, e.g., TYSABRIR), 
he/she will automatically be enrolled in a registry; 

0078 that he/she understands that the patient informa 
tion described herein may be provided treatment sites, 
e.g., infusion sites, other administration sites, or phar 
macies involved in his/her treatment; 

0079 that he/she understands that if he/she does not 
complete or sign this form, he/she will not be able to 
receive the drug, e.g., the anti-VLA-4 antibody, e.g., 
TYSABRICR); and 

0080 that he/she agrees to bring to each treatment, e.g., 
TYSABRICR) treatment, a list of all medications he/she 
has taken during the last month. 

I0081. In a preferred embodiment, the prescriber attests to 
one or more conditions set out herein. For example, the pre 
scriber attests to one or more of the following: 

0082 that he/she will provide the patient, e.g., an MS 
patient, with information about the drug, e.g., the Patient 
Medication Guide for TYSABRIR (described herein), 
will require the patient to read it and will discuss the 
known risks and potential benefits of the drug, e.g., the 
anti-VLA-4 antibody, e.g., TYSABRIR), with the 
patient; 

0.083 that he/she has read the full prescribing informa 
tion for the drug, e.g., the anti-VLA-4 antibody, e.g., 
TYSABRIR): 

0084 that he/she is aware that the drug, e.g., the anti 
VLA-4 antibody, e.g., TYSABRIR), increases the risk of 
a preselected disorder, e.g., in the case of TYSABRIR), 
that TYSABRIR) increases the risk of PML, which usu 
ally causes disability and/or death and that is untreat 
able; 

0085 that he/she understands that the drug, e.g., the 
anti-VLA-4 antibody, e.g., TYSABRIR), is indicated for 
a preselected purpose, e.g., in the case of TYSABRIR), it 
is indicated as a monotherapy for relapsing forms of MS; 

I0086 that he/she will promptly report any case of the 
preselected disorder to the central administrator, e.g., in 
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the case of TYSABRI(R) treatment, will report any case 
of PML to the central administrator, 

0087 that he/she has discussed the risks and benefits of 
the drug, e.g., the anti-VLA-4 antibody, e.g., TYSA 
BRIR, and has discussed other therapies, with the 
patient; 

I0088 that he/she has confirmed that the patient has the 
disorder, e.g. a relapsing form of MS, using preselected 
criteria, e.g., clinical and radiological criteria; 

I0089 that he/she confirms that the patient has no known 
contraindications to the drug, e.g., the anti-VLA-4 anti 
body, e.g., TYSABRIR): 

(0090 that he/she is not TYSABRIR), is not prescribing 
any antineoplastic, immunosuppressant, or immuno 
therapies (other than short courses of corticosteroids) 
concurrently with TYSABRIR): 

0091 that he/she has instructed the patient to promptly 
report to his/her prescriber any continuously worsening 
symptoms that persist over several days; 

0092 that he/she agrees to provide any information 
relating to this patient that may be necessary to assess the 
incidence of risk factors for the preselected disorder 
(PML in the case of TYSABRIR) and other adverse 
affects that may be associated with the treatment; 

0093 that he/she is able to diagnose and manage the 
preselected disorder (opportunistic infections and PML 
in the case of TYSABRIR), or is prepared to refer 
patients to specialists with these abilities: 

0094 that he/she agrees that this patient should be seen 
and evaluated at a preselected time after the first admin 
istration, periodically thereafter for as long as the patient 
receives the drug, and for at least a preselected number 
of months after the drug has been discontinued, e.g., in 
the case of TYSABRIR, agrees that this patient should 
be seen and evaluated 3 months after the first treatment, 
6 months after the first treatment, at least 6 months 
thereafter for as long as the patient receives TYSA 
BRIR), and for at least 6 months after TYSABRIR has 
been discontinued; 

0.095 that he/she will determine at a preselected inter 
Val whether this patient should continue on the drug and, 
if so, authorize treatment for a preselected period, e.g., in 
the case of TYSABRIR) treatment, will determine every 
6 months whether this patient should continue on 
TYSABRIR) and if so, authorize treatment every 6 
months; and 

0096 that he/she understands that the patient and the 
prescriber will be automatically enrolled in the registry. 

0097. The form can include a prescription for the drug. 
E.g., in the case of TYSABRIR), the form can include a 
preprinted TYSABRIR) prescription (1 vial; 12 refills; dose 
300 mg; directions: IV infusion per Prescribing Information 
every 4 weeks). The prescriber has the option of reducing the 
number of refills and/or the frequency of dosing on the form. 
It is the TYSABRIR Status Report and Reauthorization Pro 
cess (described herein) that controls on-going patient re-au 
thorizations, not the number of refills on the prescription. 
0098. The patient and prescriberform can also include one 
or more of the following: baseline demographic information 
Such as the patient's name, contact information, age, gender, 
and social security number; the prescriber's name; a diagno 
sis, e.g., in the case of TYSABRIR, a diagnosis of relapsing 
MS diagnosis; an indication of the most recent prior therapy, 
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e.g., in the case of TYSABRIR), the most recent prior MS 
therapy; and a Summary of prior exposure to the drug, e.g., 
TYSABRICR). 
0099 Review of Enrollment 
0100. In a preferred embodiment, the method includes a 
review of the patient and prescriberform and its entry into the 
system. This also includes the generation of an “approval 
(referred to as step (2) above). E.g., upon receipt at the central 
administrator, the patient and prescriber form is reviewed, 
information from it is entered into a computer, and an "autho 
rization form” and unique patient identifier are generated. 
This is described in the section below. 
0101. Upon receipt of the patient and prescriber form, the 
central administrator assigns a case manager to the patient, 
e.g., an MS patient. The central administrator confirms that 
the patient and the prescriber have properly executed the 
patient and prescriberform (and thereby attested to the items 
described above). After Such confirmation, a data entry per 
son enters information from specific fields on the patient and 
prescriber form into corresponding fields in a record in the 
computer. Entry of the correct response into a field is 
required—if such entry does not occur, the computer will not 
allow passage to the next field or phase of completion. The 
case manager may assist the data entry person in this phase. 
The case manager also matches the patient to a treatment site, 
e.g., an infusion site (this assignment is based on patient 
preference and insurance considerations but is not based on 
any medical consideration or judgment) and confirms that the 
treatment site is authorized. The computer generates a unique 
patient enrollment number for the patient. This number 
remains the same for the patient, even if the patient de-enrolls 
and Subsequently re-enrolls into the program. 
0102. A computer record is started for every patient and 
prescriber form received by the central administrator, even 
though some patient and prescriberforms may be defective in 
Some way and will not serve to make the patient eligible to 
receive drug and will not result in the generation of an autho 
rization form, e.g., a Notice of Patient Authorization Form 
described herein. 
0103) The patient and prescriber form may be defective 
because it lacks a relevant entry, e.g., the signature by the 
prescriber or patient, or because it includes additional infor 
mation not requested by the queries on the patient and pre 
scriber form. 
0104. The computer generates an authorization, e.g., the 
authorization form, e.g., the Notice of Patient Authorization 
Form, if, and only if, all fields on the patient and prescriber 
form are correctly completed (thus for each field on the 
patient and prescriber form, the relevant information must be 
entered into the corresponding “field in the computer). As 
discussed above, if a field is not correctly filled out in the 
computer, the computer will not generate an authorization 
form, e.g., a Notice of Patient Authorization Form. In this 
event, the central administrator will notify the prescriberand 
request a completed patient and prescriber form. The new 
patient and prescriber form will serve to reinitiate the proce 
dure from the beginning. 
0105. The data entry person will follow a standard-oper 
ating-procedure for dealing with patient and prescriberforms 
that include information other than that called for by the 
patient and prescriberform (e.g., the form includes handwrit 
ten or other attached information), referred to herein as 
“annotated patient and prescriberforms.” No approval will be 
generated for an annotated patient and prescriber form; 
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rather, the prescriber will be contacted and asked that a new 
properly completed patient and prescriber form be filled out 
and sent to the central administrator. The new patient and 
prescriber form will serve to reinitiate the procedure from the 
beginning. 
0106 When all data fields are entered successfully, the 
computer generates an authorization, e.g., a Notice of Patient 
Authorization Form. The authorization form can include a 
computer-generated patient enrollment number. 
0107 The computer will include records that correspond 

tO: 

0.108 (a) completed patient and prescriber forms: 
0109 (b) completed patient and prescriberforms where 
the patient has decided not to go forward with treatment; 
and 

0110 (c) incomplete, annotated or incorrectly 
answered patient and prescriber forms. 

0111 Records in category (c) will not result in the genera 
tion of an authorization form, e.g., a Notice of Patient Autho 
rization Form. 
0112. In the event that the patient changes prescribers, the 
patient and new prescriber will be required to complete a new 
patient and prescriber form. The central administrator will 
inform the treatment site of the change in prescriber. If the 
patient does not inform the central administrator of Such a 
change, this will be detected in a status form, e.g., the TYSA 
BRIR Patient Status Report and Reauthorization Question 
naire described herein. 
0113. In the event that the patient changes treatment sites, 
the central administrator will sendan, authorization form to 
the new treatment site and a discontinuation notice, e.g., a 
Notice of Discontinuation Form described herein, to the old 
treatment site. If the patient does not inform the central 
administrator of such a change, this will be detected by the 
central administrator when the new treatment site contacts, 
e.g., by telephone, the central administrator for approval, e.g., 
an authorization form, e.g., a Notice of Patient Authorization. 
The central administrator will update the treatment site data 
for the patient in the database and will provide an authoriza 
tion form to the new treatment site. 
0114 Ifa prescriberindicates that a patient is lost to follow 
up, the central administrator will attempt to contact the 
patient. If contact is successful and the patient wishes to 
continue treatment, the patient and the new prescriber must 
complete a new patient and prescriber form. Otherwise, the 
central administrator will communicate to the prescriber and 
to the treatment site that the patient is de-enrolled. 
0115 If a patient re-enrolls, the patient and prescriber 
must Submit a new patient and prescriber form. 
0116. The Treatment Site 
0117 Treatment site processing (referred to as step (4) 
above) is a critical step in many embodiments of the inven 
tion. As will be clear from the following discussion, the 
patient enrollment number found on the authorization form is 
necessary but not sufficient to allow treatment. In addition to 
confirming possession of a current authorization form and a 
patient enrollment number, the treatment site must carry out a 
specific procedure, in which a number of issues must be 
resolved before the treatment site can treat, e.g., treat the 
patient for MS. These steps are described below. One or more 
of the following steps can be performed. 

0118. The treatment site must confirm enrollment 
0119 Before the treatment site can administer the drug, it 
must check to see if the patient is currently authorized to 
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receive the drug, e.g., the anti-VLA-4 antibody, e.g., TYSA 
BRIR). This is performed by the treatment site's referring to 
the patient's medical record and completing the following 
steps: 

0120 (a) If the patient did not receive his/her previous 
treatment, and prescriber clearance was required, the 
treatment site must confirm authorization from the pre 
scriber before providing the current treatment; 

0121 (b) Confirm that it has a current authorization for 
the patient on file (in the case of TYSABRIR), this is a 
form which states that the authorization period is 6 
months from the first confirmed treatment). If the autho 
rization form has been lost, the treatment site can con 
tact, e.g., by telephone, the central administrator for a 
replacement authorization form); and 

0.122 (c) Confirm that it does not have a discontinuation 
notice on file. (If the central administrator learns that a 
patient is de-enrolled from a status form, e.g., the TYSA 
BRIR Patient Status Report and Reauthorization Ques 
tionnaire described herein, or otherwise from the 
patient, the central administrator sends, e.g., by fac 
simile, a discontinuation notice to the treatment site. The 
same information is also telephoned by the central 
administrator to the treatment site). 

0123. The treatment site must provide information 
about the drug 

0.124. The treatment site must provide the patient with 
information about the drug, e.g., written information, e.g., the 
Patient Medication Guide for TYSABRIR) described herein. 

0.125. The treatment site must conduct predetermined 
investigations prior to treatment, e.g., the investigations 
specified on a checklist, e.g., the Pre-infusion Checklist 
described herein. The checklist requires the treatment 
site ask the following questions of the patient: 
0.126 i. Over the past month, have you had any new 
or worsening medical problems (such as a new or 
Sudden change in your thinking, eyesight, balance, 
strength or other problems) that have persisted over 
several days? 

I0127 ii. Do you have a medical condition that can 
weaken your immune system, Such as HIV infection 
or AIDS, leukemia or lymphoma, or an organ trans 
plant, that may suggest that you body is not able to 
fight infections well? 

I0128 iii. In the past month, have you taken medicines 
to treat cancer or MS or any other medicines that 
weaken you immune system? (A list on the reverse 
side of the checklist is reviewed with the patient.) 

I0129 iv. In the past month, other than the treatment 
of a recent relapse, have you taken any of the follow 
ing medicines: Solu-MedrolR, methylprednisolone, 
Decadron R, desamethasone, Depo-MedrolR), pred 
nisone, or other steroid medicines? 

I0130. The patient must answer “Yes” or “No” to each of 
these questions. Based on the answers there are three possible 
outcomes: treatment, no treatment or treatment by prescriber 
“override'. 

0131 Treatment proceeds 
0.132. If the patent answers “No” to questions 1,2,3 and 
4 the patient can be treated. 

0.133 No treatment or treatment by prescriber “over 
ride' 

0.134. If the patent answers “Yes” (or does not know the 
answer) to any of 1, 2, 3, or 4 the patient cannot be 
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treated without override by the prescriber (or the pre 
scriber's designee). If the answer to any of these ques 
tions is “Yes”, the prescriber must be contacted for fur 
ther instructions. After the treatment site discusses the 
findings with the patient's prescriber, the prescriber can 
override and verbally instruct the treatment site to 
infuse. 

0135 The treatment site is required to send the central 
administrator a copy of the completed checklist, e.g., the 
Pre-infusion Checklist described herein. Any authorization 
by the prescriber must be documented. This will let the central 
administrator know if the patient was treated. The checklist 
will go into the database and be part of the patient's record in 
the database. In some embodiments, the checklist can be 
computerized, e.g., web-based, for electronic transmission to 
or electronic access by the central administrator. 
0136. If a treatment site does not comply with these 
requirements, the central administrator will send a warning 
letter to the treatment site. In the event of continuing non 
compliance, the central administrator will de-list the treat 
ment site and move the patients elsewhere. 
0.137 Reauthorization 
0.138. In a preferred embodiment, the method includes 
reauthorization for continued treatment, e.g., treatment of 
MS. For example, the approval provided by the authorization 
form can last for a maximum of six months. At six month 
intervals, the central administrator will send, e.g., by fac 
simile, the prescriber a status form, e.g., the TYSABRIR 
Patient Status Report and Reauthorization Questionnaire 
described herein. 
0.139. The prescriber is expected to complete the status 
form and to return it to the central administrator, e.g., by mail 
or facsimile. The information from the completed status form 
will be entered into the computer. In some embodiments, the 
status form can be computerized, e.g., web-based, for elec 
tronic transmission to or electronic access by the central 
administrator. If the prescriber does not make a timely reply, 
the central administrator will send two facsimiles and make 
multiple telephone calls to the treatment site. 
0140. The status form, e.g., the TYSABRIR Patient Status 
Report and Reauthorization Questionnaire, will ask the fol 
lowing: 

0141 A. Is the patient still under your care? 
0142 B. Is the patient alive? 
0.143 C. Does the patient have a preselected disorder, 
e.g., PML, that you have not already reported to the 
central administrator? 

0144. D. Has the patient been hospitalized for a con 
traindicated condition, e.g., an opportunistic infection 
that you have not already reported to the central admin 
istrator? 

0145 E. Is the patient currently receiving or has the 
patient received contraindicated treatment, e.g., inter 
mittent steroids for the treatment of MS relapse within 
the last 6 months? (If “Yes”, how many steroid treat 
ments?) 

0146 F. Is the patient currently receiving or has the 
patient received any immunomodulatory or immuno 
Suppressant products in the previous 6 months? (If 
“Yes”, indicate the specific drug and the number of 
uses.) 

0147 G. Do you reauthorize treatment for the next 6 
months? 

Jul. 28, 2011 

0.148. If the answer to Question A is “No”, the central 
administrator will send a new patient and prescriber form or 
will initiate the steps to discontinue the patient from treat 
ment. 

0149. If the answer to Question C or D is “Yes” or “Under 
investigation', the central administrator will contact the pre 
scriber to obtain information 
0150. If the answer to Question G is “No”, the central 
administrator will contact, e.g., by telephone, the treatment 
site, the patient, and the prescriber and make Sure they know 
the patient is de-enrolled. The central administrator will also 
send a discontinuation notice, e.g., a Discontinuation Notifi 
cation Form described herein, to the treatment site, the patient 
and the prescriber. 
0151. If the answer to Question G is “Yes”, and the 
answers to Questions C and D are “No”, the central admin 
istrator will send a new authorization form to the patient, the 
prescriber and treatment site. The patient would then show up 
at the treatment site for his/her next treatment and be put 
through the treatment site process described in step (4) above. 
0152 Controlled Distribution System 
0153. In a preferred embodiment, the method includes a 
controlled distribution system for the drug, e.g., TYSABRIR 
(referred to as step (6) above) to treat MS. Under the con 
trolled distribution system, distributors and pharmacies (e.g., 
specialty and central pharmacies described herein) will each 
be associated with authorized treatment sites. The distributors 
will sell the drug, e.g., the anti-VLA-4 antibody, e.g., TYSA 
BRIR, to customers, but will ship the drug only to authorized 
pharmacies (e.g., specialty and central pharmacies) or treat 
ment sites. The distributors or specialty pharmacies will ship 
the drug, e.g., the anti-VLA-4 antibody, e.g., TYSABRIR), 
only to authorized treatment sites or their affiliated central 
pharmacy designated by the central administrator. The dis 
tributors or specialty pharmacies must obtain shipment 
authorization, e.g., a shipment authorization code, from the 
central administrator prior to each shipment. 
0154) In a preferred embodiment, the method includes 
only a single distributor. 
0.155. In a preferred embodiment, the treatment site 
receives drug from one the following: 
0156 1. Directly from a distributor, which first obtains a 
shipment authorization from the central administrator, which 
then delivers the drug from its warehouse to the treatment site: 
0157 2. From a central pharmacy (described herein), 
which would obtain the drug from a distributor. The distribu 
tor first obtains a shipment authorization from the central 
administrator and then delivers the drug from its warehouse to 
the central pharmacy. The central pharmacy then dispenses 
the drug directly to the authorized treatment site; or 
0158. 3. From a specialty pharmacy (described herein), 
which would obtain the drug from a distributor. The distribu 
tor first obtains a shipment authorization from the central 
administrator and then delivers the drug from its warehouse to 
the specialty pharmacy. The specialty pharmacy would then 
obtain a shipment authorization from the central administra 
tor to dispense the drug to the treatment site. 
0159 Treatment Site Training 
0160. In a preferred embodiment, the method includes 
training of the treatment site, e.g., by the central administra 
tor, relevant to the treatment of MS with the drug. Prior to 
treatment site authorization, the central administrator will 
provide training, e.g., on the known risks, potential benefits, 
and appropriate use of the drug, e.g., the anti-VLA-4 anti 
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body, e.g., TYSABRIR). The central administrator can use 
training materials, e.g., educational materials on the drug 
and/or its administration. The central administrator will 
instruct the treatment sites to report adverse events to the 
central administrator. In preferred embodiments, the treat 
ment sites will be required to distribute information about the 
drug, e.g., the TYSABRIR) Medication Guide described 
herein, and to conduct one or more of a predetermined set of 
queries prior to treatment, e.g., to complete a pre-treatment 
checklist, e.g., a Pre-infusion Patient Checklist described 
herein. The treatment site will then send, e.g., by mail, fac 
simile, or computer, the completed pre-treatment checklist to 
the central administrator, e.g., within 4, 8, 12, 24, 48, or 72 
hours of the patient's visit, regardless of whether the drug was 
administered. 
0161. In some embodiments, the central administrator 
enters into the computer database information from the 
checklist, and the information will be linked to the patient, 
treatment site and prescriber data in the database. The central 
administrator will contact the treatment site, e.g., by tele 
phone, to follow-up on incomplete or illegible checklists. If a 
treatment site does not comply with these requirements, the 
central administrator will send a warning letter to the treat 
ment site. In the event of continuing non-compliance, the 
central administrator will de-list the treatment site and move 
the patients elsewhere, e.g., to another treatment site. 
(0162 Central Pharmacies 
0163. In some embodiments, the method includes enroll 
ment of central pharmacies (referred to as step (8) above). As 
described herein, central pharmacies are located within, e.g., 
a hospital, group practice or treatment site, and are affiliated 
with a treatment site. Central pharmacies store drug inventory 
and release it to a treatment site locally. 
0164. The central administrator will provide training to 
central pharmacies by providing educational materials, e.g., 
on the distribution system and inventory. The central phar 
macy will complete an enrollment form, e.g., the Central 
Pharmacy Enrollment Form described herein, and return it to 
the central administrator. The central administrator will enter 
the information from the enrollment form into the computer 
database, at which time an authorization number, e.g., a site 
authorization number described herein, is assigned to the 
central pharmacy. The central administrator will send, e.g., by 
facsimile or computer, an authorization, e.g., a site authori 
Zation form, e.g., a Site Authorization Confirmation 
described herein, to the central pharmacy. The site authoriza 
tion form includes an authorization number and a list of 
affiliated authorized treatment sites. 
(0165 Tracking 
0166 In some embodiments, the method provides for sys 
tematic tracking of all drug-treated patients. The central 
administrator will systematically follow and actively solicit 
information regarding the occurrence of any adverse event 
(e.g., PML and other serious opportunistic infections in the 
case of TYSABRIR) through a variety of mechanisms on 
every drug-treated patient in the US. For example: 

0.167 Through periodic collection, e.g., weekly, 
monthly, or semi-annually, of pre-treatment checklists 
described herein, the central administrator will track 
drug dosing on an up-to-date, individual patient basis. 

0.168. On the mandatory patient and prescriber form 
described herein, prescribers must attest to report to the 
central administrator any case of an adverse event (in the 
case of TYSABRIR, PML, other serious OI, or death). 
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0169. On the mandatory patient and prescriber form, 
patients must attest that they will report to their pre 
scriberany new or worsening symptoms that last several 
days, especially nervous symptoms. The drug informa 
tion, e.g., the TYSABRIR) Medication Guide, also pro 
vides these instructions to the patient. If the prescriber 
determines that the symptoms are related to PML (in the 
case of TYSABRIR), then the prescriber is obligated to 
report the case to the central administrator. 

0170 For additional diligence, the central administrator 
will actively query prescribers, e.g., every 1 month, e.g., 
every 2, 3, 4, 5, 6, 8, 10 or 12 months, on each of their 
patients regarding the occurrence of an adverse event (in 
the case of TYSABRIR), PML, other serious OI, or 
death) using a status form, e.g., the TYSABRIR) Patient 
Status Report and Reauthorization Questionnaire 
described herein. If a patient discontinues treatment, the 
central administrator will actively follow-up on the sta 
tus of such a patient. 

(0171 In some embodiments, the central administrator will 
send a status form, e.g., a TYSABRIR) Patient Status Report 
and Reauthorization Questionnaire, to every prescriber for 
every patient regularly, e.g., every 2, 4, 6, 8, 10 or 12 months. 
The central administrator will use the status forms to ascer 
tain the vital status of the patient and the occurrence of 
adverse events (e.g., PML or other serious OI in the case of 
TYSABRIR), and for the prescriberto reauthorize the patient 
to continue to receive the drug, e.g., for the next 6 months. For 
example, prescribers will be asked whether the patient is still 
under their care, whether the patient is alive, whether the 
patient has a diagnosis of PML or has been hospitalized for an 
opportunistic infection. In addition, the status form will ask 
whether the patient is receiving or has received within, e.g., 
the last 6 months any immunomodulatory or immunosup 
pressant therapies, whether the patient is currently or has 
received within, e.g., the last 6 months any systemic steroids, 
whether the patient has received intermittent steroids within, 
e.g., the last 6 months, and whether the prescriber is autho 
rizing the continuation of drug treatment in this patient, e.g., 
for the next 6 months. The central administrator will send the 
status form to the prescriber, e.g., via facsimile, mail or com 
puter, who will be expected to complete and return it to the 
central administrator, e.g., by facsimile, mail or computer. 
The central administrator will enter the data from the status 
forms into the database whenever the central administrator 
receives a status form. 

0172. The prescriber must reauthorize drug treatment for 
the patient, e.g., every 6 months using the status form, e.g., the 
TYSABRIR Patient Status Report and Reauthorization 
Questionnaire. All data fields on the status form must be 
completed and the answers appropriate. In addition, the pre 
scriber must authorize the continuation of the drug in order 
for the patient to continue to receive drug treatment. 
0173 An appropriately completed status form is a require 
ment for the patient to continue to receive drug treatment. In 
order for the prescriber to be able to complete this status form, 
the central administrator expects that the prescriber will have 
recently examined the patient. By requiring reauthorization 
for drug use through the use of this status form, the central 
administrator helps to facilitate close clinical follow-up of the 
patient by his/her prescriber, including patient-prescriber vis 
its, e.g., every 6 months. Upon reauthorization, an authoriza 
tion form, e.g., a Notice of Patient Authorization described 
herein, will be sent to the prescriber and the treatment site 
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with the new patient authorization period. Treatment site 
personnel will confirm that the patient is currently authorized 
prior to every treatment. 
0.174. In a preferred embodiment, the central administra 
tor will follow steps to determine whether a patient may have 
discontinued drug treatment. These include: 

0.175. A prescriber may complete send to the central 
administrator, e.g., by facsimile or computer, a form to 
discontinue the patient. 

0176 Through monthly collection of pre-treatment 
checklists, e.g., Pre-Infusion Patient Checklists, the cen 
tral administrator will track drug dosing on an individual 
patient basis. By diligently following-up on any missing 
pre-treatment checklists, the central administrator will 
identify any patient who has discontinued drug treat 
ment. 

0177. The central administrator will identify patient 
discontinuations through the status form, e.g., the 
TYSABRIR Patient Status Report and Reauthorization 
Questionnaire (e.g., if the prescriber does not authorize 
the continuation of drug treatment). 

0.178 The central administrator may also confirm 
patient discontinuations through spontaneous reporting 
by the patient, prescriber, or treatment site. 

EXAMPLES 

Example 1 

Controlled Distribution of TYSABRIR) for Relaps 
ing MS 

0179 The following example describes a plan for the con 
trolled distribution of TYSABRIR by Biogen Idec. Although 
the plan refers to Biogen Idec as the central administrator, it is 
applicable to any central administrator. Although the plan 
refers to TYSABRIR, the plan can be adapted to other drugs. 
Although the following plan includes many features, a plan 
may include all or a subset of these features as needed for a 
particular application. 

1. Risk Management Plan Background 
1.1 Overview 

0180 Biogen Idec (the Sponsor) has developed a compre 
hensive risk management plan (RiskMAP), consisting of both 
risk assessment and a risk minimization features. This docu 
ment outlines the goals, objectives, and processes of the 
revised TYSABRICR) RiskMAP based on discussions with the 
Agency and the recommendations of the Peripheral and Cen 
tral Nervous System Drugs Advisory Committee (Advisory 
Committee). The TYSABRI.R. RiskMAP is designed to pro 
mote informed risk-benefit decisions between prescribers and 
patients regarding the use of TYSABRIR) in relapsing mul 
tiple sclerosis (MS), to minimize morbidity and mortality due 
to progressive multifocal leukoencephalopathy (PML) 
through early detection with clinical vigilance, and to mini 
mize the risk of PML by treating patients who are not immu 
nocompromised and, consistent with the Prescribing Infor 
mation (PI), warning against concurrent use with 
antineoplastics, immunosuppressants or immunomodulators, 
Such as beta-interferons orglatirameracetate. In addition, the 
plan seeks to determine the incidence and risk factors for 
PML and other serious opportunistic infections (OI) in 
patients treated with TYSABRIR), as well as the overall safety 
of TYSABRIR in the clinical practice setting. 
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0181. This plan has been developed in collaboration with 
the FDA, in consideration of FDA's Guidance Document on 
this topic, and in consideration of the deliberations of the 
Advisory Committee. In addition, the Sponsor sought exten 
sive feedback from neurologists to obtain their recommenda 
tions on how best to minimize the risk of PML, and surveyed 
many neurologists, MS patients, infusion nurses, infusion 
sites, and central pharmacies regarding the feasibility of the 
plan. Biogen Idec has also developed a companion Quality 
Plan that outlines the monitoring of systems and compliance 
data generated by the RiskMAP. 
0182. The TOUCH (TYSABRIROutreach: Unified Com 
mitment to Health) Prescribing Program (Table 1) features, 
among other things: 

0183. Mandatory enrollment of all prescribers and 
patients into the TOUCH Prescribing Program, a regis 
try that provides diligent safety Surveillance and system 
atic tracking of all patients 

0.184 Mandatory training and enrollment of all infusion 
sites, and all central pharmacies affiliated with autho 
rized infusion sites, into the TOUCH Prescribing Pro 
gram. 

0185. Controlled distribution system for TYSABRIR 
so that TYSABRIR) is delivered to and administered 
only in authorized infusion sites 

0186. Mandatory completion of the Pre-Infusion 
Patient Checklist and distribution of the Medication 
Guide to each patient prior to each monthly TYSABRIR 
dose 

0187. Real-time submission of Pre-Infusion Patient 
Checklists to Biogen Idec to monitor infusion site com 
pliance and to track TYSABRI(R) dosing on a patient 
specific basis 

0188 Mandatory prescriber re-authorization of TYSA 
BRI(R) dosing for each patient every 6 months 

(0189 At the heart of the TOUCH Prescribing Program 
is an integrated, computerized, validated database that 
captures enrollment, patient tracking, and drug distribu 
tion data. 

TABLE 1 

TOUCH Program Elements 

ENROLLMENT TRACKING 

Patients Pre-Infusion Patient Checklists 
Physicians Patient Status Report and 
Infusion Sites 
Central Pharmacies 
Single Distributor 
s12 Specialty Pharmacies 

Reauthorization Questionnaires 
Patient Discontinuation Questionnaires 
Follow-Up of Checklists and 
Questionnaires 

(0190. The RiskMAP primarily seeks to minimize the risk 
of PML, a rare, but serious, adverse event without creating 
unintended consequences that may obstruct appropriate 
patient access to the potential significant benefits of TYSA 
BRIR). Once implemented, Biogen Idec will continue to 
assess the effectiveness of the RiskMAP and the information 
that it generates through a multi-disciplinary TYSABRIR 
Risk Management Review Committee, report the outcomes 
to FDA, and act promptly to revise and improve the plan, as 
necessary, in order to achieve its goals. 
1.2 Risk Management Goals 
0191 In consideration of FDA's risk management guid 
ance document, the TYSABRIRRiskMAP incorporates both 
risk minimization and risk assessment goals. The goals of risk 
minimization are: 
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0.192 To promote informed risk-benefit decisions 
regarding TYSABRIR use in MS patients. Prescribers 
and their patients should know that TYSABRI(R) is asso 
ciated with an increased risk of PML, which usually 
causes death or severe disability. Prescribers should also 
know that TYSABRIR) is indicated only for the treat 
ment of relapsing MS. 

(0193 To minimize the risk of PML. To the extent pos 
sible, based on currently available data, patients who are 
already at risk of developing PML should not receive 
TYSABRICR) treatment. Patients who are immunocom 
promised are at increased risk of developing PML and, 
consistent with the PI, generally should not receive 
TYSABRICR) treatment. In addition, based on limited 
data, use of TYSABRIR) in combination with antine 
oplastic, immunosuppressant or immunomodulatory 
agents may further increase the risk of PML compared to 
TYSABRIR) monotherapy. Thus, prescribers should 
know that TYSABRIR) should not be used concurrently 
with antineoplastics, immunosuppressants or immuno 
modulators. 

0194 To minimize death and disability due to PML. 
Although the data are limited, it is prudent to encourage 
early detection and immune-reconstitution in any 
patient who develops PML in order to potentially 
improve patient outcome. Thus, it is important that pre 
scribers know how to diagnose PML and know to with 
hold TYSABRIR) dosing immediately at the first signs 
or symptoms suggestive of PML. Patients should know 
to promptly report to their prescriber any continuously 
worsening nervous system symptoms lasting over sev 
eral days. 

0.195 The goals of risk assessment are: 
0196. To determine the incidence and risk factors for 
PML and other serious opportunistic infections with 
TYSABRIR treatment. Safety data from the TOUCH 
Prescribing Program will Support this goal, as will data 
from along-term observational study (TYSABRICR) Glo 
bal Observational Program in Safety (TYGRISI). 

(0197) To assess further the overall safety profile of 
TYSABRIR). Biogen Idec will continue to study the 
safety profile of TYSABRIR) beyond 2 years of dosing 
and in the clinical practice setting, the nature and inci 
dence of rare unanticipated adverse events, and the 
effect of TYSABRIR) on humoral and cell-mediated 
immunity. Safety data from the TOUCH Prescribing 
Program, TYGRIS, and TYSABRIR) clinical trials will 
Support this goal. 

1.3 Important Features of Medical Management of MS 
Patients 

0198 There are several important aspects about the medi 
cal management of patients with MS and the administration 
of TYSABRI(R) that allow for successful implementation of 
the Risk Minimization Action plan (RiskMAP). 
1. TYSABRIR) is Prescribed by Prescribers Who Specialize 
in the Care of Patients with MS. 
(0199. In the United States, patients with MS receive medi 
cal treatment by a relatively small group of physicians, pri 
marily neurologists. Approximately 6,000 physicians treat 
90% of patients with MS. This is in contrast to 170,000 family 
practitioners that treat primary care diseases in the US. Bio 
gen Idec has a dedicated force of physicians and sales repre 
sentatives that interact with neurologists and other healthcare 
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professionals who care for patients with MS. Consequently, 
Biogen Idec can readily reach nearly all prescribers who are 
expected to prescribe TYSABRIR). 
0200 Because PML is a disease of the central nervous 
system, the targeted prescribers of TYSABRIR) are also the 
best-qualified physicians to diagnose and manage PML. Neu 
rologists have the expertise to monitor Subjects for signs and 
symptoms indicative of PML and select appropriate diagnos 
tic tests to diagnose a patient with PML. 
2. Patients with Ms are Knowledgeable about their Treatment 
Options. 
0201 Patients with MS are generally a young, highly 
motivated patient population. In a recent survey, 94% to 99% 
of patients with MS were aware of their treatment options, 
including beta-interferons and glatiramer acetate (GA) (Bio 
gen Idec, data on file). During the period when TYSABRIR 
was available commercially, Biogen Idec found that 79% of 
patients with MS were aware of the introduction of TYSA 
BRIR). Also, Biogen Idec has sought feedback from patients 
with MS and found that the potential risk of PML with TYSA 
BRIR has been broadly disseminated in the MS community. 
Based on Biogen Idec's market research, patients with MS 
want to learn more about the risks of PML with TYSABRIR). 
3. Discussion of Risks and Benefits Associated with Ms 
Treatment is the Standard of Care in Neurology Practice. 
0202 Prescribing a disease-modifying treatment for a 
serious, disabling disease Such as MS is a carefully consid 
ered and deliberate decision. Based upon feedback from to 
neurologists and MS patients, this decision usually involves a 
detailed discussion between the prescriber and patient about 
the risks and benefits of available therapies. Some neurolo 
gists already use an informed-consent form prior to initiating 
therapy with an immunomodulatory agent such as interferon 
beta or glatiramer acetate. The TYSABRIR) risk minimiza 
tion strategy builds upon this existing decision-making pro 
CCSS, 

4. TYSABRIR) is Administered Monthly by Healthcare Pro 
fessionals in Infusion Sites. 

0203. In contrast to therapies that are self-administered in 
the patient's home, TYSABRIR) is administered intrave 
nously every month at an infusion site under the care and 
management of infusion nurses. This regulated, procedure 
oriented dispensing environment allows for monthly moni 
toring of patients for potential symptoms suggestive of PML 
and for effective dissemination of information on TYSA 
BRI(R) that reinforces appropriate use. 
(0204. The TOUCH Prescribing Program is designed to 
inform prescribers, infusion nurses, and MS patients about 
the risk of PML and how to minimize that risk. A RiskMAP 
system of mandatory enrollment of all prescribers and 
patients, controlled distribution of TYSABRIR, and admin 
istration of TYSABRIR) only in trained and authorized infu 
sion sites was developed to build upon the unique aspects of 
the medical management of MS patients and the administra 
tion of TYSABRICR). 

2. Controlled Distribution System for TYSABRIR 
0205 Biogen Idec and Elan have designed a controlled 
distribution system to deliver TYSABRIR) only to infusion 
sites (or, if appropriate, their affiliated central pharmacies) 
that have been trained by Biogen Idec or Elan personnel on 
the known risks and appropriate use of TYSABRIR), using 
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education tools 1, and have attested that they will follow the 
RiskMAP requirements (See Section 4.2 and 4.3). The con 
trolled distribution of TYSABRIR) will allow Biogen Idec 
and Elan to track TYSABRIR) shipments, i.e., the location 
and number of Vials shipped to infusion sites and central 
pharmacies. 

2.1 Distribution System Description 
0206 Under the controlled distribution plan, a single dis 

tributor, specialty pharmacies, and central pharmacies will 
each be associated with authorized infusion sites. Elan has 
contracted with a single distributor and will contract with a 
limited number of specialty pharmacies (s12) to distribute 
TYSABRIR) only to authorized infusion sites. The single 
distributor will sell TYSABRIR to its customers, but only 
ship product to authorized specialty pharmacies, central phar 
macies or infusion sites. 
0207. The single distributor and participating specialty 
pharmacies will be contractually obligated to follow Risk 
MAP requirements in order to purchase and distribute TYSA 
BRIR). The contracts will specify, among other requirements, 
that: 

(0208 TYSABRIR) will be shipped only to authorized 
infusion sites (or their authorized affiliated central phar 
macy) designated by Biogen Idec and Elan, either 
directly from the single distributor or through one of the 
specialty pharmacies. 

0209. A shipment authorization code must be obtained 
from Biogen Idec and Elan for each shipment prior to 
each shipment. 

0210 Specialty pharmacy providers are organizations that 
dispense specialty products, including injectable and infus 
ible therapies. Product is labeled with the patient's name, and 
is typically dispensed directly to an authorized infusion site 
(e.g., physicians office or other infusion site). 
0211 Central pharmacies are distinct from specialty phar 
macies. A central pharmacy is located withina hospital, group 
practice or infusion site, and is affiliated with an infusion site. 
The central pharmacy is responsible for purchasing, storing, 
and dispensing product to its affiliated infusion site. Biogen 
Idec will provide each authorized central pharmacy with a list 
of the authorized infusion sites to which it may release prod 
uct. The central pharmacy may only dispense product to these 
authorized sites and must maintain a TOUCH Central Phar 
macy Inventory Tracking Log. This log is meant to document 
each instance TYSABRI(R) is released by the central phar 
macy, including the number of vials released and the infusion 
site (including its unique Site Authorization Number) that 
received the product. The Central Pharmacy should retain its 
Inventory Tracking Logs for 5 years. 
As requested by the FDA, prior to distributing education materials relating to 
the RiskMAP, the Sponsorshall submit them for FDA review. 
2.2 Distribution System Process The TYSABRIR) shipment 
and authorization process is illustrated in FIG. 1. There are 
three ways in which an infusion site can receive product. A 
shipment authorization is required prior to shipment in each 
of these cases. 
0212 1. Infusion site obtains product directly from the 
single distributor. The single distributor would obtain a ship 
ment authorization from Biogen Idec and Elan, and deliver 
TYSABRIR directly from the single distributor warehouse to 
the infusion site. 
0213 2. Infusion site utilizes an affiliated central phar 
macy. The central pharmacy would obtain TYSABRIR) from 
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the single distributor. The single distributor would obtain a 
shipment authorization from Biogen Idec and Elan, and 
deliver TYSABRIR directly from the single distributor ware 
house to the central pharmacy. The central pharmacy will then 
dispense TYSABRIR) directly to the authorized infusion site. 
0214) 3. Infusion site obtains TYSABRIR) from a spe 
cialty pharmacy. The specialty pharmacy would obtain 
TYSABRIR) from the single distributor. The single distribu 
tor would obtain a shipment authorization from Biogen Idec 
and Elan, and deliver TYSABRIR) directly from the single 
distributor warehouse to the specialty pharmacy. The spe 
cialty pharmacy would then obtain a shipment authorization 
from Biogen Idec and Elan to dispense TYSABRIR to the 
infusion site. 

2.3 Shipment Authorization 

0215 Biogen Idec and Elan will permit TYSABRIR 
delivery only to authorized infusion sites and only in quanti 
ties justified by the number of authorized patients at the site. 
Biogen Idec will maintain the list of authorized sites (autho 
rized infusion sites and authorized central pharmacies) in the 
TOUCH database as described in Sections 4.4 and 5.2. An 
acceptable order quantity will be established on a site-by-site 
basis taking into account the amount of drug previously 
shipped to the site relative to the confirmed and expected 
demand from enrolled patients at the site. 
0216. As described in FIG. 2, when the single distributor 
receives an order from an infusion site, the single distributor 
would first confirm that the order quantity is less than the 
maximum acceptable order for that site. Then, the single 
distributor will access the TYSABRIdirect.com web site and 
enter the infusion site or central pharmacy address that 
TYSABRIR will be shipped to. The web site will access the 
TOUCH database and if the “ship to address that the single 
distributor entered matches an authorized infusion site (or 
affiliated authorized central pharmacy), a shipment authori 
zation code will be provided to the central distributor and will 
be captured in the TOUCH database. Specialty pharmacies 
follow the same process of authorization based on the “ship 
to address, but are not required to confirm order quantity 
because they only dispense on a per patient basis. The single 
distributor and SPPs must not ship TYSABRIR without a 
shipment authorization code. 

2.4 Shipping Data Provided by Single Distributor and Spe 
cialty Pharmacies 

0217. The single distributor and specialty pharmacies will 
be required to provide shipment authorization codes as well 
as other information critical to monitoring shipments to 
authorized infusion sites and inventory levels on a weekly 
basis to Biogen Idec and Elan, including: 

0218 Central Distributor information: unique identi 
fier, name, invoice number, location shipped from 

0219. SPP information: unique identifier, name, loca 
tion shipped from 

0220 Shipment information: quantity shipped, quan 
tity returned, date 

0221 Ship-to information: identifier, name, address, 
class of trade 
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0222 Shipment authorization code: as obtained from 
TOUCH database for each shipment 

2.5 Reconciliation of Shipping Addresses and Quantities 
0223 Biogen Idec and Elan will reconcile the shipping 
addresses that have received TYSABRIR) shipments against 
the list of authorized sites on an on-going basis. Biogen Idec 
will reconcile, at least monthly, the amount of drug shipped to 
each site compared to the expected Volume of infusions for 
that site. These site reconciliations will be conducted by ana 
lyzing beginning inventory balances, product shipped during 
the reconciliation period, product returns, and the number of 
confirmed patient infusions. Any discrepancies identified by 
this reconciliation would be flagged for further investigation. 
Such investigations could include for-cause audits of physical 
inventory on an as-needed basis to confirm that the calculated 
inventory level at a site is consistent with the actual inventory 
level. This combination of ongoing reconciliation and follow 
up investigations is intended to enable management of low 
inventory levels across the distribution system. 
0224 Reconciliations will also be performed with central 
pharmacy data. Product shipped into the Central Pharmacy 
will be reconciled against confirmed infusions of authorized 
patients at the affiliated authorized infusion sites, at least 
monthly. In addition, Biogen Idec will examine a sample of 
inventory tracking logs and reconcile them with shipping data 
to measure central pharmacy compliance. 

3 Mandatory Enrollment of Prescribers and Patients 
0225. A key feature of the RiskMAP is mandatory enroll 
mentofall prescribers and patients into the TOUCH Prescrib 
ing Program as a prerequisite to prescribing or receiving 
TYSABRIR) treatment. 

3.1 Prescriber/Patient Enrollment Form 

0226 Prescribers and patients must complete and sign a 
mandatory Prescriber/Patient Enrollment Form and send it to 
Biogen Idec prior to initiating TYSABRI(R) treatment. 
0227. The purpose of the Prescriber/Patient Enrollment 
Form is to help assure that (1) both the prescriber and patient 
are informed of the known risks of TYSABRIR), including the 
risk of PML, (2) TYSABRIR) is prescribed only for appro 
priate patients, and (3) that patients will be tracked longitu 
dinally for safety outcomes. 
0228. The Prescriber/Patient Enrollment Form will be 
used to collect baseline demographic information including 
the prescriber's name and contact information, patient's 
name, contact information, age, gender, social security num 
ber, relapsing MS diagnosis, most recent prior MS therapy: 
prior TYSABRIR) exposure; a TYSABRIR) prescription; and 
a Patient-Prescriber Acknowledgement. 
0229. The TYSABRI.R. prescription is pre-printed as a 300 
mg dose to be administered by IV infusion every 4 weeks, 
with 12 refills/doses. The prescriber has the option of reduc 
ing the number of refills and/or the frequency of dosing on the 
Enrollment form. Prescribers are able to de-enroll patients at 
any time, notwithstanding the number of refills indicated on 
this prescription. It is the TYSABRI(R) Status Report and 
Reauthorization process (described in Section 6.3 and 6.4) 
that controls on-going patient re-authorizations, not the num 
ber of refills on the prescription. 
0230 Biogen Idec will require that, prior to starting 
TYSABRIR treatment, the prescriber will provide the patient 
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with the TYSABRIR) Medication Guide, will require the 
patient to read it, and will discuss the known risks and poten 
tial benefits of TYSABRIR) with the patient. Once the deci 
sion to prescribe TYSABRIR) is made, the prescriber and 
patient will complete and sign the Prescriber/Patient Enroll 
ment Form. The completed and signed Enrollment Form must 
be faxed to Biogen Idec before the prescriber may prescribe 
TYSABRIR) and the patient may receive an infusion. Biogen 
Idec will have mail and fax options to send and receive forms. 
By signing the Enrollment Form, the patient and the pre 
scriber acknowledge the following: 
0231. Patient Acknowledgement 
0232) I acknowledge that: 
0233. TYSABRIR) is a medicine approved only to treat 
patients with relapsing forms of multiple sclerosis (MS). 

0234) TYSABRIR) is generally recommended for 
patients who have not been helped enoughby, or cannot 
tolerate other treatments for MS 

0235 I have talked to my doctor and understand the 
benefits and risks of TYSABRICR) treatment 

0236 TYSABRIR) increases your chance of getting a rare 
brain infection that usually causes death or severe disability. 

0237. This infection is called progressive multifocal 
leukoencephalopathy (PML). PML usually happens in 
people with weakened immune systems 

0238 No one can predict who will get PML. There is no 
known treatment, prevention, or cure for PML 

0239. My chance for getting PML may be higher if I am 
also being treated with other medicines that can weaken 
my immune system, including other MS treatments. 

0240 Even if I use TYSABRI.R) alone to treat my MS, it 
is not known if my chance forgetting PML will be lower. 
It is also not known if treatment for a long period of time 
with TYSABRIR) can increase my chance for PML 

0241 I should call my doctor right away if I get any new 
or worsening symptoms that last several days, especially 
nervous system symptoms. Some of these symptoms 
include a new or Sudden change in my thinking, eye 
sight, balance, or strength, but I should also report other 
new or worsening symptoms 

0242 To receive TYSABRIR, all patients must be autho 
rized in a special program called the TOUCH Prescribing 
Program. 

0243 The TOUCH Prescribing Program is run by the 
company that makes TYSABRIR). The company will 
collect information about my health at regular time peri 
ods. I cannot receive TYSABRIR) if I do not agree to 
follow the requirements of the TOUCH Prescribing Pro 
gram 

0244 I must notify the TOUCH Prescribing Program if 
I switch prescribers or infusion sites 

0245 I have received, read, and understand the Patient 
Medication Guide 

0246 I will bring to each TYSABRIR) infusionalist of 
all medicines and treatments that I have taken during the 
last month 

0247 Prescriber Acknowledgement 
0248 I acknowledge that: 

0249 I have read and understand the full Prescribing 
Information for TYSABRIR 

(0250) TYSABRIR) is indicated as monotherapy for 
relapsing forms of MS 

0251. This patient has a relapsing form of MS based on 
clinical and radiological evidence 
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(0252) TYSABRIR) increases the risk of progressive 
multifocal leukoencephalopathy (PML), an opportunis 
tic viral infection of the brain that usually leads to death 
or severe disability. Although the cases of PML were 
limited to patients with recent or concomitant exposure 
to immunomodulators or immunosuppressants, there 
were too few cases to rule out the possibility that PML 
may occur with TYSABRIR) monotherapy 

0253 I am able to diagnose and manage opportunistic 
infections and PML, or am prepared to refer patients to 
specialists with these abilities 

0254. Because TYSABRI(R) increases the risk of PML, 
it is generally recommended for patients who have had 
an inadequate response to, or are unable to tolerate, 
alternate MS therapies. I have discussed other MS treat 
ments with this patient 

(0255 TYSABRIR) is not ordinarily recommended for 
patients who are receiving chronic immunosuppressant 
or immunomodulatory therapy, or who are significantly 
immunocompromised from any other cause 

0256 This patient has no known contraindications to 
TYSABRIR treatment, including PML 

0257 I have instructed the patient to promptly report to 
me any continuously worsening symptoms that persist 
over several days 

0258. This patient should be seen and evaluated 3 
months after the first infusion, 6 months after the first 
infusion, at least every 6 months thereafter for as long as 
the patient receives TYSABRIR, and for at least 6 
months after TYSABRIR has been discontinued 

(0259. I will determine every 6 months whether this 
patient should continue on TYSABRIR) and if so, autho 
rize treatment every 6 months 

0260 I should report, as soon as possible, any case of 
PML, any hospitalization due to opportunistic infection, 
and any death to Biogen Idec 

0261 Data concerning this patient and me will be 
entered into the mandatory TOUCH Prescribing Pro 
gram. Biogen Idec requires my cooperation with peri 
odic data collection. Failure to provide the requested 
information or otherwise comply with the requirements 
of the TOUCH Prescribing Program may result in dis 
continuation of TYSABRIR treatment for this patient 
and forfeiture of my authorization to prescribe TYSA 
BRIOR) 

0262 I have received educational materials regarding 
the benefits and risks of TYSABRICR) treatment 

0263. I have, or another healthcare provider under my 
direction has, educated this patient on the benefits and 
risks of treatment with TYSABRIR), provided him or her 
with the Patient Medication Guide and Enrollment 
Form, instructed him or her to read these materials, and 
encouraged him or her to ask questions when consider 
ing TYSABRIR 

3.2 Enrollment Process for Prescribers and Patients 

0264 Biogen Idec will maintain the complete list of pre 
scribers and patients authorized in the TOUCH Prescribing 
Program in the TOUCH database. 
0265. As described in FIG. 3, Biogen Idec will review the 
submitted Prescriber/Patient Enrollment Form for complete 
ness and accuracy, and Verify that both the prescriber and the 
patient have signed the form. The prescriber and patient infor 
mation will be entered into the TOUCH database. Biogen 
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Idec will confirm the patient name, social security number (if 
provided) and date of birth against all current and previous 
patients in the database in order to avoid duplicate entries. At 
that time, a unique Patient Enrollment Number will be 
assigned to the patient in the TOUCH database, which should 
remain the same for that patient, even if the patient de-enrolls 
and Subsequently re-enrolls into the program. Biogen Idec 
will assign a case manager to the patient. Then Biogen Idec 
will match the patient to an authorized infusion site, or con 
firm that the infusion site to which the prescriber has referred 
the patient is authorized in the TOUCH Prescribing Program. 
0266 Biogen Idec will communicate initial patient enroll 
ment to both the infusion site and prescriber by means of a 
Notice of Patient Authorization fax. The infusion site will use 
this Notice of Patient Authorization to verify patient enroll 
ment in the TOUCH Prescribing Program before administer 
ing the first dose of TYSABRIR) to the patient. After the 
infusion site notifies Biogen Idec that the first dose has been 
administered (see Section 4.6), Biogen Idec will communi 
cate current patient enrollment status to both the infusion site 
and the prescriber by means of a second Notice of Patient 
Authorization fax. The patient authorization period stated on 
this second fax is 6 months from the first confirmed infusion. 
Both the start and stop date of the authorization period are 
noted on the fax. If an infusion site misplaces the Notice of 
Patient Authorization fax, they may call Biogen Idec at 1-800 
456-2255 and request a replacement Notice of Patient Autho 
rization fax. 
0267. The prescriber must complete and sign a new Pre 
scriber/Patient Enrollment Form for every patient of his or 
hers that enrolls into the TOUCH Prescribing Program. In 
addition, after a patient has authorized, the prescriber must 
reauthorize TYSABRIR use for that patient every 6 months, 
as described in Section 6.5. 

3.3 Process for Patients Who Change Prescribers 

0268 Patients attest on the Prescriber/Patient Enrollment 
Form that they will inform Biogen Idec when and if they 
change prescribers. The patient will be required to complete a 
new Prescriber/Patient Enrollment Form with the new pre 
scriber to ensure that the new prescriber is authorized in the 
TOUCH Prescribing Program, and that the patient and new 
prescriber have discussed the known risks and potential ben 
efits of TYSABRIR) treatment. Biogen Idec will then inform 
the infusion site of the change in prescriber. If a patient does 
not inform Biogen Idec when he/she changes prescribers, 
Biogen Idec will obtain this information during the TYSA 
BRIR Patient Status Report and Reauthorization Question 
naire process (see Section 6.3). 

3.4 Process for Patients Who Change Infusion Sites 

0269 Patients attest on the Prescriber/Patient Enrollment 
Form that they will inform Biogen Idec if they change infu 
sion sites. If a patient changes infusion sites, Biogen Idec will 
verify that the new infusion site is authorized in the TOUCH 
Prescribing Program and then Biogen Idec will send a Notice 
of Patient Authorization fax with the patient's enrollment 
number and authorization period to the new infusion site and 
the prescriber. Biogen Idec will send Notice of Discontinua 
tion to the previous infusion site stating that the patient is no 
longer eligible to receive treatment at that site. In the event 
that the patient changes infusion sites and does not inform 
Biogen Idec, Biogen Idec will identify this information when 
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the new infusion site contacts Biogen Idec to obtain the 
Notice of Patient Authorization. Upon notice of the new infu 
sion site, Biogen Idec will update the infusion site data linked 
to the patient in the TOUCH database and provide the new 
infusion site with the Notice of Patient Authorization Fax. 

3.5 Process for Patients Who are Hospitalized 
0270. If a patient is hospitalized and due for his or her next 
infusion, the patient may receive TYSABRIR) at an autho 
rized infusion site within the hospital if medically appropri 
ate. The patient must be physically moved to the authorized 
infusion site to receive TYSABRICR) under the care of the 
trained personnel who will administer the infusion. The 
authorized infusion site will contact Biogen Idec to obtain the 
Notice of Patient Authorization for that patient. If the hospital 
does not have an authorized infusion site, the infusion should 
be deferred until the patient is discharged and able to return to 
his or her usual authorized infusion site. 
3.6 Prescriber De-Enrollment from the TOUCH Prescribing 
Program 
0271. By signing the Prescriber/Patient Enrollment Form, 
prescribers will acknowledge that a significant pattern of 
non-compliance with the requirements of the RiskMAP may 
result in his or her de-enrollment from the TOUCH Prescrib 
ing Program and forfeiture of authorization to prescribe 
TYSABRIR). Affected patients will be directed to other 
authorized prescribers in the area; if this is not possible, then 
the affected patients could potentially be de-authorized as 
well (see Section 10.3.2) 
3.7 Patient Discontinuation from the TOUCH Prescribing 
Program 
(0272. If a patient discontinues TYSABRIR) treatment as 
indicated on the TYSABRI.R. Patient Status Report and Reau 
thorization Questionnaire (described in Section 6.4), or by 
notifying Biogen Idec, Biogen Idec will call the infusion site, 
communicate the patient's discontinuation, confirm the 
patient is not scheduled for future TYSABRIR) infusions and 
send a Notice of Discontinuation to the prescriber, patient and 
infusion site stating that the patient is no longer authorized in 
the TOUCH Prescribing Program, and is not authorized to 
continue TYSABRICR) treatment. Biogen Idec will document 
these calls to the infusion site. 
0273. If a prescriber indicates that a patient is lost to fol 
low-up, Biogen Idec will attempt to contact that patient. If the 
patient plans to continue TYSABRIR-treatment, he/she will 
be instructed to contact his or her new prescriber to complete 
a new Prescriber/Patient Enrollment form. If this new Pre 
scriber/Patient Enrollment form is not completed, Biogen 
Idec will communicate to the prescriber, patient and infusion 
site that the patient is no longer authorized in the TOUCH 
Prescribing Program, and is not authorized to continue 
TYSABRIR treatment. If Biogen Idec is unable to contact the 
patient, we will communicate to the prescriber and infusion 
site that the patient is no longer authorized to receive TYSA 
BRIR) treatment (see Section 10.3.2). 
0274 Prescribers will be required to complete a Patient 
Discontinuation Questionnaire when a patient discontinues 
TYSABRIR) and 6 months after the patient discontinues 
TYSABRIR), as outlined in Section 6.8. 
3.8 Re-Enrollment into the TOUCH Prescribing Program 
0275 A patient who is interested in re-starting TYSA 
BRIR treatment is required to complete a new Prescriber/ 
Patient Enrollment Form with his or her prescriber. Biogen 
Idec will follow the same enrollment processes to assist the 
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patient in starting therapy. The patient will have the same 
unique Patient Enrollment Number as before, so that Biogen 
Idec can measure each patient's exposure to TYSABRIR) over 
time. Therefore, the patient's new enrollment is linked to his 
or her prior enrollment, and Biogen Idec will be able to 
measure a patient's TYSABRIR) exposure over time, or dur 
ing a particular enrollment period. 

4 Mandatory Training and Enrollment of Infusion Sites 
(0276 TYSABRIR) will be shipped only to and adminis 
tered only at infusion sites authorized in the TOUCH Pre 
scribing Program. Authorized infusion sites are sites that have 
been trained by Biogen Idec and Elan on the known risks, 
potential benefits and appropriate use of TYSABRIR, using 
educational materials. The infusion sites must also agree to 
comply with the RiskMAP requirements. 

4.1 Criteria for Selection of Infusion Sites 

0277 Biogen Idec estimates that, after completion of the 
infusion site training, approximately 2,000 infusion sites will 
become authorized to administer TYSABRIR). An infusion 
site can be located in a hospital, a stand-alone clinic, or a 
physicians office. Infusion sites will be selected based on 
capability to execute the required RiskMAP activities, as well 
as patient need and geography. Biogen Idec and Elan will try 
to assure that each geographic region has an adequate number 
of authorized infusion sites to provide appropriate patients 
access to TYSABRIR therapy. 

4.2 Training of Infusion Sites 
0278 Biogen Idec and Elan representatives will visit infu 
sion sites, prior to their authorization, and provide training on 
the known risks, potential benefits, and appropriate use of 
TYSABRI(R) using the various TOUCH documents, includ 
ing TOUCHEducation Slide Set, Pre-infusion Patient Check 
list, and Medication Guide. Infusion sites will be instructed 
that healthcare providers should promptly report serious 
adverse events to Biogen Idec. Infusion sites will be required 
to distribute the TYSABRIRMedication Guide and complete 
a Pre-infusion Patient Checklist for each patient prior to each 
monthly infusion and forward the Pre-infusion Patient 
Checklist including the date of infusion to Biogen Idec. 

4.3 Infusion Site Enrollment Form 

(0279. To enroll in the TOUCH Prescribing Program, the 
infusion site completes and signs the Infusion Site Enroll 
ment Form. The infusion site will designate a person with 
appropriate authority to sign the Infusion Site Enrollment 
Form on behalf of the infusion site. The infusion site must 
acknowledge the following: 
0280 Infusion Site Acknowledgement 

0281. A representative of Biogen Idec or Elan Pharma 
ceuticals, Inc. has provided training and education mate 
rials on the TOUCH Prescribing Program 

0282) TYSABRIR) will be administered only to patients 
who are enrolled in the TOUCH Prescribing Program 

0283. Only currently authorized patients will receive 
TYSABRIR). Authorization is confirmed by ensuring 
that there is a current Notice of Patient Authorization on 
file and that the site has not received a Notice of Patient 
Discontinuation. 

0284. Each patient will receive a copy of the TYSA 
BRIR Patient Medication Guide prior to each infusion 
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0285 ATYSABRIR Pre-infusion Patient Checklist must 
be completed for every patient scheduled to receive TYSA 
BRIR). The Pre-infusion Patient Checklist must be faxed to 
Biogen Idec within 1 business day of patient visit, and a copy 
placed in the patient's medical record 

0286 I understand that, per the requirements of the 
TOUCH Prescribing Program, this infusion site may be 
audited by the Food and Drug Administration (FDA), 
Biogen Idec, Elan Pharmaceuticals, Inc., and/or a third 
party designated by the FDA, Biogen Idec, or Elan Phar 
maceuticals, Inc. 

0287. Noncompliance with the requirements of the 
TOUCH Prescribing Program will result in de-enroll 
ment of the infusion site and forfeiture of the authoriza 
tion to infuse TYSABRIR) 

0288. After completing and signing the Infusion Site 
Enrollment Form, the infusion site faxes it to Biogen Idec. 

4.4 Infusion Site Enrollment Process 

0289 Biogen Idec will maintain the complete list of 
authorized infusion sites in the TOUCH database. 
0290. As described in FIG. 4, when Biogen Idec receives 
the Infusion Site Enrollment Form, Biogen Idec will verify 
that the form is complete, accurate and signed. Then Biogen 
Idec will enter the infusion site information into the TOUCH 
database, thus initiating enrollment and authorization of the 
infusion site in the TOUCH Prescribing Program. At that 
time, a unique Site Authorization Number will be assigned to 
the infusion site in the TOUCH database and Biogen Idec will 
fax a Site Authorization Confirmation. The infusion site will 
be instructed to use the Site Authorization Number when 
ordering TYSABRIR). If an infusion site misplaces the Site 
Authorization Confirmation fax, the site may call Biogen Idec 
at 1-800-456-2255 to request a copy. 

4.5 Pre-Infusion Patient Checklists 

0291 Prior to each infusion, an authorized infusion site 
must verify the patient is currently authorized to receive 
TYSABRICR) treatment from the medical record. In order to 
do this, the site must refer to the patient's medical record and 
complete the following steps prior to every infusion. 

0292 1. If the patient did not receive his or her previous 
infusion, and physician clearance was required, the site 
must confirm authorization from the prescriber before 
providing the current infusion. 

0293 2. Confirm that there is a current Notice of Patient 
Authorization on file and verify the infusion is within the 
current authorization period. 

0294 3. Confirm there is not a Notice of Discontinua 
tion on file. As stated previously in Section 3.7, if the 
patient discontinues TYSABRI(R), Biogen Idec will call 
the infusion site, communicate discontinuation, confirm 
the patient is not scheduled for future TYSABRIR) infu 
sions and send a Notice of Discontinuation to the pre 
scriber, patient and infusion site stating that the patientis 
no longer authorized in the TOUCH Prescribing Pro 
gram, and is not authorized to continue TYSABRIR 
treatment. Biogen Idec will document these calls to the 
infusion site. 

0295 Only if the patient is authorized to receive TYSA 
BRIR), the site next provides the patient with the TYSABRIR 
Medication Guide, gives the patient time to read the Medica 
tion Guide, and completes the Pre-Infusion Patient Checklist. 
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0296 Infusion nurses will be instructed to complete the 
Pre-infusion Patient Checklist for each patient prior to each 
TYSABRICR) infusion. 
0297. In order to assure that patient care is not jeopardized 
due to late communication of reauthorization, infusion sites 
will be allowed to provide one infusion past the authorization 
date. If a patient presents outside of the authorized period, the 
infusion site is required to call Biogen Idec. Biogen Idec will 
record all infusions that take place during this period. 
0298. The Pre-infusion Patient Checklist is designed to 
minimize inappropriate use of TYSABRIR) and to facilitate 
early detection of worsening neurological symptoms that 
might be indicative of PML through regular, monthly assess 
ments by infusion nurses at infusion sites. Using the Pre 
Infusion Checklist, the infusion nurse is instructed to ask the 
following questions to the patient: 
0299 Pre-Infusion Patient Checklist Questions: 

0300 1. Over the past month, have you had any new or 
worsening medical problems (such as a new or Sudden 
change in your thinking, eyesight, balance, strength, or 
other problems) that have persisted over several days? 

0301 2. Do you have a medical condition that can 
weaken your immune system, such as HIV infection or 
AIDS, leukemia or lymphoma, or an organ transplant, 
that may suggest that your body is not able to fight 
infections well? 

0302) 3. In the past month, have you taken medicines to 
treat cancer or MS or any other medicines that weaken 
your immune system? (Review the list on the reverse 
side with the patient.) 

0303 4. In the past month, other than for the treatment 
of a recent relapse, have you taken any of the following 
medicines: Solu-MedrolR, methylprednisolone, Decad 
ron R, dexamethasone, Depo-MedrolR), prednisone, or 
other steroid medicines? 

0304. If the patient answers NO to questions 1, 2, 3, and 4, 
the patient may be infused. If the patient answers YES (or the 
patient does not know the answer) to any of questions 1, 2, 3, 
or 4, then the patient should not be infused at that time, and the 
prescriber should be contacted for further instructions. After 
the infusion nurse discusses the findings with the patient's 
prescriber, the prescriber may give authorization to proceed 
with the infusion. Otherwise, the infusion must not be given 
and the patient must be promptly referred to their prescriber 
for further evaluation. The infusion nurse must document if 
authorization was given, and for all patients, the infusion 
nurse will document whether or not the patient was infused. 
The Pre-Infusion Patient Checklist must be faxed to Biogen 
Idec regardless of whether or not the patient received the 
infusion. 
0305 Thus, the Pre-Infusion Patient Checklist is designed 
to trigger a neurologist's consultation if the patient reports 
any worsening neurological symptoms lasting several days, if 
the patient reports any medical condition that may lead to an 
immunocompromised State (e.g., HIV infection), or if the 
patient reports receiving any concurrent immunomodulatory 
or immunosuppressant therapies, or steroid use. 

4.6 Real-Time Centralized Collection and Tracking of Pre 
Infusion Patient Checklists 

0306 So that the Sponsor may monitor infusion site com 
pliance with completion of the Pre-Infusion Patient Checklist 
and track infusions on a real-time, patient-specific basis, the 
infusion site must fax the Pre-Infusion Patient Checklist to 
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Biogen Idec within 1 business day after the patient’s infusion 
visit, whether the patient received the TYSABRIR) infusion 
Or not. 

0307 As described in FIG. 5, the Pre-Infusion Patient 
Checklist data will be entered into the TOUCH database 
whenever Biogen Idec receives a Pre-Infusion Patient Check 
list. The Pre-Infusion Patient Checklist data will be linked to 
the patient, infusion site and prescriber data in the TOUCH 
database. A history of Pre-Infusion Patient Checklist data will 
be tracked for each patient, each infusion site and each pre 
scriber. 
0308. In a later phase of the program, infusion sites may be 
able to use a web-based system to directly enter the Pre 
Infusion Patient Checklist data into the TOUCH database, or 
continue to fax to Biogen Idec. This web-based system may 
simplify monitoring of compliance with the TOUCH Pre 
scribing Program and tracking of individual patient dosing. 
4.7 Diligence with Follow-Up of Missing Pre-Infusion 
Patient Checklists 
0309 Biogen Idec will make diligent efforts to obtain a 
completed Pre-Infusion Patient Checklist from every infu 
sion site on every patient every month. 
0310. The Pre-Infusion Patient Checklist asks for the next 
scheduled infusion date, which will assist Biogen Idec in 
targeting when the next infusion will be given. If a date of next 
infusion is provided, Biogen Idec will follow-up on a missing 
Pre-Infusion Patient Checklist 3 days after that date. 
0311. If this next scheduled infusion date field is left 
blank, Biogen Idec will follow-up with the infusion site 45 
days after the previous infusion, based on the following 
assumptions. The TYSABRIR approved PI will indicate that 
infusions are administered every 4 weeks. Assuming a 14-day 
window to allow for patient Scheduling variation and an addi 
tional 3 days for variability surrounding the infusion site 
submission of the completed Pre-Infusion Patient Checklist, 
Biogen Idec expects to receive almost all completed Pre 
Infusion Patient Checklists within 45 days after the previous 
infusion. If the Pre-Infusion Patient Checklist has not been 
submitted within this timeframe, Biogen Idec will telephone 
the infusion site in order to determine whether: 

0312 1. The patient has received a TYSABRIR) infu 
sion but the infusion site has not yet submitted the Pre 
Infusion Patient Checklist, OR 

0313 2. The infusion appointment is scheduled to occur 
shortly, OR 

0314 3. The patient did not come to his or her scheduled 
infusion appointment 

0315. In the case of (1), Biogen Idec will request that the 
infusion site send in the completed checklist and will remind 
the infusion site that a checklist must be completed on every 
patient before every dose and promptly submitted to Biogen 
Idec. Significant non-compliance on the part of the infusion 
site may result in de-enrollment of the infusion site and for 
feiture of the authorization to administer TYSABRIR (see 
Section 10.3.2 for De-Enrollment Process). 
0316. In the case of (3), Biogen Idec will contact the 
prescriber to determine whether the patient is alive, whether 
the patient is receiving TYSABRIR), and whether the patient 
has developed PML or other serious OI. If attempts to obtain 
information from the prescriber are unsuccessful, then Bio 
genIdec will attempt to contact the patient directly in order to 
determine if the patient is alive, whether the patient is on 
TYSABRIR treatment, whether the patient has been hospi 
talized, and to remind the patient to contact his or her pre 
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scriber. If the patient has died, has PML, or other serious OI. 
or has been hospitalized, the Biogen Idec Drug Safety will 
diligently investigate the case and report to the FDA as appro 
priate. 
0317. If after these attempts, Biogen Idec is unable to 
reach the patient, then Biogen Idec will follow the Patient 
Discontinuation process outlined in Section 3.7. Significant 
non-compliance with these requirements on the part of the 
prescriber may result in de-enrollment of the prescriber and 
forfeiture of the authorization to prescribe TYSABRIR, after 
review by the TYSABRIR) Compliance Review Committee 
(See Section 10.3.2). Affected patients will be directed to 
other authorized prescribers in the area; if this is not possible, 
then the affected patients could potentially be de-authorized 
as well. Similarly, a persistent pattern of non-compliance on 
the part of the infusion site may result in de-enrollment of the 
infusion site and forfeiture of the authorization to administer 
TYSABRIR, after review by the Compliance Review Com 
mittee (described in Section 10.1 and 10.3.2). 
0318. If the patient has discontinued TYSABRIR, Biogen 
Idec will follow the Patient Discontinuation process outlined 
in Section 3.7. Biogen Idec will then contact the prescriber 6 
months later to complete a TYSABRIR) Discontinuation 
Questionnaire to obtain the final safety follow-up on the 
patient (described in Section 6.8). 
0319 Consistent with the PI, the Sponsor recommends 
that TYSABRIR) be administered every 4 weeks (28 days). 
TYSABRIR) clinical trials permitted dosing within +/-5 days 
of the 28-day dosing interval. 

4.8 Follow-Up of Pre-Infusion Patient Checklist Findings 
0320 Biogen Idec intends to follow-up on certain findings 
on the Pre-Infusion Patient Checklists. When Biogen Idec 
receives a completed Pre-Infusion Patient Checklist, Biogen 
Idec will review the data on the Checklist. Biogen Idec will 
call the infusion site to follow-up on incomplete or illegible 
forms. The Sponsor will follow-up within two business days 
to obtain this information. 
0321) If Biogen Idec receives a checklist in which the 
infusion site did not provide the Medication Guide, and/or 
confirm the patient's enrollment status, and the patient was 
infused, Biogen Idec will send a fax to the infusion site 
instructing the site of these requirements prior to every infu 
Sion. In addition, in other cases of infusion site non-compli 
ance (e.g., the answer to Question 1, 2, 3, or 4 was YES, the 
patient was infused but the prescriber did not approve the 
infusion), Biogen Idec will contact the site to re-enforce its 
TOUCH Prescribing Program obligations with respect to the 
Pre-Infusion Patient Checklist. 
0322. As discussed during the Advisory Committee meet 
ing, Biogen Idec expects that a high proportion of Submitted 
Pre-Infusion Patient Checklists will contain reports of “wors 
ening symptoms” that are in fact, MS-related symptoms, 
including relapses. The Pre-Infusion Patient Checklist is 
designed to trigger prescriber consultation in the event that 
the patient reports such symptoms and in turn, prescribers are 
required to report any case of PML to Biogen Idec promptly. 
Therefore, Biogen Idec will notify the prescriber in the event 
that the answer to Questions 1, 2, 3, or 4 is YES and the form 
indicates that the infusion site did not notify the prescriber. 
Under these circumstances, Biogen Idec will contact the pre 
scriber and inform him/her of the findings and recommend 
further evaluation, if justified (see Section 10.2.5). In addi 
tion, the checklist prompts infusion personnel to refer to the 
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previous checklist prior to an infusion. If the previous check 
list notes that follow-up with the prescriber was required, 
infusion site personnel must confirm authorization from the 
prescriber was obtained prior to providing the current infu 
Sion. 
0323 Because PML is a rare event and because neurologi 
cal symptoms are common in MS patients, it is likely that the 
Pre-Infusion Patient Checklist will have a low “signal to 
noise' ratio with respect to worsening neurological Symp 
toms indicative of PML. In light of this, Biogen Idec is pro 
posing an aggressive approach to follow-up on a single miss 
ing Pre-Infusion Patient Checklist, as a missing checklist may 
be more likely to be indicative of a prolonged dose Suspension 
in the setting of PML or another serious adverse event (see 
Section 4.7). 

5 Mandatory Enrollment of Central Pharmacies 
0324 Central pharmacies that dispense TYSABRIR to 
authorized infusion sites must also enroll in the TOUCH 
Prescribing Program. Note that central pharmacies are dis 
tinct from specialty pharmacies described in Section 2. Cen 
tral pharmacies are located within a hospital, group practice, 
or infusion site, and areaffiliated with an infusion site (i.e., the 
central pharmacy stores product inventory and releases it to 
an infusion site locally). Retail pharmacies and wholesalers 
are excluded from holding and dispensing TYSABRIR). 

5.1 Central Pharmacy Enrollment Form 
0325 Biogen Idec or Elan will provide training to central 
pharmacies by providing the various TOUCH Prescribing 
Program educational materials, including the TOUCH Pre 
scribing Program Slide Set and Inventory Log. The central 
pharmacy will designate a person with appropriate authority 
to sign the Central Pharmacy Enrollment Form on behalf of 
the central pharmacy. By signing the form, central pharma 
cies acknowledge the following: 
0326 Central Pharmacy Acknowledgement 
0327. The central pharmacy acknowledges that: 

0328. A representative of Biogen Idec or Elan Pharma 
ceuticals, Inc. has provided training and educational 
materials on the TOUCH Prescribing Program 

0329 Central pharmacies may dispense TYSABRIR) 
only to authorized infusion sites 

0330. The TYSABRIR Inventory Tracking Log must 
be completed for every dose of TYSABRIR) dispensed 
to authorized infusion sites. Inventory Tracking logs 
must be kept for at least 5 years from the date of the final 
log entry. 

0331 I understand that, per the requirements of the 
TOUCH Prescribing Program, this central pharmacy 
may be audited by the Food and Drug Administration 
(FDA), Biogen Idec, Elan Pharmaceuticals, Inc., and/or 
a third party designated by the FDA, Biogen Idec, or 
Elan Pharmaceuticals, Inc. 

0332. Noncompliance with the requirements of the 
TOUCH Prescribing Program may result in de-enroll 
ment of the central pharmacy and forfeiture of the autho 
rization to dispense TYSABRIR 

0333. The completed and signed form must be faxed to 
Biogen Idec. 

5.2 Central Pharmacy Enrollment Process 
0334 Biogen Idec will maintain the complete list of 
authorized central pharmacies in the TOUCH database. As 
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described in FIG. 6, these pharmacies will be entered into the 
TOUCH database when Biogen Idec receives a properly com 
pleted Central Pharmacy Enrollment Form. At that time, a 
unique Site Authorization Number will be assigned to the 
central pharmacy in the TOUCH database. Biogen Idec will 
fax the Central Pharmacy a Site Authorization Confirmation, 
which includes an Site Authorization Number, and a list of 
affiliated authorized infusion sites. This Site Authorization 
Number will be used by the central pharmacy to order TYSA 
BRIR). If a Central Pharmacy misplaces the Site Authoriza 
tion Confirmation, they may call Biogen Idec at 1-800-456 
2255 and request a copy. 

6. Systematic Tracking of All TYSABRIR-Treated Patients 
6.1 TOUCH Prescribing Program Safety Surveillance Goals 
0335. The TOUCH Prescribing Program is designed to 
assess the incidence and risk factors for PML and other seri 
ous OI with TYSABRIR) treatment. In contrast to the typical 
post-marketing Surveillance model that relies on spontaneous 
reporting of adverse events to the manufacturer, Biogen Idec 
through the TOUCH Prescribing Program, will systemati 
cally follow and actively solicit information regarding the 
occurrence of PML and other serious opportunistic infections 
through a variety of mechanisms on every TYSABRIR 
treated patient in the US. The TOUCH Prescribing Program 
will seek to provide a complete denominator of TYSABRIR 
treated patients (including person-years of exposure) and a 
complete numerator of any PML or other serious OIthat may 
occur. In addition, careful analysis of any case of PML or 
other serious OI may provide insights into potential risk fac 
tors for such events. 
0336 Thus, Biogen Idec will closely monitor the inci 
dence, rate, and morbidity and mortality of PML and other 
serious OI over time after the re-introduction of TYSABRICR) 
into the US market. Any clinically significant change in the 
estimated risk of PML or other serious OI will trigger a 
prompt discussion with the FDA and appropriate action. 

6.2 Multimodality Safety Tracking for PML and Other Seri 
ous OI 

0337 The TOUCH Prescribing Program is intended to 
provide diligent safety Surveillance and systematic tracking 
of all patients treated with TYSABRIR) for the occurrence of 
PML and other serious OI. Biogen Idec will actively solicit 
information regarding the occurrence of PML and other seri 
ouSOI through multiple methodologies. 

0338. Through monthly, real-time collection of Pre-In 
fusion Patient Checklists, Biogen Idec will track TYSA 
BRIOR dosing on an up-to-date, individual patient basis. 
Biogen Idec has proposed an intensive diligence process 
to follow-up on missing Pre-infusion Patient Checklists 
or on Pre-Infusion Patient Checklists with findings (Sec 
tion 4.7 and 4.8). 

0339. On the mandatory Prescriber/Patient Enrollment 
Form, prescribers must attest to report to Biogen Idec 
any case of PML, other serious OI. or death (Section 
3.1). 

(0340 On the mandatory Prescriber/Patient Enrollment 
Form, patients must attest that they will report to their 
prescriber any new or worsening symptoms that last 
several days, especially nervous symptoms (Section 
3.1). The Medication Guide also provides these instruc 
tions to the patient. If the prescriber determines that the 
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symptoms are related to PML then the prescriber is 
obligated to report the case to Biogen Idec. 

(0341 The TOUCH Prescribing Program Overview will 
be disseminated to healthcare professionals involved in 
TYSABRIR treatment and will instruct them to report 
serious adverse events to Biogen Idec at 1-800-456 
2255. 

0342. For additional diligence, Biogen Idec will 
actively query prescribers every 6 months on each of 
their patients regarding the occurrence of PML, other 
serious OI, or death using a TYSABRIR) Patient Status 
Report and Reauthorization Questionnaire, described in 
Section 6.3. If a patient discontinues TYSABRIR) treat 
ment, Biogen Idec will actively follow-up on the status 
of such a patient as described in Section 3.7 and 6.8, 
respectively. 

0343 Thus, Biogen Idec has multiple mechanisms, in 
addition to spontaneous reporting, to help assure that if PML 
or other serious OI occurs, Biogen Idec will be informed 
about it as soon as possible. 

6.3 Description of TYSABRI.R. Patient Status Report and 
Reauthorization Questionnaire 
(0344) The TYSABRIR Patient Status Report and Reau 
thorization Questionnaire will be sent to every prescriber for 
every patient every 6 months. 
0345 The purpose of this questionnaire is to ascertain the 
vital status of the patient and the occurrence of PML or other 
serious OI, and for the prescriber to reauthorize the patient to 
continue to receive TYSABRIR) for the next 6 months. Spe 
cifically, prescribers will be asked whether the patient is still 
under their care, whether the patient is alive, whether the 
patient has a diagnosis of PML or has been hospitalized for an 
opportunistic infection. In addition, the Questionnaire will 
ask whether the patient is receiving or has received within the 
last 6 months any immunomodulatory or immunosuppressant 
therapies, whether the patient is currently or has received 
within the last 6 months any systemic steroids, whether the 
patient has received intermittent steroids within the last 6 
months, and whether the prescriber is authorizing the con 
tinuation of TYSABRI(R) treatment in this patient for the next 
6 months. Biogen Idec will fax the questionnaire to the pre 
scriber who will be expected to complete and return it to 
Biogen Idec by fax or mail. 

6.4 TYSABRI.R. Patient Status Report and Reauthorization 
Questionnaire Process 
0346 Biogen Idec will maintain the data from each 
TYSABRIR Patient Status Report and Reauthorization 
Questionnaire in the TOUCH database. As described in FIG. 
7, these data will be entered into the TOUCH database when 
ever Biogen Idec receives a TYSABRIR Patient Status 
Report and Reauthorization Questionnaire. Biogen Idec will 
verify that the data are complete and accurate. If there is 
missing information on the questionnaire, Biogen Idec will 
contact the prescriber to provide the missing information. If 
Biogen Idec does not receive the questionnaire in a timely 
fashion from the prescriber, Biogen Idec has a diligence pro 
cess to obtain a completed questionnaire (described in Sec 
tion 6.7). If a prescriber reports a case of PML, other serious 
OI, or death on the questionnaire, Biogen Idec Drug Safety 
will rapidly contact the prescriber and diligently obtain more 
information on the case (described in Section 7). Biogen Idec 
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will report to FDA in an expedited basis (within 15 calendar 
days) all confirmed PML cases, as well as cases of serious OI 
or death (described in Section 10.2.1). 
(0347 The TYSABRIR Patient Status Report and Reau 
thorization Questionnaire data will be linked to the patient, 
infusion site and prescriber data in the TOUCH database. A 
history of the TYSABRI.R. Patient Status Report and Reau 
thorization Questionnaire data will be tracked for each patient 
and each prescriber. In a later phase of the program, prescrib 
ers may have the option of using a web-based system to 
directly enter the Questionnaire data into the TOUCH data 
base. This web-based capability may simplify monitoring of 
compliance with the TOUCH Prescribing Program. 

6.5 Reauthorization Process for Every Patient Every 6 
Months 

(0348. The prescriber must reauthorize TYSABRIR use 
for the patient every 6 months using the TYSABRI(R) Patient 
Status Report and Reauthorization Questionnaire. Note that 
all data fields on the questionnaire must be completed and the 
answers appropriate (i.e., the prescriber has answered Ques 
tions A, B, C, and Das YES, YES, NO, and NO, respectively, 
as described in Section 6.6). In addition, the prescriber must 
authorize the continuation of TYSABRIR) in order for the 
patient to continue to receive TYSABRIR) treatment. 
0349 An appropriately completed questionnaire is a 
requirement for the patient to continue to receive TYSA 
BRIR treatment. In order for the prescriber to be able to 
complete this questionnaire, the Sponsor expects that the 
prescriber will have recently examined the patient. By requir 
ing reauthorization for TYSABRIR) use through the use of 
this questionnaire, Biogen Idec helps to facilitate close clini 
cal follow-up of the patient by their prescriber, including 
patient-prescriber visits every 6 months. Upon reauthoriza 
tion, a Notice of Patient Authorization will be sent to the 
prescriber and infusion site with the new patient authorization 
period. Infusion site personnel will be prompted to confirm 
that the patient is currently authorized prior to every infusion 
via directions on the Pre-Infusion Patient Checklist. 
0350. If the prescriber does not reauthorize the continua 
tion of TYSABRIR) treatment, then Biogen Idec will follow 
the patient discontinuation process outlined in Section 3.7 
Biogen Idec will then send the prescriber a final follow-up 
TYSABRIR Patient Discontinuation Questionnaire on this 
patient 6 months later, as described in Section 6.7. 

6.6 Follow-Up of Findings on the TYSABRIR) Patient Status 
Report and Reauthorization Questionnaires 
0351 Question A: Is this patient still under your care? 
0352. If the answer to this question is NO and the pre 
scriber does not know the name of the new prescriber caring 
for the patient, then Biogen Idec will contact the patient to 
determine whether the patient is still receiving TYSABRIR 
treatment and to obtain the name and contact information of 
the patient's new prescriber. 
0353. If the patientis still receiving TYSABRIR) treatment 
but has changed prescribers, then Biogen Idec will remind the 
patient of his or her obligation to notify Biogen Idec upon 
changing prescribers, and will send a Prescriber/Patient 
Enrollment Form to the new prescriber to request completion 
and return to Biogen Idec. Then Biogen Idec will send the 
new prescriber a TYSABRI.R. Patient Status Report and 
Reauthorization Questionnaire to complete on this patient. 
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0354). If the patient is no longer receiving TYSABRIR 
treatment, Biogen Idec will follow the Patient Discontinua 
tion process outlined in Section 3.7. Biogen Idec will contact 
the patient’s current prescriber 6 months later to complete a 
TYSABRIR Patient Discontinuation Questionnaire on this 
patient. 
0355 Question B: Is the patient alive? 
0356. If the answer is NO, Biogen Idec Drug Safety will 
rapidly contact the prescriber and will diligently obtain 
detailed information on the case. The follow-up of death is 
described in Section 7. 
0357 Question C and D: Does the patient have a diagnosis 
of PML that you have not already reported to Biogen Idec 2 
Has the patient been hospitalized for an opportunistic infec 
tion that you have not already reported to Biogen Idec 2 
0358 If the answer to either of these questions is YES or 
UNDER INVESTIGATION, Biogen Idec Drug Safety will 
rapidly contact the prescriber and will diligently obtain 
detailed information on the case. The follow-up of suspected 
PML and other serious OI is described in Section 7. 
0359 Question E: Is the patient currently or has the patient 
received intermittent courses of steroids for the treatment of 
MS relapse in the previous 6 months? If YES, please indicate 
the number of courses received. 
0360. These data can be used to characterize the pattern of 
intermittent use of steroids in the TOUCH prescribing pro 
gram population. 
0361 Question F: Is the patient currently or has the patient 
received any immunomodulatory or immunosuppressant 
therapies in the previous 6 months? If YES, please indicate 
the type of therapy (AVONEX, Betaseron, Copaxone, Rebif, 
Novantrone, Azathioprine, Methotrexate, Mycophenolate, 
Cyclophosmamide, Chronic Systemic Steroids or Other 
immunomodulatory or immunosuppressive therapy) and 
number of months of use. 
0362. If the answer to this question is YES, Biogen Idec 
will send the prescribing physician a letter warning them that 
TYSABRIR) is indicated for use as a monotherapy and warn 
ing against the use of TYSABRIR) in combination with other 
immunosuppressants or immunomodulators. 
0363 Question G: If the patient is still under your care, do 
you authorize the continuation of TYSABRIR) treatment for 
the next 6 months for this patient? 
0364 For the patient to continue to receive TYSABRIR), 
the answer to question G must beyES. (Of course, the patient 
must not have or be under investigation for PML or serious OI 
to continue TYSABRIR) treatment). 
0365. If the Answer to G is NO, then Biogen Idec will 
follow the Patient Discontinuation process outlined in Sec 
tion 3.7. Biogen Idec will then send the prescriber a TYSA 
BRIR Patient Discontinuation Questionnaire 6 months later 
to ascertain the status of the patient. 
6.7 Diligence with Follow-Up of Missing TYSABRIR 
Patient Status Report and Reauthorization Questionnaires 
0366 Biogen Idec will make diligent efforts to obtain a 
completed TYSABRIR Patient Status Report and Reautho 
rization Questionnaire from the prescriber on each authorized 
patient every 6 months. 
0367 For every patient every 6 months, Biogen Idec will 
send the prescriber the questionnaire approximately 5 months 
after the first dose or 5 months after the most recent previous 
TYSABRIR Patient Status Report and Reauthorization 
Questionnaire (which ever is later). If there is no response, 
then Biogen Idec will send the prescribera second copy of the 
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questionnaire. If after these attempts the prescriber does not 
provide this information, Biogen Idec will contact the pre 
scriber by telephone up to 3 times. If the prescriber has still 
not completed the questionnaire, then Biogen Idec will make 
up to 2 telephone contacts directly to the patient. The purpose 
of these patient contacts is to determine the vital status of the 
patient, whether the patient is on TYSABRIR) treatment, 
whether the patient has been hospitalized, and remind the 
patient to contact their prescriber. If the patient has died or has 
been hospitalized, the Biogen Idec Drug Safety will rapidly 
and diligently investigate the case. 
0368 If Biogen Idec cannot reach the patient despite these 
attempts, Biogen Idec will follow the Patient Discontinuation 
process outlined in Section 3.7. A significant pattern of non 
compliance with these requirements on the part of the pre 
scriber may result in de-enrollment of the prescriber and 
forfeiture to prescribe TYSABRIR, upon review by the Com 
pliance Review Committee. Affected patients will be directed 
to other authorized prescribers in the area (see Section 10.3. 
2). 
0369. If the patient has changed prescribers, then Biogen 
Idec will contact the new prescriberto request completion and 
submission of a new Prescriber/Patient Enrollment Form to 
Biogen Idec. Then, Biogen Idec will send the new prescriber 
a TYSABRIR) Patient Status Report and Reauthorization 
Questionnaire to complete on the patient and send back to 
Biogen Idec. 

6.8 TYSABRI.R. Patient Discontinuation Questionnaire: Fol 
low-Up For Patients Who Discontinue TYSABRIR Treat 
ment 

0370 Biogen Idec has designed several mechanisms to 
determine whether a patient may have discontinued TYSA 
BRICR) treatment. These include: 

0371. A prescriber may complete, and fax in a Patient 
Discontinuation Notification Form. This form will be 
provided to prescribers in the Enrollment Kit. 

0372 Through monthly collection of Pre-Infusion 
Patient Checklists, Biogen Idec will track TYSABRIR 
dosing on an individual patient basis. By diligently fol 
lowing-up on any missing Pre-infusion Patient Check 
lists, Biogen will identify any patient who has discon 
tinued TYSABRIR) treatment (Section 4.7 and 4.8). 

0373 Biogen Idec will identify patient discontinuations 
through the TYSABRIR Patient Status Report and 
Reauthorization Questionnaire (e.g., if the prescriber 
does not authorize the continuation of TYSABRIR) dos 
ing in the patient). 

0374 Biogen Idec may also confirm patient discontinu 
ations through spontaneous reporting by the patient, pre 
scriber, or infusion site. 

0375. If a patient discontinues TYSABRIR) treatment, 
Biogen Idec will follow the Patient Discontinuation process 
outlined in Section 3.7. Physicians will be expected to com 
plete a TYSABRIR) Patient Discontinuation Questionnaire 
both at the time that the patient discontinues TYSABRIR) as 
well as 6 months after their last dose. At both these time 
points, the prescriber will be sent a TYSABRIR Patient Dis 
continuation Questionnaire to complete and send back to 
Biogen Idec. This questionnaire queries the prescriber 
regarding the vital status of the patient, and the occurrence of 
PML or other serious OI. 
0376. The same diligence process described in Section 6.7 
will be applied to facilitate the receipt of the completed 
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TYSABRIR Patient Discontinuation Questionnaire. In addi 
tion, as described in Section 6.6, if there is a report of patient 
death, PML, or other serious OI on the questionnaire, then 
Biogen Idec Drug Safety will rapidly contact the prescriber 
and will diligently obtain detailed information on the case. 

6.9 TOUCH Prescribing Program: Summary of Patient Data 
Collection 

0377. At the heart of the TOUCH Prescribing Program is 
an integrated, computerized, validated database that captures 
enrollment, patient tracking, and drug distribution data, as 
presented in FIG. 8. 
0378 Biogen Idec will collect the following data in the 
TOUCH Prescribing Program: 
0379 
0380. The Prescriber/Patient Enrollment Form will be 
used to collect the following data on each patient: 

0381 patient's name, contact information, and social 
security number 

Prescriber/Patient Enrollment Form 

0382 date of birth 
(0383 gender 
0384 signed prescriber acknowledgement 
0385 signed patient acknowledgement 
0386 name of the most recent MS therapy 
(0387 duration of most recent MS therapy 
(0388 any prior TYSABRIR) treatment 
0389 infusion site information 
0390 TYSABRIR) prescription 

0391 Monthly Pre-infusion Patient Checklist 
0392 The following data will be collected on each Pre 
Infusion Patient Checklist: 

0393 Dosing information, i.e., whether dose was 
administered, date of dosing 

0394 
0395 Patient report of worsening neurological symp 
toms lasting several days 

0396 Patient report of new medical conditions that 
could compromise immune function 

0397 Patient report of concomitant use of antineoplas 
tic, immunosuppressant or immunomodulatory agents 

0398 
0399 Prescriber consultation in event of findings on 
checklist; documentation of authorization to infuse 
TYSABRIR) was received 

0400 Next scheduled infusion date (if known) 
04.01 TYSABRIR Patient Status Report and Reauthori 
Zation and Patient Discontinuation Questionnaires 

Patient receipt of Medication Guide 

Patient report of concomitant steroid use 

0402. The following data will be collected on these ques 
tionnaires: 

0403 Treating prescriber 
0404 Vital Status 
0405. Occurrence of PML 
0406. Occurrence of hospitalization for an opportunis 
tic infection 

0407 Prescriber authorization to continue TYSABRIR 
(Patient Reauthorization Questionnaire only) 
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0408 Treatment with any concurrent immunomodula 
tory or immunosuppressant therapies or chronic sys 
temic corticosteroids including number of months 
received 

(Patient Reauthorization Questionnaire Only) 
04.09 Treatment with intermittent corticosteroids, 
including number of courses received (Patient Reautho 
rization Questionnaire only) 

0410 TYSABRIR Distribution Data: 
0411 Central Distributor information: unique identi 

fier, name, invoice number, location shipped from 
0412 SPP information: unique identifier, name, loca 
tion shipped from 

0413 Shipment information: quantity shipped, quan 
tity returned, date 

0414 Ship-to information: identifier, name, address, 
class of trade 

0415 Shipment Authorization code: as obtained from 
TOUCH database for each shipment 

0416) In addition to data above, Biogen Idec will collect 
the date of patient discontinuation from TYSABRIR treat 
ment (see Section 6.8), as well as data collected through the 
course of diligence efforts (e.g., missing Pre-Infusion Patient 
Checklists, see Section 4.7). Note that diligence efforts in 
response to Pre-Infusion Patient Checklists will be coordi 
nated with diligence efforts in response to Patient Status and 
Reauthorization and Discontinuation Questionnaires. 
0417 Finally, Biogen Idec will collect adverse events 
reported through the TOUCH Prescribing Program. These 
adverse events, whether reported by a patient, prescriber, or 
other person, will be entered and tracked in Biogen Idec's 
Drug Safety’s Global Database (Oracle AERS). Reporting of 
pre-infusion patient checklist data will be handled consis 
tently with section 10.2.5. 

7 Special Assessments for PML. Other Serious OI, and Death 
0418 Biogen Idec Drug Safety will rapidly, diligently, and 
actively seek, and follow up on, all relevant details and Source 
information of each case of PML, serious OL or death, both 
those reported spontaneously and those reported through the 
Patient Status and Reauthorization and Discontinuation 
Questionnaires, to enable adequate assessment of the diag 
nosis, the course of the event, and potential predisposing 
factors. Biogen Idec Drug Safety will promptly contact the 
prescriberto request complete clinical details on each case, as 
well as Submission of relevant source documentation (e.g., 
pathology results, microbiology results), potential predispos 
ing factors (e.g., prior and concurrent therapies, underlying 
co-morbidities), clinical course and outcome. 
0419 Specifically, any report of PML will be evaluated in 
the following manner: 

0420 Biogen Idec will rapidly attempt to contact the 
prescriber to obtain detailed information about the 
patient, using a PML-specific questionnaire. Biogen 
Idec will request full clinical details as well as submis 
sion of source documentation (such as clinical findings, 
MRI, and CSF JC viral DNA results). 

0421. A case of PML will be considered confirmed 
based on pre-defined criteria that have been developed in 
collaboration with external independent experts. Spe 
cifically, a case will be considered confirmed by the 
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presence of JC viral DNA in either the cerebrospinal 
fluid (CSF) or brain biopsy, in the appropriate clinical 
and MRI setting. 

0422. If the diagnosis of PML is indeterminate, the 
Biogen Idec will submit the source documentation on 
the case to an external PML expert for an opinion of the 
diagnosis. 

0423 Finally, a qualitative analysis of the case will be 
performed to identify any potential risk factors for PML 
development (e.g., prior or concomitant therapies, 
underlying co-morbidities, etc). 

0424 Similar diligence will be exercised in the investiga 
tion of any report of serious opportunistic infection or death 
of any cause. If a patient has died, the death certificate will be 
obtained on the patient. If the patient was hospitalized, the 
patient's hospital records will be requested. Finally, the 
National Death Index will be queried to ascertain the vital 
status of any patient lost to follow-up (see Section 10.2.6). 
0425 For the purpose of expedited reporting, a serious OI 

is defined as an infection due to an organism that generally 
does not cause disease, or causes only mild or self-limited 
disease, in people with normally functioning immune sys 
tems, but causes more significant disease in people with 
impaired immunity. These infections are frequently severe, 
prolonged or disseminated. Examples include esophageal 
candidiasis, Systemic fungal infections, pneumocystis carinii 
pneumonia, mycobacterial infections (including both pulmo 
nary and extra-pulmonary tuberculosis), chronic intestinal 
cryptosporidiosis, and disseminated viral infections (such as 
disseminated herpes or cytomegalovirus infections). 
0426 For any adverse event of special interest such as 
PML, other serious OI, or death, Biogen Idec Drug Safety 
will obtain the patient’s exposure to TYSABRIR) from the 
TOUCH database: In addition, Biogen Idec Drug Safety will 
request that the reporter provide the patient's exposure history 
to TYSABRIR (if any) prior to the patient's enrollment into 
the TOUCH Prescribing Program, including any prior com 
mercial or clinical trial exposure, the number of doses, and the 
approximate dates. If Such a patient had been previously 
exposed to TYSABRIR) in a clinical trial, Biogen Idec Drug 
Safety would obtain that patient's TYSABRIR) exposure 
from the clinical trial database (assuming that the reporter is 
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able to provide the patient's name, date of birth, and the name 
of the investigator who previously authorized that patient into 
a TYSABRIR) clinical trial or the location of the investiga 
tional site). Thus, Biogen Idec will attempt to ascertain the 
patient's total exposure to TYSABRIR), both within the 
TOUCH Prescribing Program and any previous exposure in 
clinical trials or commercially. This will facilitate analysis of 
the relationship, if any, between adverse events of interest and 
duration of TYSABRIR) exposure. These adverse events will 
be entered and tracked in Biogen Idec Drug Safety’s Global 
Safety Database (Oracle AERS). 
0427. Although occurrence of PML would be considered 
an “expected event based on 21 C.F.R. 600.80 and the pro 
posed revised Package Insert, Biogen Idec will nevertheless 
report all cases with a confirmed diagnosis of PML to the 
FDA on an expedited basis, i.e., within 15 calendar days of 
receipt of the case. In addition, other serious OI or death of 
any cause will be reported to the FDA on an expedited basis. 
0428 More details on the proposed reporting plan for 
PML, other serious OI, and death are provided in Section 
10.2.1. 

8 Risk Minimization Tools 

8.1 Tools for Prescribers, Patients, Infusion Sites, and Central 
Pharmacies 

0429 Biogen Idec sought feedback from neurologists, 
infusion sites, infusion nurses, central pharmacies and MS 
patients to develop materials that would be useful, effective, 
and practical for managing the risk of PML. Based upon this 
feedback, Biogen Idec has developed a number of tools that 
will educate healthcare providers, and thus their patients, 
about the potential risk for, and consequences of PML with 
TYSABRIR treatment. Biogen Idec will use these materials, 
all subject to FDA review and approval, in educating health 
care providers, and thus patients, of the known risks and 
potential benefits of TYSABRIR treatment. These tools will 
be distributed directly to the infusion sites and prescribers 
with Subsequent dissemination to patients. Patients and 
healthcare providers can also access up-to-date information 
at Biogen Idec's website. TYSABRI.com, and through a toll 
free phone-line to Biogen Idec's call center. Distribution of 
enrollment forms will be controlled and available only from 
Biogen Idec and Elan directly. Materials that are essential to 
implementation of the risk management plan are listed in 
Table 2. 

TABLE 2 

RiskMAP Materials 

Brief Description 

The Medication Guide describes the known risks of 
TYSABRI (R) in patient-oriented language. The Medication 
Guide will accompany the package insert. In addition, the 
Medication Guide will be shipped directly to infusion sites 
and provided prior to every infusion to every patient. 
Large-font version of FDA-approved labeling, to facilitate 
readability and functionality of this information. 

PowerPoint presentation to provide education necessary to 
execute TOUCH Prescribing Program 

PowerPoint presentation that includes clinical data and an 
overview of the TOUCH Prescribing Program elements, 
intended for physicians and patients (2 sections) 
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Material 

TOUCH 
Prescribing 
Program Overview 
Prescriberi Patient 
Enrollment Form 
Infusion Site 
Enrollment Form 

Central Pharmacy 
Enrollment Form 

TYSABRI (R) 
nventory Tracking 
LOg 
Pre-infusion 
Patient Checklist 

Patient Status 
Report and 
Reauthorization 
Questionnaire 
Patient 
Discontinuation 
Notification Form 
Patient 
Discontinuation 
Questionnaire 
TOUCH 
Enrollment Kit 

Dear Doctor Letter 

Dear Patient Letter 

Patient Getting 
Started Brochure 

Healthcare 
Professional 
nfusion Guide 
TYSABRI.com 

Guidance for 
Evaluation of New 
Neurologic 
Symptoms in 
Patients Receiving 
TYSABRI (R) 
(natalizumab) 
Additional 
Education 
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TABLE 2-continued 

RiskMAP Materials 

Brief Description 

General description of the TYSABRI (R) risk management 
program outlining responsibilities for prescribers, infusion 
sites, central pharmacies, and patients. 
Form to be signed by all patients and prescribers for 
enrollment into the TOUCH Prescribing Program. 
Form to be signed by infusion sites for enrollment into the 
TOUCH Prescribing Program and to obtain designation as an 
authorized infusion site. Only authorized infusion sites are 
eligible to receive TYSABRI (R) shipments. 
Form to be signed by central pharmacies for enrollment into 
the TOUCH Prescribing Program and to obtain designation as 
an authorized central pharmacy. Only authorized central 
pharmacies are eligible to receive TYSABRI (R) shipments and 
may dispense TYSABRI (R) only to authorized infusion sites 
within their organization institution. 
Tracking log required for use by central pharmacies to 
document dispensing of TYSABRI (R) to authorized infusion 
sites associated to a central pharmacy 
Pre-infusion Patient Checklist to be used prior to each 
infusion for every patient on TYSABRI (R). Checklist must be 
Submitted to Biogen Idec upon completion. 
Form that must be filled out every 6 months to obtain patient 
status and enable prescriber reauthorization of the patient in 
the TOUCH Program 

A form that may be used by prescribers to discontinue a 
patient and de-enroll them from the TOUCH Prescribing 
Program. 
This form will be provided to prescribers when a patient 
discontinues TYSABRI (R) treatment and 6 months after 
discontinuation. 
A folder provided to potential prescribers that contains 
approved TOUCH Materials (listed above) and outlines 
specific responsibilities of each of the parties involved in the 
TOUCH Prescribing Program. 
Communication to neurologists containing important safety 
information regarding reintroduction of TYSABRI (R) 
Communication to patients who have expressed an interest in 
receiving updates regarding TYSABRI (R), containing 
important safety information regarding reintroduction of 
TYSABRI (R) 
Brochure designed to assist patients considering starting 
treatment with TYSABRI (R). Contains Summary information 
on the known risks and potential benefits of therapy, in 
addition to an overview of TOUCH Requirements. 
Designed for use in the infusion-setting. Provides practical 
step-by-step considerations for appropriate infusion of 
TYSABRI (R) and reinforcement of TOUCH requirements. 
Website designed to disseminate approved labeling 
information for TYSABRI (R) and an Overview of TOUCH 
Program requirements. 
Document provides guidance to healthcare professionals when 
undertaking the assessment and management of new or 
worsening neurologic symptoms in multiple Sclerosis (MS) 
patients treated with TYSABRI (R). 

Biogen Idec will support various other initiatives to provide 
educational materials about the PML risk and appropriate-use 
conditions for TYSABRI (R), to neurologists and infusion 
nurses for use with MS patients. 
All neurologists in Biogen Idec's database, including 
prescribers who have completed and submitted a 
Prescribert Patient Enrollment Form, will receive 
periodic educational mailings. Prescribers will be 
expected to share this information with their patients. 
These documents will be pre-cleared with DDMAC. 
A toll-free help-line will provide prescribers and 
nurses access to health care professionals in Biogen 
Idec's medical information department who can 
answer questions related to TYSABRI (R). 

Jul. 28, 2011 
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TABLE 2-continued 

RiskMAP Materials 

Material Brief Description 

Biogen Idec will support educational initiatives 
through the National MS Society (NMSS) Infusion Nurse 
Society (INS), International Organization for MS Nurses 

22 
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(IOMSN) and will facilitate the generation and dissemination 
of medical information on PML and TYSABRI (R) through 
media such as review articles, seminars, and Continuing Medical 
Education (CME) programs directed at neurologists and infusion nurses. 

9 Additional Studies 

9.1 TYSABRIR Global Observational Program in Safety 
(TYGRIS) 
0430 Biogen Idec proposes that a large subset of patients 
in the TOUCH Prescribing Program also enroll into a volun 
tary observational study called the TYSABRIRGlobal 
Observational Program in Safety (TYGRIS). 
0431 TYGRIS will enroll approximately 5,000 patients 
worldwide, of which approximately 3,000 patients will be 
authorized in the US, and these patients will be systematically 
followed for up to 5 years. Note that in the US, only prescrib 
ers and patients already authorized in the mandatoryTOUCH 
Prescribing Program will be eligible to participate in the 
voluntary TYGRIS study. The objectives of this observational 
study are to determine the incidence and pattern of serious 
infections and malignancies, as well as the overall safety 
profile of TYSABRIR) in MS patients with long-term use in 
clinical practice. 
0432. Whereas the TOUCH Prescribing Program is 
focused on determining the incidence of PML and other seri 
ous OI. TYGRIS will evaluate newly emerging risks, if any, 
with TYSABRIR) monotherapy treatment in MS patients. 
While the safety profile of TYSABRIR) in clinical trials has 
been well-characterized regarding the incidence and nature of 
common serious adverse events over a 2-year period, the 
incidence of rare events, the safety profile beyond 2 years, and 
the safety profile in clinical practice will be better character 
ized in this study. For example, while the clinical trial data on 
malignancy is reassuring, it would be important to evaluate 
the incidence of malignancy over the longer term because 
malignancies can be long-latency events. In addition to the 
very targeted data collection in the TOUCH Prescribing Pro 
gram, data collection in an observational study such as 
TYGRIS allows Biogen Idec to evaluate abroader range of as 
yet unknown issues as well unexpected safety findings with 
TYSABRIR use in the clinical practice setting. 
0433 Baseline demographic data have been collected on 

all patients on the Prescriber/Patient Enrollment Form for the 
TOUCH Prescribing Program, as described in Section 6.9. 
For patients also participating in TYGRIS, additional base 
line demographics will be collected, including past medical 
history (including history of serious infections, malignancies, 
other serious adverse events, and pregnancy status, if appli 
cable), MS history (including past or current treatments), 
prior use and duration of immunomodulatory, antineoplastic, 
or immunosuppressive agents, and prior detailed use of 
TYSABRICR). 

0434. Thereafter, prescribers participating in TYGRIS are 
instructed to report any serious adverse event to Biogen Idec 

within 24 hours of the site becoming aware of the event. 
Participating prescribers will also be contacted every 6 
months and will be asked to provide any serious adverse 
events that they have not yet reported as well as the patients 
exposure to any concomitant antineoplastic, immunomodu 
latory or immunosuppressant therapies, or systemic corticos 
teroids. The RiskMAP discourages concurrent use of TYSA 
BRIR) with such therapies; therefore Biogen Idec anticipates 
that there should be little or no use of such therapies concur 
rently with TYSABRIR). It should also be noted that partici 
pating prescribers in TYGRIS in the US, like all prescribers 
authorized in the TOUCH Prescribing Program, must also 
reauthorize TYSABRI(R) dosing on every patient every 6 
months. 

0435 Biogen Idec intends to recruit a large number of 
prescribers (approximately 250 in the US) from both private 
and hospital-based practices. Prescribers who will employ a 
central Institutional Review Board (IRB) for the study will be 
given preference for participation. In this way, Biogen Idec 
will strive to enroll into TYGRIS a patient population that is 
representative of patients treated in a clinical practice setting. 
0436. A sample size of 5000 MS patients will be enrolled 
and followed for 5 years whether continuing on TYSABRIR 
or not. Assuming a 20% discontinuation rate from TYSA 
BRIR at the beginning of year 2 and a 10% annual discon 
tinuation rate from TYSABRICR) thereafter, it is estimated that 
18,700 patient-years of TYSABRIR) exposure will be com 
pleted in this study. Assuming approximately 1000 patient 
years lost to follow-up, a total of 24,000 patient-years of 
follow-up will accrue. This study design will allow the detec 
tion of important rare serious adverse reactions that occur 
with an incidence of 0.06% with a 95% probability and an 
incidence of 0.05% with 92% probability. 

9.2 Pregnancy Registry 

0437 Biogen Idec will establish a Pregnancy Registry in 
the US to determine the safety of TYSABRIR) in pregnant 
patients. Approximately 300 TYSABRI(R)-exposed pregnant 
MS patients will be authorized. The primary objective of this 
study will be to evaluate any pattern or increase in birth 
defects in children of women with multiple sclerosis who 
were exposed to TYSABRIR) at any time within 3 months 
prior to conception, or at any time during pregnancy, where 
the outcome of the pregnancy is unknown at the time of 
enrollment. The secondary objectives will be to descriptively 
evaluate the following outcomes in pregnant women exposed 
to natalizumab: live born infants, fetal loss (stillbirths, elec 
tive? spontaneous abortions), and gestational age, body 
weight, gender, head circumference, and length of child. Bio 
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gen Idec committed to this study as part of the post-approval 
commitments for the initial BLA. 

9.3 Safety of Re-Exposure to TYSABRIR 

0438. In order to evaluate the safety of TYSABRIR) with 
re-exposure after an interval without treatment, Biogen Idec 
will conduct two multi-national, open-label studies. Approxi 
mately 1,500 patients with MS who previously received 
TYSABRIR treatment during their participation in clinical 
studies will be authorized. 

9.4 Effect of TYSABRIR) on Immune Function 

0439 Biogen Idec will conduct a study in approximately 
40 MS patients to evaluate the effect of TYSABRIR) on 
humoral and cellular immunity to recall and neo-antigens. 
Both cellular (ex vivo proliferation responses) and humoral 
(specific serum immunoglobulin) immune responses to recall 
vaccine antigens (e.g., tetanus and pneumovax) and naive 
antigens (KLH) will be studied with or without natalizumab 
treatment. Data from this study may provide information into 
potential immunological risk factors for PML with TYSA 
BRIR treatment. Biogen Idec committed to this study as part 
of the post-approval commitments to the initial BLA. 

9.5 Non-Clinical Studies 

0440 A direct animal model of JC virus associated PML 
has not been described. Biogen Idec will initiate specific in 
vitro studies to investigate the effects of natalizumab interac 
tion with specific cellular targets and functions with respect to 
JC virus infection and replication. In addition, the effects of 
short-term alpha 4-integrin inhibition in rodent and guinea 
pig experimental autoimmune encephalomyelitis will be 
evaluated, specifically with respect to effects on immune 
function. These non-clinical studies, while exploratory, may 
provide insights into potential immunological risk factors for 
PML with TYSABRIR therapy. 

10 Evaluation/Quality Plan 

0441 Biogen Idec and Elan are committed to evaluating 
the effectiveness of the TYSABRI.R. RiskMAP and reporting 
the results on a quarterly basis to the FDA. Each submission 
will include two major datasets: (1) Health Outcomes Data 
(e.g., PML rate, overall safety), and (2) Systems/Process 
Data, Quality and Compliance Metrics. The specific type and 
frequency of data that the Sponsor will submit to the FDA is 
outlined in detail in this Section. A more detailed description 
of the systems and compliance data being monitored and 
evaluated can be found in the Quality Plan. 
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0442. A key feature of the Sponsor's RiskMAP evaluation 
process will be internal senior management review of these 
data by a multi-disciplinary TYSABRIR) Risk Management 
Review Committee. 
0443) The Evaluation/Quality Plan will allow Biogen Idec 
to assess the effectiveness of the RiskMAP in an ongoing 
fashion and to improve the plan, as necessary. 

10.1 TYSABRI.R. Risk Management Review Committee 
0444. A multi-disciplinary TYSABRIR) Risk Manage 
ment Review Committee composed of senior representatives 
from Biogen Idec and Elan's Drug Safety, Clinical, Commer 
cial, Regulatory, Legal, and Quality Departments will be 
formed. This Committee will evaluate the effectiveness of the 
risk management plan on a quarterly basis, both from a health 
outcomes perspective (e.g., PML rate, overall safety) as well 
from a systems/process perspective (e.g., Quality Plan execu 
tion and systems/compliance metrics). This Committee will 
also make decisions regarding any major corrective actions to 
the RiskMAP, if needed. The decisions and outcomes of this 
Committee will be included in the quarterly reports to the 
FDA. 

10.1.1 TYSABRIR) Safety Review Committee 
0445 Biogen Idec and Elan will create a joint TYSABRIR 
Safety Review Committee chaired by Drug Safety and Risk 
Management of Biogen Idec and composed of a cross-func 
tional team from both Biogen Idec and Elan. The Purpose of 
this Committee is to review TYSABRIR safety data and to 
determine appropriate corrective actions, if needed. The 
Committee will meet on a regular basis to review the data 
discussed in Section 10.2 of this document. 

10.1.2 TYSABRIR) Compliance Review Committee 
0446 Biogen Idec and Elan will create a joint TYSABRIR 
Compliance Review Committee chaired by Quality at Biogen 
Idec and composed of a cross-functional team from both 
Biogen Idec and Elan. The Purpose of this Committee is to 
facilitate RiskMAP compliance and effective execution of the 
Quality Plan. The Committee will meet on a monthly basis, 
and as needed, to review results from monitoring of opera 
tional processes, distribution data, audit data and any emerg 
ing trends or out of tolerance levels. In addition, this commit 
tee will determine the appropriate corrective action to be 
taken to address non-compliance and to ensure continuous 
improvement for any of the RiskMAP activities. 
10.2 Health Outcomes Evaluation 

0447. The following results will be provided to the FDA, 
according to Table 3. 

TABLE 3 

Health Outcomes Evaluation: Metrics and Methods. 

Expected date after 
re-introduction into 

Metric Evaluation method US market 

Baseline Demographics in TOUCH TOUCH Quarterly for the first 
Prescribing Program (i.e., Summary Prescribing year, biannually 
statistics on age, gender, relapsing MS Program: (every 6 months) for 
diagnosis, most recent MS therapy, any Enrollment Form 2 years, then 
prior TYSABRI (R) exposure) 
Proportion of patients who have 

annually thereafter 
TOUCH Quarterly for the first 
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TABLE 3-continued 

24 

Health Outcomes Evaluation: Metrics and Methods. 

Metric 

received concurrent immunomodulatory 
or immunosuppressant agents or 
chronic systemic corticosteroids and 
months of exposure to such therapies** 
Proportion of patients who have 
received intermittent corticosteroids and 
number of courses received 
Baseline Demographics in TYGRIS 
(i.e., Summary statistics as above, as 
well as past MS history, all prior 
immunomodulatory and 
immunosuppressant therapies, past 
medical history, past serious 
infections/malignancies other SAEs) 
Proportion of patients concurrently 
treated with immunomodulatory or 
immunosuppressant agents 

Listings and case narratives for all 
confirmed and Suspected PML cases, 
other serious OI, and deaths: 
Estimate of PML and other serious OI 

incidence and rate (based on number of 
confirmed cases per 1000 
persons person-years of exposure); 
qualitative analysis of risk factors for 
PML and other serious OIbased on 
review of confirmed cases 
Listing, incidence, and rate of patients 
who discontinued TYSABRI (R) 

Post-Marketing Safety 

Incidence and pattern of serious 
infections and malignancies 

Results of National Death Index Search 

Safety with Re-Treatment 

TYSABRI (R) impact on immune 
function 

Evaluation method 

Prescribing 
Program: Patient 
Status and 
Reauthorization 
Form 

TYGRIS Study 

TYGRIS Study 

TOUCH 
Prescribing 
Program 

TOUCH 
Prescribing 
Program 

Adverse Events 
collected from the 
TOUCH 
Prescribing Program 
TYGRIS Study 

National Death 
Index 
IND Annual Report 
for Re-Dosing 
Studies 

IND Annual Report 
for Immune 
Function. Vaccine 
Study 

Expected date after 
re-introduction into 
US market 

year, biannually 
(every 6 months) for 
2 years, then 
annually thereafter 

Quarterly for the first 
year, biannually 
(every 6 months) for 
2 years, then 
annually thereafter 

Quarterly for the first 
year, biannually 
(every 6 months) for 
2 years, then 
annually thereafter 
Quarterly for the first 
year, biannually 
(every 6 months) for 
2 years, then 
annually thereafter 

Quarterly for the first 
year, biannually 
(every 6 months) for 
2 years, then 
annually thereafter 
PSUR* every 3 
months for first 2 
years, then semi 
annually 
Yearly Interim 
Clinical Study 
Reports 
Note that 
related SAEs from 
TYGRIS will be 
provided in the PSUR*. 
Every 12 months 

Annually (final 
Clinical Study 
Report when studies 
completed) 
Note that related 
SAEs from these 
studies will be 
provided in the 
PSUR*. 
Annually (as well as 
final Clinical Study 
Report when studies 
completed) 
Note that related 
SAEs from these 
studies will be 
provided in the 
PSUR*. 

Jul. 28, 2011 
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TABLE 3-continued 

Health Outcomes Evaluation: Metrics and Methods. 

Jul. 28, 2011 

Expected date after 
re-introduction into 

Metric Evaluation method US market 

TYSABRI (R) impact on pregnancy 
Outcomes 

PSUR*. 

*PSUR = Periodic Safety Update Report, please see Section 10.2.4 

Pregnancy Registry Analyses will be 
provided in the 

**Consistent with the PI, TYSABRI (R) is not ordinarily recommended in patients who are receiving chronic 
immunosuppressantor immunomodulatory therapy; therefore Biogen Idec anticipates little or no reported use 
of TYSABRI (R) under these circumstances in the TOUCHPrescribing Program. 

10.2.1 Expedited Reporting of Events of Interest (e.g., PML. 
Serious OI, Death) in the TOUCH Prescribing Program 

0448. Following the commercial re-introduction of 
TYSABRIR into the US market, the Sponsor is proposing the 
following paradigm for the reporting of adverse events in the 
TOUCH Prescribing Program. 
0449 All spontaneous and solicited adverse event reports 
from any post-marketing source will be reported as per 21 
CFR 600.80 (Post-marketing Reporting of Adverse Experi 
ences). 
0450. In addition, the following describes the process for 
expedited reporting for key safety events from any source in 
the post-marketing space: 
0451 
0452. The Sponsor will diligently follow-up on any report 
of possible PML, and will expedite to FDA within 15 calendar 
days any PML case considered confirmed by the presence of 
JC viral DNA in the CSF or brain biopsy in the appropriate 
clinical and MRI setting. All other possible cases, not con 
firmed by the presence of JC viral DNA in the CSF or brain 
biopsy, will be reported quarterly in the Periodic Report (Sec 
tion 10.2.4). 

Progressive Multifocal Leukoencephalopathy: 

0453 Other Serious Opportunistic Infections and Deaths 
of Any Cause: 
0454. The Sponsor will diligently follow-up on and pro 
vide expedited reporting to FDA within 15 calendar days of 
receiving any report of other serious opportunistic infections 
or deaths of any cause. The definition for serious OI is pro 
vided in Section 7. 

10.2.2 Expedited Reporting of Events of Interest from TYSA 
BRIR) Studies and Clinical Trials 

0455 The Sponsor is proposing the following paradigm 
for the reporting of adverse events in TYSABRIR) studies and 
clinical trials (i.e., TYGRIS and Re-Dosing Studies). 
0456. In TYSABRIR) studies and clinical trials, all serious 
unexpected and related events will be reported in an expedited 
fashion to the Agency as per 21 CFR 312.32 (IND Safety 
Reports). 
0457. In addition, the following describes the process for 
expedited reporting for key safety events from any TYSA 
BRIR) studies or clinical trials: 

0458 
0459. The Sponsor will diligently follow-up on any report 
of possible PML, and will expedite to FDA within 15 calendar 
days any PML case considered confirmed by the presence of 

Progressive Multifocal Leukoencephalopathy: 

JC viral DNA in the CSF or brain biopsy in the appropriate 
clinical and MRI setting, regardless of the investigator cau 
sality assessment. 

Other Serious Opportunistic Infections: 
0460. The Sponsor will diligently follow-up on and expe 
dite to FDA within 15 calendar days of receiving any report of 
other serious opportunistic infections, regardless of the inves 
tigator causality assessment. The definition for serious OI is 
provided in Section 7. 
0461) Deaths of Any Cause: 
0462. The Sponsor will diligently follow-up on any report 
of death and expedite to FDA within 15 calendar days any 
report of death that is unexpected and considered related 
according to the investigator. However, if the death is due to a 
confirmed case of PML or a serious OI, then the Sponsor will 
expedite within 15 calendar days regardless of the investiga 
tor causality assessment. 

10.2.3 PML and Other Serious OI. Incidence, Rate and Risk 
Factors 

0463 Biogen Idec will closely monitor the incidence, rate, 
and morbidity and mortality of PML and other serious OI 
over time after the re-introduction of TYSABRIR) into the US 
market. Any clinically significant change in the risk of PML 
or other serious OI will trigger a prompt discussion with the 
FDA and appropriate action. 
0464. In addition, cases of confirmed PML and other seri 
ous OI will be tabulated every 3 months after re-introduction 
and provided to the FDA expressed as: 

0465 Number of cases per estimate of total population 
exposed (cases/persons exposed) 

0466 Number of cases per estimate of person-years of 
TYSABRIR) exposure (cases/person-years exposure) 

0467. A qualitative analysis of any confirmed cases of 
PML and other serious OI will be made to identify any 
potential risk factors (e.g., prior or concomitant thera 
pies, underlying co-morbidities, etc). 

0468. The person-years of exposure will be derived from 
the total number of patients treated with TYSABRIR) in the 
TOUCH Prescribing Program and from the total number of 
TYSABRIR) infusion administered (the latter will be 
obtained from the submitted Pre-Infusion Patient Checklist 
data). 

10.2.4 Periodic Reports 
0469 Biogen Idec and Elan are proposing to substitute the 
Periodic Adverse Event Report (PAER) (as per 21 CFR 600. 
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80 (c)(2)), with the international Periodic Safety Update 
Report (PSUR) (as per the International Conference on Har 
monization (ICH) guideline designated as ICH-E2C and pub 
lished in the Federal Register on 19 May 1997). 
0470 This PSUR will be submitted quarterly for the first 2 
years after re-introduction of TYSABRIR), and semi-annu 
ally thereafter. 

10.2.5 Reporting of Pre-Infusion Patient Checklist Data 

0471 Biogen Idec will collect Pre-Infusion Patient 
Checklists to monitor infusion site compliance with this 
important requirement and to track the dosing of TYSABRIR 
on an individual patient basis. As discussed at the Advisory 
Committee meeting, Biogen Idec expects that these check 
lists, collectively, will contain an extremely high prevalence 
of reports of “worsening symptoms” that are, in fact, MS 
symptoms, including relapses. The Pre-Infusion Checklist is 
designed to trigger further follow-up (i.e., neurological con 
Sultation) under theses circumstances, and prescribers are 
required to report any cases of PML to Biogen Idec. Thus, 
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Biogen Idec does not intend to report all cases of "continu 
ously worsening symptoms’ received in monthly Pre-Infu 
sion Patient Checklists as adverse drug experiences under 21 
C.F.R. 600.80. Instead, Biogen Idec will report all confirmed 
cases of PML, as well as serious opportunistic infections and 
deaths on an expedited basis. 
10.2.6 Results of National Death Index search 
0472. The National Death Index will be queried to ascer 
tain the vital status of any patient lost to follow-up. The 
National Death Index provides a match with identifiers for a 
person who has died, the State of death, and the death certifi 
cate number. Then Biogen Idec will request the death certifi 
cates from the State Health Department. Recognizing that 
there is a lag time of approximately 18 months between 
patient death and the updating of records in the National 
Death Index, the results of these queries will be provided to 
the FDA every 12 months after commercial re-introduction. 

10.3 Systems/Process, Quality and Compliance Metrics 
0473. The following results will be provided to the FDA, 
according to Table 4. 

TABLE 4 

Systems and Processes: Metrics and Methods 

Metric 

Prescriber knowledge and behavior 

Evaluation method Expected Date 

Prescriber survey Every 6 months 
regarding TYSABRI (R) and PML 
Infusion nurse knowledge and behavior Infusion nurse Survey Every 6 months 
regarding TYSABRI (R) and PML 
Availability and use of tools at infusion 
sites and prescriber offices 
Percentage of vials shipped to 
authorized infusion sites and central 
pharmacies 

Number of authorized patients, 
prescribers, infusion sites, central pharmacies 

Number of infusions administered 

Percent and Number of Pre-Infusion 
Checklists received by Biogen Idec 
based on Confirmed Infusions 

Number of Checklists with a “No” 
response to Questions 1-4, number 
where infusion withheld, number where 
infusion was administered, number 
where prescriber was contacted, number 

Prescriber survey and 
infusion nurse Survey 
Distribution data 

Every 6 months 

Quarterly for 
the first year, 
biannually 
(every 6 
months) for 2 
years, then 
annually 
thereafter 
Quarterly for 
the first year, 
biannually 
(every 6 
months) for 2 
years, then 
annually 
thereafter 
Quarterly for 
the first year, 
biannually 
(every 6 
months) for 2 
years, then 
annually 
thereafter 
Quarterly for 
the first year, 
biannually 
(every 6 
months) for 2 
years, then 
annually 
thereafter 
Quarterly for 
the first year, 
biannually 
(every 6 
months) for 2 

Enrollment Forms 

Pre-Infusion Patient 
Checklists and Phone 
calls to Infusions Sites 

Pre-Infusion Patient 
Checklists 

Pre-Infusion Patient 
Checklists 
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TABLE 4-continued 

27 
Jul. 28, 2011 

Systems and Processes: Metrics and Methods 

Metric Evaluation method Expected Date 

where prescriber was unable to be years, then 
contacted annually 

thereafter 
Percent and Number of TYSABRI (R) TYSABRI (R) Patient Quarterly for 
Patient Status and Re-Authorization Status Report and the first year, 
Questionnaire completed compared to Reauthorization biannually 
questionnaires sent Questionnaire data (every 6 

months) for 2 
years, then 
annually 
thereafter 

Number of TYSABRI (R) patients dosed TYSABRI (R) Patient Annually 
outside of the re-authorization period Status Report and 

Questionnaire data, and 
Pre-Infusion Checklists 

Infusion Site compliance with Pre-infusion Patient Quarterly for 
Submission of completed Pre-infusion Checklists the first year, 
Patient Checklists biannually 

(every 6 
months) for 2 
years, then 
annually 
thereafter 

0474. The utility and ongoing need for the TOUCH Pre 
scribing Program will be assessed 3 years after the re-intro 
duction of TYSABRICR). 

10.3.1 Audit Plan 

0475 Biogen Idec and Elan plan a detailed surveillance 
and audit process to monitor TOUCH Prescribing Program 
compliance and the control and dispensing of the drug. The 
ongoing monitoring will include verification of the com 
pleted Pre-Infusion Patient Checklists against data from the 
TOUCH Prescribing Program, verification of all distribution 
data to ensure that TYSABRI(R) is only shipped to authorized 
infusion sites and central pharmacies, that patients are affili 
ated to authorized infusion sites, and that pre-infusion check 
lists are collected from infusion sites and in alignment with 
distribution data. In addition to ongoing monitoring and rec 
onciliation, Biogen Idec's Quality group will conduct audits 
at a select number of central pharmacies and infusion sites. 
Sites will be selected for audit based on a random sampling, 
taking into account geographic region and infusion center 
type. The auditors will perform a physical inventory and 
review accountability of product at the site. The auditors will 
also review certain TOUCH Prescribing Program related 
documentation. The auditors will report on noted discrepan 
cies, such as, discrepancies in inventory levels or in TOUCH 
Prescribing Program forms. Significant noncompliance will 
be included in established exception reports and reviewed by 
the TYSABRIR) Compliance Review Committee. 
0476 Routine compliance audits will be conducted at the 
single distributor and specialty pharmacies. As warranted, for 
cause audits will be conducted at a given site authorized in the 
TOUCH Prescribing Program. 
0477 Additional details of the monitoring and surveil 
lance of the TOUCH program is contained in the Quality 
Plan. 

10.3.2 De-Enrollment Process for Prescribers, Patients, Infu 
sion Sites, Central Pharmacies, and Central Pharmacies for 
Non-Compliance 
0478. The Compliance Review Committee will review 
drug distribution, Pre-Infusion Patient Checklist, and TYSA 

BRIR Patient Status Report and Reauthorization Question 
naire compliance data to ensure all parties are compliant. The 
committee will review exceptions, monthly and on a case by 
case basis, and will make determinations as to whether any 
parties should be de-authorized in the TOUCH Prescribing 
Program due to significant non-compliance. 
0479. The system to handle non-compliance will be mod 
eled after the Biogen Idec exception system used in the manu 
facturing, testing and distribution of product. Quality 
approved procedures will address identification, notification, 
investigation, impact assessment, corrective and preventive 
action, escalation, tracking, monitoring, trending and docu 
mentation for exceptions. An exception will be classified as 
major or minor based upon potential for significant impact on 
the objectives of the TOUCH Prescribing Program. An excep 
tion classified as minoris not likely to impact the objectives of 
the RiskMAP, however, recurring minor exceptions may be 
classified as major and may be indicative of a system issue. 
The Compliance Review Committee will promptly review 
major exceptions. Quality will reside over the Committee and 
have oversight in determination of corrective and preventive 
actions taken to address the root cause of non-compliance. In 
addition, exceptions will be reviewed monthly by the Com 
pliance Review Committee, and quarterly by the TYSABRIR 
Management Review Committee, to assess Suitability and 
effectiveness of procedures, processes and systems to meet 
the objectives of the RiskMAP. 

10.3.2.1 Prescriber De-Enrollment Process for Non-Compli 
aCC 

0480. Significant non-compliance with the requirements 
of the TOUCH Prescribing Program may result in de-enroll 
ment of the prescriber and forfeiture of the authorization to 
prescribe TYSABRIR). The Compliance Review Committee 
will consider Such cases on a case-by-case basis. Affected 
patients will be directed to other authorized prescribers in the 
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area; if this is not possible, then the affected patients could 
potentially be de-authorized as well. 

10.3.2.2 Patient De-Enrollment Process for Non-Compliance 
0481. If a patient discontinues TYSABRIR) as indicated 
on the TYSABRIR Patient Status Report and Reauthoriza 
tion Questionnaire, or by notifying Biogen Idec, Biogen Idec 
will follow the Patient Discontinuation process outlined in 
Section 3.7. If a prescriber indicates that a patient is lost to 
follow-up, Biogen Idec will contact that patient. If the patient 
plans to continue TYSABRIR-treatment, he/she will be 
instructed to contact his or her new prescriber to complete a 
new Prescriber/Patient Enrollment form. If the form is not 
completed or Biogen Idec is unable to reach the patient, 
Biogen Idec will follow the Patient Discontinuation process 
outlined in Section 3.7. 

10.3.2.3 Infusion Site Process for Non-Compliance 
0482 An authorized infusion site will be informed that 
significant non-compliance with the requirements of the 
TOUCH Prescribing Program may result in de-enrollment of 
the infusion site and forfeiture of its authorization to admin 
ister TYSABRIR). Actionable non-compliance may include 
actions such as dosing a non-authorized TYSABRIR patient, 
and non-compliance with the requirement to complete and 
submit the Pre-infusion Patient Checklist. The Compliance 
Review Committee will consider Such cases on a case-by 
case basis. In such cases, Biogen Idec will provide patients 
and prescribers with information about other authorized infu 
sion sites in the area. Biogen Idec will notify central pharma 
cies not to distributed TYSABRICR) to de-authorized infused 
sites. 

10.3.2.4 Central Pharmacies Process for Non-Compliance 
0483 Significant noncompliance with the requirements of 
the TOUCH Prescribing Program may result in de-enroll 
ment of the central pharmacy and forfeiture of the authoriza 
tion to dispense TYSABRIR). Actionable non-compliance 
may include dispensing TYSABRI(R) to non-authorized infu 
sion sites. The Compliance Review Committee will consider 
Such cases on a case-by-case basis. Biogen Idec will notify 
infusion sites affiliated with central pharmacies about the 
central pharmacy de-enrollment. 

10.3.2.5 Specialty Pharmacies 
0484 Specialty Pharmacies are contractually obligated to 
comply with the controlled distribution system requirements. 
Noncompliance with the RiskMAP requirements may result 
in de-enrollment of the Specialty Pharmacy and forfeiture of 
the authorization to dispense TYSABRIR). Actionable non 
compliance may include dispensing TYSABRIR to non-au 
thorized infusion sites or not providing distribution data. The 
Compliance Review Committee will consider such cases on a 
case-by-case basis. 

10.3.3 Assessment of Knowledge and Behaviors 
0485 Knowledge, attitude and behavior (KAB) surveys 
will be developed to survey, prescribers and infusion site 
nurses on their knowledge of the key risk management mes 
sages of the TYSABRI(R) Risk Management Program and the 
actions taken to minimize risk. The surveys will be developed 
and tested prior to implementation using standard psycho 
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metric methods for Survey research (e.g., health literacy, con 
tent validity). A more detailed description of the surveys will 
be provided to the FDA after approval. 

10.3.3.1 Prescriber Survey 
0486 A sample of prescribers identified from the group of 
prescribers who have authorized into the TOUCH prescribing 
program will be invited to participate in the prescriber survey. 
For generalizability of results, a randomly selected statistical 
sample of prescribers will be used. Prescriber samples will be 
mailed a KAB Survey and asked to return it in a postage paid 
envelope. If the survey is not returned within 2 weeks, a 
follow-up reminder postcard will be mailed. Prescribers who 
do not respond within another two weeks will be telephoned 
and surveyed by direct interview. Each selected sample will 
be unique, i.e., prescribers will be interviewed only once in 
any given one year period. 

10.3.3.2 Infusion Nurse Survey 

0487. A randomly selected, statistical sample of infusion 
nurses from the list of authorized infusion sites will be 
selected for the infusion nurse survey. An attempt will be 
made to include nurses who administer the Pre-Infusion 
Patient Checklist and infuse TYSABRICR). The selected influ 
sion nurse will be mailed a KAB survey and asked to return it 
in a postage paid envelope. If the Survey is not returned within 
2 weeks, a follow-up reminder post card will be mailed. 
Infusion site nurses who do not respond within another two 
weeks will be telephoned and surveyed by direct interview. 

Example 2 

Exemplary Computer Implementation 

0488. In an exemplary computer implementation, FIG. 9 
is a block diagram of computing devices and systems 400, 
450. Computing device 400 is intended to represent various 
forms of digital computers, such as laptops, desktops, work 
stations, personal digital assistants, servers, blade servers, 
mainframes, and other appropriate computers. Computing 
device 450 is intended to represent various forms of mobile 
devices. Such as personal digital assistants, cellular tele 
phones, Smartphones, and other similar computing devices. 
The components shown here, their connections and relation 
ships, and their functions, are meant to be exemplary only, 
and are not meant to limit implementations of the inventions 
described and/or claimed in this document. 

0489 Computing device 400 includes a processor 402, 
memory 404, a storage device 406, a high-speed interface 408 
connecting to memory 404 and high-speed expansion ports 
410, and a low speed interface 412 connecting to low speed 
bus 414 and storage device 406. Each of the components 402. 
404, 406, 408, 410, and 412, are interconnected using various 
busses, and can be mounted on a common motherboard or in 
other manners as appropriate. The processor 402 can process 
instructions for execution within the computing device 400, 
including instructions stored in the memory 404 or on the 
storage device 406 to display graphical information for a GUI 
on an external input/output device, such as display 416 
coupled to high speed interface 408. In other implementa 
tions, multiple processors and/or multiple buses can be used, 
as appropriate, along with multiple memories and types of 
memory. Also, multiple computing devices 400 can be con 
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nected, with each device providing portions of the necessary 
operations (e.g., as a server bank, a group of blade servers, or 
a multi-processor system). 
0490 The memory 404 stores information within the com 
puting device 400. In one implementation, the memory 404 is 
a computer-readable medium. In one implementation, the 
memory 404 is a volatile memory unit or units. In another 
implementation, the memory 404 is a non-volatile memory 
unit or units. 
0491. The storage device 406 is capable of providing mass 
storage for the computing device 400. In one implementation, 
the storage device 406 is a computer-readable medium. In 
various different implementations, the storage device 406 can 
be a floppy disk device, a hard disk device, an optical disk 
device, or a tape device, a flash memory or other similar Solid 
state memory device, oranarray of devices, including devices 
in a storage area network or other configurations. In one 
implementation, a computer program product is tangibly 
embodied in an information carrier. The computer program 
product contains instructions that, when executed, perform 
one or more methods, such as those described above. The 
information carrier is a computer- or machine-readable 
medium, such as the memory 404, the storage device 406, 
memory on processor 402, or a propagated signal. 
0492. The high speed controller 408 manages bandwidth 
intensive operations for the computing device 400, while the 
low speed controller 412 manages lower bandwidth-intensive 
operations. Such allocation of duties is exemplary only. In 
one implementation, the high-speed controller 408 is coupled 
to memory 404, display 416 (e.g., through a graphics proces 
sor or accelerator), and to high-speed expansion ports 410. 
which can accept various expansion cards (not shown). In the 
implementation, low-speed controller 412 is coupled to Stor 
age device 406 and low-speed expansion port 414. The low 
speed expansion port, which can include various communi 
cation ports (e.g., USB, Bluetooth, Ethernet, wireless 
Ethernet) can be coupled to one or more input/output devices, 
Such as a keyboard, a pointing device, a scanner, or a network 
ing device such as a Switch or router, e.g., through a network 
adapter. 
0493. The computing device 400 can be implemented in a 
number of different forms, as shown in the figure. For 
example, it can be implemented as a standard server 420, or 
multiple times in a group of Such servers. It can also be 
implemented as part of a rack server system 424. In addition, 
it can be implemented in a personal computer Such as a laptop 
computer 422. Alternatively, components from computing 
device 400 can be combined with other components in a 
mobile device (not shown), such as device 450. Each of such 
devices can contain one or more of computing device 400, 
450, and an entire system can be made up of multiple com 
puting devices 400, 450 communicating with each other. 
0494 Computing device 450 includes a processor 452, 
memory 464, one or more input/output device Such as a 
display 454, a communication interface 466, and a transceiver 
468, among other components. The device 450 can also be 
provided with a storage device. Such as a microdrive or other 
device, to provide additional storage. Each of the components 
450, 452, 464, 454, 466, and 468, are interconnected using 
various buses, and several of the components can be mounted 
on a common motherboard or in other manners as appropri 
ate 

0495. The processor 452 can process instructions for 
execution within the computing device 450, including 
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instructions stored in the memory 464. The processor can also 
include separate analog and digital processors. The processor 
can provide, for example, for coordination of the other com 
ponents of the device 450, such as control of user interfaces, 
applications run by device 450, and wireless communication 
by device 450. 
0496 Processor 452 can communicate with a user(s) 
through one or more control interface 458 and display inter 
face 456 coupled to a display 454. The display 454 can be, for 
example, a TFT LCD display or an OLED display, or other 
appropriate display technology. The display interface 456 can 
comprise appropriate circuitry for driving the display 454 to 
present graphical and other information to a user. The control 
interface 458 can receive commands from a user and convert 
them for submission to the processor 452. In addition, an 
external interface 462 can be provide in communication with 
processor 452. So as to enable near area communication of 
device 450 with other devices. External interface 462 can 
provide, for example, for wired communication (e.g., via a 
docking procedure) or for wireless communication (e.g., via 
Bluetooth or other such technologies). 
0497. The memory 464 stores information within the com 
puting device 450. In one implementation, the memory 464 is 
a computer-readable medium. In one implementation, the 
memory 464 is a volatile memory unit or units. In another 
implementation, the memory 464 is a non-volatile memory 
unit or units. Expansion memory 474 can also be provided 
and connected to device 450 through expansion interface 472, 
which can include, for example, a SIMM card interface. Such 
expansion memory 474 can provide extra storage space for 
device 450, or can also store applications or other information 
for device 450. Specifically, expansion memory 474 can 
include instructions to carry out or Supplement the processes 
described above, and can include secure information also. 
Thus, for example, expansion memory 474 can be provide as 
a security module for device 450, and can be programmed 
with instructions that permit secure use of device 450. In 
addition, secure applications can be provided via the SIMM 
cards, along with additional information, such as placing 
identifying information on the SIMM card in a non-hackable 
a. 

0498. The memory can include for example, flash memory 
and/or MRAM memory, as discussed below. In one imple 
mentation, a computer program product is tangibly embodied 
in an information carrier. The computer program product 
contains instructions that, when executed, perform one or 
more methods, such as those described above. The informa 
tion carrier is a computer- or machine-readable medium, Such 
as the memory 464, expansion memory 474, memory on 
processor 452, or a propagated signal. 
0499. Device 450 can communicate wirelessly through 
communication interface 466, which can include digital sig 
nal processing circuitry where necessary. Communication 
interface 466 can provide for communications under various 
modes or protocols, such as GSM voice calls, SMS, EMS, or 
MMS messaging, CDMA, TDMA, PDC, WCDMA, 
CDMA2000, or GPRS, among others. Such communication 
can occur, for example, through radio-frequency transceiver 
468. In addition, short-range communication can occur. Such 
as using a Bluetooth, WiFi, or other such transceiver (not 
shown). In addition, GPS receiver module 470 can provide 
additional wireless data to device 450, which can be used as 
appropriate by applications running on device 450. 
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0500 Device 450 can also communication audibly using 
audio codec 460, which can receive spoken information from 
a user and convert it to usable digital information. Audio 
codex 460 can likewise generate audible sound for a user, 
Such as through a speaker, e.g., in a handset of device 450. 
Such sound can include Sound from Voice telephone calls, can 
include recorded Sound (e.g., voice messages, music files, 
etc.) and can also include sound generated by applications 
operating on device 450. 
0501. The computing device 450 can be implemented in a 
number of different forms, as shown in the figure. For 
example, it can be implemented as a cellular telephone 480. It 
can also be implemented as part of a Smartphone 482, per 
Sonal digital assistant, or other similar mobile device. 
0502. Where appropriate, the systems and the functional 
operations described in this specification can be implemented 
in digital electronic circuitry, or in computer software, firm 
ware, or hardware, including the structural means disclosed 
in this specification and structural equivalents thereof, or in 
combinations of them. The techniques can be implemented as 
one or more computer program products, i.e., one or more 
computer programs tangibly embodied in an information car 
rier, e.g., in a machine readable storage device or in a propa 
gated signal, for execution by, or to control the operation of 
data processing apparatus, e.g., a programmable processor, a 
computer, or multiple computers. A computer program (also 
known as a program, Software, Software application, or code) 
can be written in any form of programming language, includ 
ing compiled or interpreted languages, and it can be deployed 
in any form, including as a stand alone program or as a 
module, component, Subroutine, or other unit Suitable for use 
in a computing environment. A computer program does not 
necessarily correspond to a file. A program can be stored in a 
portion of a file that holds other programs or data, in a single 
file dedicated to the program in question, or in multiple coor 
dinated files (e.g., files that store one or more modules, Sub 
programs, or portions of code). A computer program can be 
deployed to be executed on one computer or on multiple 
computers at one site or distributed across multiple sites and 
interconnected by a communication network. 
0503. The processes and logic flows described in this 
specification can be performed by one or more programmable 
processors executing one or more computer programs to per 
form the described functions by operating on input data and 
generating output. The processes and logic flows can also be 
performed by, and apparatus can be implemented as, special 
purpose logic circuitry, e.g., an FPGA (field programmable 
gate array) or an ASIC (application specific integrated cir 
cuit). 
0504 Processors suitable for the execution of a computer 
program include, by way of example, both general and special 
purpose microprocessors, and any one or more processors of 
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any kind of digital computer. Generally, the processor will 
receive instructions and data from a read only memory or a 
random access memory or both. The essential elements of a 
computer are a processor for executing instructions and one 
or more memory devices for storing instructions and data. 
Generally, a computer will also include, or be operatively 
coupled to receive data from or transfer data to, or both, one 
or more mass storage devices for storing data, e.g., magnetic, 
magneto optical disks, or optical disks. Information carriers 
Suitable for embodying computer program instructions and 
data include all forms of non Volatile memory, including by 
way of example semiconductor memory devices, e.g., 
EPROM, EEPROM, and flash memory devices; magnetic 
disks, e.g., internal hard disks or removable disks; magneto 
optical disks; and CD ROM and DVD-ROM disks. The pro 
cessor and the memory can be supplemented by, or incorpo 
rated in, special purpose logic circuitry. 
0505) To provide for interaction with a user, aspects of the 
described techniques can be implemented on a computer 
having a display device, e.g., a CRT (cathode ray tube) or 
LCD (liquid crystal display) monitor, for displaying informa 
tion to the user and a keyboard and a pointing device, e.g., a 
mouse or a trackball, by which the user can provide input to 
the computer. Other kinds of devices can be used to provide 
for interaction with a user as well; for example, feedback 
provided to the user can be any form of sensory feedback, e.g., 
visual feedback, auditory feedback, or tactile feedback; and 
input from the user can be received in any form, including 
acoustic, speech, or tactile input. 
0506. The techniques can be implemented in a computing 
system that includes a back-end component, e.g., as a data 
server, or that includes a middleware component, e.g., an 
application server, or that includes a front-end component, 
e.g., a client computer having a graphical user interface or a 
Web browser through which a user can interact with an imple 
mentation, or any combination of Such back-end, middle 
ware, or front-end components. The components of the sys 
tem can be interconnected by any form or medium of digital 
data communication, e.g., a communication network. 
Examples of communication networks include a local area 
network (“LAN”) and a wide area network (“WAN”), e.g., the 
Internet. 
0507. The computing system can include clients and serv 
ers. A client and server are generally remote from each other 
and typically interact through a communication network. The 
relationship of client and server arises by virtue of computer 
programs running on the respective computers and having a 
client-server relationship to each other. 
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--- Prescriber/Patient sate this for to: suchf8::cRelag FREIGRA Enrollment. Fort 
YSA&R Xata: Erišsicists&iness to 88ssh Corpstion of as psyes is requisi. s 

exes: -Air: su?-e- Patiersss O -- 
www.wwwWham r www.sawaawasawwararw Eass.sitieksastestigtssississists issusage. 

hire itss, makis initis, is: 88.88:Saeyseries 
------- -w-s.svass---ar-Waaaaaaayw-Y-------------rrrrrrrrrrrrrrrr-M - far. 

Sex &rass i.- :ses: * : its starcs ... &he:k if isstier8 tiss sedivare 
: WWWWAw---awww.w www.www.anuaww.wrw an 8-mmuw aaws, arr-vom-www.r-sw swaras-a-vur-ramw-rr, ------- ww. 

ri tri *icy hais's raise Assirisis is: 
Yxsk staph:8s T -er re- --------i. sifsw 

sessense-il it. . . Pirnary instates madawww.www.w aw siansephs." 
ar ... " 

38: that be kaise: & i- Rise Rick ses t --- war-----ass-era-a-Amaaaaa Mrvassasssssss------------------wass-assurm 

Š S.Šišis S. N S$8 8 Š 

: understand that have certair rights reiated to the collection, se, and disclosure of my medica 
and health information. This information is called "protected health formation tPH, and incities 
demographic information (such as sex, race, date of birth, etc.), sitesuits of physical examinations, 
clinical tests, biood tests, X-rays, and other diagnostic and me 8cedures that may be included 
in my medical records. & y 
his Authorization form applies to FH created or ci 

drug admiristration site, my pharmacy, and my is 
this Authorizatien, authorize my physicianfu 
and/or health institance company to gisci 
Eian Parnaceticals, i.e., and their 
information related to rily mes 

N SS 

SSãi, my infusion center, or other 
Sessipary, inderstaid that by signifg 

er or other drug administration site, pharmacy, 
any edieat records to Biogen idec inc. and 

ser agents together, the "Companies", including 
yatient, and heath insurance, as well as at informatios: 

provided on any prescriptio he Companies to use this information to provide YSABR 
support services, such as Š insurance coverage for TYSABR, coordinating delivery of 
TYSABRi to the physicias or siegfinistering TYSABRE (which may inciude forwarding my health 
information to a pharmacy), androviding a referral to a physicia or site willing to administer YSASR. 
i landerstartitiat may refuse to sign this Authorization and refusing to go se wif not affect ty 
atility to receive YSABRI, understand that signing this Authorization wiis not charge how iny 
healthcare providers, health insurance plan, and pharmacies provide my medical treatment or 
payment for treatment or insurance benefits. 
i agree to allow the Companies to contact are by mail, e-mail, and/or telephone to oversee these 
services. understand that, oncerny Phi has been disclosed to the Companies, federal privacy lays 
may no anger protect the information, kiowever, the Comparties agree to protect my Pi-fi by using it. 
only for the gurposes authorized in this Alithorization or as permitted by Eaw, 
understand that may cancel aligfa part of this Authorization at any time by nating a tetter 

regijesting sticit cancellation to YSABR Support Services, 5000 avis Drive, PO Box 13919, 
Research triangie Park, Ne 27709. If cance this Authorization, the Companies wifi end furthef use 
and gisclosure of fry Pit as soon as possibie. This was not affect health information that has 
already beer used or disclosed in reliance upon this Authorization, 
i wit receive a copy of this signed Authorization. This Authorization expires ten 0 years from the 
date this Authorization is signed. 
Patient signature of persoitat representative): ... Date: www.wwww.iaal-Aww. 
Authority of personal representative (if applicable).- ...--...- 
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se-- Prescriber/Patient sease is this ions x: 
Toucherseasing Rocks Enfoinent For basis 
ississis?ionists is Cyrgietios of as pages is Mguired. 

Sieger: kee and Etar Pharmaceuticals, ific, consider-patient-safety a priotity. Read each section below &id. 
initial in the space provided if you understand the information. 
to not sign this form if there is anything you do not understand about at the information you have 
received. Ask your doctor about anything you do not understand before you initial and sign this form. 
1 acknowledge that: 

an Wr 

TSABRi is a medicine approved only to treat patients with relapsing forms of 
retitipe scietasis (YiS). - 

A TYSA8R} is greraily recorrended for patients who have not beei helpeci enough by or carnot 
tolerate, other treatments for MS. 

Y. Save takes to ay doctor and inderstand the benefits; and risks of t - 
i &isitixis: T 

SYSA8R treatinent. 

TYSABR interesses your chance of getting a rare brain infectice tisstratly causes death 
of severe disabiity, s 
Xs risis infectics is based progressive initifocal leukiences 

people with weakested immute systerns 
> Na ore can predict who wit: get PM therei 
X- My chance for getting PNL näyte higher ifi 

that car weaken my intinuine system, d 
X- Even if itse: FYSABRiatane to ty 

iosef, it is also fact kiostre: 
cance for Py: 

> stipuld catt say doct fi get any new or Reserting syst 

g period of time with YSABR cars increase rry 

ptons that last series a days, 
especisily reviots syste tons. Some of these sympters inciude a new i 
if sticider: change in my ng, eyesight balance, or stength, but i should -o-o- 
also feixit, other new of wo;settig syptions Sas: 

W T. 
waraYa'aawasa-powww.W. 

t to receive YSABRE, at patients must be enrolled in a special prograrts cated the Touch 
Prescriting Program. s 

R 
S 

the QUC Prescribing Program is run by the company that makes TYSABR. The cornparty : 
wii citect irration aolity health at regular tiss periocis, cannot receivs "YSA38 if 

awaxaawaa 

do not agree to follow the requiressents of the TOUCH Prescribing Program 
2 : Finist iotis, the Qt Chi Prescriting Program if switch doctors er infusion sites. 
Y have received, read, and understand the Patient Medication Guide. 
Y iwi, bring to each YSABR' infusion a tist of all mediciries and treatments that 

i Save take difigie tast ?enth 

Patient are: Date of birth: -A- Z 
Šs, it:8& initia. Fist: iM&tx:yyyy 

Patient signature of personal representative: Date: 

Authority of personal representative (if applicabie: 
2 of a. 
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-- e. Prescriberfpatient sessie sister to: 
c Enrollment Form. cg disc 

iskie. if itsi, iss: 

YS, 

8:ease iricate the patien's rast recess t s :heigy, checs sists 
cert an saw 

None Ayanex Betaseae {xpaxosef Rebific Nsertissis FYSABR i. 
ssars 

Aasthiogrine ii eth:texsie - Mycophenotate?. cyckobosch&ride i. 
ra 
R 

x-www.Wuwawasawaayer www.swww.www.www.waw awarrrrrrrrissanaero-seasessessesserraraasaawaauer Sisi SSS iss. 

3y S. 

sessions. -- kiri or proser is a sith 

s Passerier wig assister YsABR, if Es, check here: and feeties:ss sites fees, it is, got 2 sits. 
Fox assi is presission to a - 
:rvestigate partiary coverage and testigate 
&e:very is prescribes's affice, 

r 
i.Nc Services fe: 

R 
.. re 

PrescribérwistaertsABR treaterient to arether site. YES, checkiere: .jari 388ttist; it; 
wr. 

itesire sistasics: Freesise assistatests. i enteerinese patiestests: fascis 

&Siests 

gies:8&ie sie'er sistestics site: 

muco-to- telephone TC. 
Site 3is 

f". Fax T- i. 

Sass. 

ifisetiatistthoracid.ifs: $ot as:xistici s:YS3R icry is site; yet isye 
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--- Prescriber/Patient ssassex his fear to: 
ouch passiriigikogRA Enrollment form re 

YSA823(xxxh: 3: topiatic at ai: pages is acquired: 

} acknowledge that: 
Yi have read and understard the fut! Prescribing information for YSABR 
> TYSABR) is indicated as monotherapy for relapsing forms of MS 
Y This patient has a retapsing form of MS. based or clinical and radiotogical evidérice 
's YSABR irscreases the risk of progressive triu?tifocal ieukoerceptaicipatity PM, an oppositistic vire 

infection of the brain that usually leads to cleath or severs disability, Athqugh the cases of Phi were Brites: 
to patients with recent or concognitant exposure to other imminomadiates as immunes:ppressarts, there 
visrs too few cases to ri?ie out the possibiity that PML inay occur with YSA&R mactherapy 

Y- an able to disgress and nanage opportunistic infections and PM, or any prepaired to refer patients 
to speciatists with these abilities 

Y-Because TYSABR increases the risk of Piá it is generally recorrended for patients who have sad an 
inadequate response to, of are unable to tolerate, atterrate MS therapies. I have giscussed other. &S 
treatmeists with this patient 

X-YSABR is stol. 3rdinarily recornmencied for patients who are receivin 
irnrajnomodulatory titerapy, or who are significantly immunocorypto 

Y. This patierit has no known contrainclications to SABR treath 
Y-3 have ist'ucted this patient to prompty report to 

ersist overseveral days 

stic initingsuppressent is 
for any other 28:Jse. 

er theirst infusion, & Frionths after the first Y his patient shogid be seen and evaluat 
this patiert ectives YSABRi, anxi et at east infusios, at east every & Yoaths thereas 

6 morths after FYSASR has been - 
Ya iwi steterrsins every 6 fing -- . atient shalid continue on YSABRE and if so, &uthorize 

treatment syery 6 month 
> isfiotic report, as seen as isse cases of PMt, hospitalizations: due to ppGpturistic infection, or 

deats...to Siggy leisc 
Ye Ekata oncerning this xatient asid me will be entered into the finandatory T3UCH is escriting. Program. 

Biogen decieqires ray cooperation with periodic data collectic ire to provide the requests: 
information or otherwise campy with the requirements of the Qt Ch Prescribing rogram may resist 
in discontinuation of TYSABR) treatment for this patient and forfeitire of any authorization to prescribe SASR 

Y have received edicationai faterials regarding the ba?efits and risks of YSA&R greatment. 
nether healthcare provider under ny direction aas, edicated this patient on the benefits 

and risks of treatment with YSABRE, provided him or her with the Patient Medication guide and 
Enrollment Farr, instructed him or her to: read these materials...and encouraged hiri ce her to ask guestions when considering TYSABR 

- awe, 8; a 

*atient. Faaite: late of bits f f r 
ifirst rid:8 initis, iss; i&isis.jYYY 

ifeScier sigitatara; iyate: uses 

& 3'x's Biosest kiss systs 3:30330i 
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ease fix this fairs. to: 
- 
Uc PRESCRIBENg PROGRAM infusion Site isitoria 

YsAssoveredisfied commerstories, Enrollment Form 388-3S-2s. 
eyeloped as part of the Bisge: idec. 3rd E: 

receive ship tierits if an SA8R. As i: 
ity. 8icsenides r Elet sharraceuticsis, 

, Sieger idec willifax and Saiian &xiiirizatisti confirmatior. Sidgess, 

The stice Prescribing Program was: 
sfety, y estoriaecifist 
after it has take: 
Enrossiest For to Sieger: ke:, Us re 
attertis previ: 

ce 

SS 

sistasion atte wis acquire YsAsit directly iyes, checkers of these scies. Bus 
R 

, or inities, its at is sesacas: with seas 
& $thistors site.wis acquire titough a centras sharetsey 

A certatisfix& S&xakti Shir exsists,&xas 
KNS&wsrexy six - 

al i-3 

Yi Eech patient wi 
ss. YSARS 

scetitjeais, is 
Šiston sits six 

party cesishtests is circigns 
s: Posfara si: resittinisterditar&st of the in 

Restersity: sixty &xisos::sherit: 

www.r-mm. runwarwelveva e -...- 

Pease see accompanying fuit preseribing trforation. 

:3 rush's strskiiko six sexxiskasin: 

&2&s screen iao: csstie 3.7337-03. 
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•r . issessissing to; 

Touc PRESCREBsse RGRAsi central Pharacy Ross 
YSASR 3rtaech: 3rišiaiti r Enrollment Form - - - - 

is ke: aridiarr; 
Siles. A:fer 

:*::isory tria 
&f this Saalefa 
confirray: Si::::: 
i8v8 ses; &utho 

'A secrat riseein cm ste. Rail shstry:Rs. as:'waxsakre wa Eski's trace.8 

t i& 
Please note that this is the oNY address to which YSR388 w8 he stipped, 

Nassissistian Sarre sciet 

&sitess is." 

Akass 2 

&ress 
www.sasawsurrwww.rowsrsswum ti-co-me-no- $gs" is 

.3 interstatic that by siggg this sofa is is:streey ge:2:23 to sisperse; SASE 
zed accorting to the FG}ch Pissetting Program 

she certai pÉargacy acknowledges that: 
Y-rissesstratise cf Rieger tries of £ist Finaxmaceut: cassific, as professiring as edicational trait:risis { 

at:b:rgroster...this critra sisrnacy msg.sessiei is the Food &as orig 
s:...sixiao a third party desigrised by the FCA, sess 

tries the to 8: Prescribing Prasser try result in coersiftiere the &ntre: phastincy sits forfeiture 
iswissistent: 

Please see earpassists prescribing information, 

as St. Sinai 
: ixsh sets. 

ask it's sixst&kas.irs. 

ess Hixer $: &as 3-723s-d1. 
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--- ... " 

c ... -- - - - Pre-infusion his prew assistscries?RockAs is:-8:(-88 
insasraecisioninences Patient checklist signe: $83 &siasis 

Patiect rats: 

Sites name: 
www.wrwr. Asv Wawr 

8:2atient (itsekist first be cohgisted Y 
*s rx 

tigate infuse YSABRr (sataiizumab, this Fre 
eact; patie?t prior to each infision, is page frust be taxejts Biogen cac i&}(83.03.278; within 3 day of tire at 

since in the patient's predicetterard whetts: tise patter has beet infised of rot. 
tote to infission Sta: You:rust ensure titas the patient is currently articized to fessive FSAER, Yojira:st resis; to the 
sier8's Taics; recor: aiky is svety, fusion, 
- if the satist aid for resive this or it previous trfusion, and phys 

althorization for the pressier befort: provicing the curve?tiffusion 
Y Cafrir tistste is 3 cerers: Notice of Paterit Authorization offilis. 

As a toricities of cuisite's at thor: 

tiesratics was requirit:ts sy 

Y&infirin that you ava not received a Notice of Patient ciscontification. 
As the gaient turretty &rthorized to receive YSABRI? 

Yes centinui: to text questiari. 
No stop upo NoT INFUSE, it authorization cannot be verified by calling 

be restirred tack to the iaiticare preyister who prescribe. YSA8R tes 
Hibs the patiers: received and read the satient. Medication stage, it; 
isfiti asse seiss esci if itsio?i offSABR 

Yes satirik to ext-questics. 

2258, the patient frust 

head aloxi esrid record the patie it's answers to 
., cyst t2 roith, have you had any it: 

isutkerie or lyrip3on3, is {:} { 
ifsciens w8 

3, it;8 past 
yosis iris witt's 

4. iii tire past notif, other thin for the treating: if a recent. reispise. have you takers any of the fe: 
rec{cities: Seikigeira*.methylprecliniseiase, era:ror, dexarethasane, ene-tierror, prednis 
its steroiciniticines? 

incer or Ms or 

if the patient answered YES to any question, do not infuse, contact the heathcare growiiser who presctises YSáBritis they, 
3rd exey sepsistsai is athsweis. 

*iate aid signature of staff completing checkist;.........-aw...u. 
FAx this contPLETED PAGEro stoGEN DECAT soo-840327s 
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- - ---. 

Uc fRESCREBENG FROGRAA Pre-infusion 
issercars ified fortrilities c teaiti; Patient Checklist 

Please review the fo?owiagist with the patient when asking question 3, 

Approved MS Tiegspies: Additional Rastattoratodifestors and 
Giatirefief acetate Copaxons. treetsunosuppressarts 
interfers beta-ia (Rebi AyoNEX: other interies Acture, feigr, its A, 
interfere: beta-ii (Betaserqf) Pegasys', PEGiriron, Retetra'. Roteror A: 
Mitcastrone Noyantfore Adalirtsurnat: {}igrira"; s 
immunosuppressertsfittireopiastics: Ale?seep Arney've 
Azathiopirie initian Azasa Alemtuzurna: Carpath"; 
Cladibite estatin Anakinra Kirseret, 
Cyxiophgstarside cytoxar, Neross'; i Dacizurnalizefiapax: 
cyctosagine Sarisrisrine, Neora; taiziriah. Riptiya) 
fluctaraaise phasat& Fucara taneroeg: Eri 
lefiutorside Araya infixirati : 
fiercaptopiina iuriaethots; intravertois Bryanagiobidir Rivig 
Methotrexate thiesharex', Rheumatrex', irasai; Rituximat (Rituxar 
sycopterolate inofet: {{e:Ceix 3rastuzirab its 
Perrietisked Airta 

...Y Womenaw 

is say be taken concurrently with TYSABR 
infuse:at this time and censuittie healthcare X- if therease ary estjestiens regarding concuen 

provisier who prescribed YSABR 

-N if you are unassie to contact the r 
instruct the patiefitte extact his/her presefiber and to rescheckie art infusion as soar aspxissite. Continue efforts 
to trach the psescriter to infor:r.hitry her of this season(s) for not infusing it is patient. You will reed to confirm 
authorization frett the prescribes or the sitsequent Enfisica. 

Mesrau--mawa w www.amwuxurcwawa.A. 

This Pre-sistiisip: patient checklist is not tended to replace the is fusion site's generai infisice protocots, Not is: 
this Pre-infusia; Fetie?: Checkist-intended to ixés, stabstitute for constitatist and review of “ference materials and 
medicat iterattire ixertaining to indivisitat clinical circumstances. Realthcare providers sitatic rake, all treatment 
decisions based on tie &xi;text of the situation and their clinical judgrent, 

Ptease see accompanying fist Prescribing information. 

YS ABR 
& &s Esgs is sos 3-SO2S-03 
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www. risese tax this farrats: . 
Touchscalent PROGRAS TYSABR Patient Status Report and i&ief ide mass fix; 93-8&s SASRises; ited Kotwrittent to seeith Reauthorization Questionnaire Pixstis: 8::ssissa 

Aixstasticii exstations date: . 
sas' six. Ssses.Y., 

dor reexis indicate that serisatasa:thorization to receive YSABR) wit expire of Misat:yyyyya inct tie, she wis, he 
jerset be assie tri receive YS388. 
is cirder to prevertieiterription.cf.gistients's YsAsii treatyiest, fax the correleted forts to Siogs: ices.si. 1 &&id-1278 by 
-&xgitesiivs sixtes 3rd pisse a sory in the patient's stegicai record. 

is patient sti: urses your care? ( is the patient currently receiving of hast 
T s Nics ieceivedary Ystfixarticisat&ry & in 

... -- products in the previous-fi no tiss 
Ns, gs: Some 'rm. 

g Yes hio 
Narns and phons: 
*Few sistibes. o ------ 

if Y&S, cirgi's $ys runtier of Ysgith: exeivid, 
as & Meixis. 

awaa was www.rersarvvanavaweswaramwavvvvviesa-wa 8X 

is passers sist? 
Yes No 

toss eatisix have a diagnosis of geogressive 
initifexist lexikoraiaphatepatiy (Psittist you 
89 is: eikay repeated to Biogeniec 

Yes Ns under it 
infection that you have no 

cchettcase 
y?otyosphäside 
Chronic systeric stersitis 
Qther imagunosodistory & 
it inviroSupressant therapy 

6. if atient is stii: 138ersoise asse, city: suitoire 
2-4 - .: .. irsary:Y SA stays s . . . is the passet cirretty receiving or as the patient the continiaix's of TSABRitgesiasert for the next 

received interrittent casses of steroids for the scaths for patient? 
treatner of SStsiapse its the preyisis Sistenths? Yes Ns' 

Yes so s 
if YES. sase circksite nutriter of ecurses received. 

3. Y8. s 

if Ry internation settis fertti is scortset, is you has itjestions: or, if you need &isitions it to risis. 
isease cess&x-SS8-223S fresy, 8:30 ktes 8:38 sisti. 

itseries: signat: 
i8 i.e. wse: &#8istent with the cich *escrixer:Patient Ér:ristinent. Fixin signed by ovard sist patieff: Grict sih iteAá, Brxissisticasts sivacy tubis. 

Piesse see Racotassisyas futi frescriting infortation 

**sat&axis of Star Pisnce; YSS8.s assissatsaaraise 
isces, bear is n is 

sacres 8tessess s cSA86 3.425-3 
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Possa tax this for to: --- 
touc PRESCRi81A&PREGASA TYSABR Patient Fiers 

isienninent esses, Discontinuation Questionnaire issississ issisten 

S&i?itix 
Patient Ertraits 

isis: -;8) &isis: 

wha 

X ris YsAssi patient Disconsinuation gastionnaire is fecessary to fit: (as tracking rea:Jirefriars 
rojth restiviting progree: $of ai patients treated with YSABRs, Yots may also be sitected for sdditigrat 
infortatics'ir (esponse ers provided artists forts 

Y- Faxtte corpieces YSABR Patient Ciscontinuation Questionnaire to Bieger kiec at 1-888-83278 as; 
place orie copy is tire patient's medical recotti. This form is ?tandatory to el disgatinued patients 

is paster sS$zater sourcere? 
Yes Ng, don't know 

if No, pit 
Nairs & K charts 
if 8w pi&Sessi:- 

is patists. &e? 
Yes No 

Boes patient have a diagnosis of geogressive Ruttifocal exikoencephaiosathy (Pv4; that you have ties aiready 
*spotted to. 8ioge: dee? 

Yas No. finder irrestigation. 

Reis patient bese hospitalized for it: upport: ..rfection tiretycks have not aiready repsrt}c to singen ide: 
its Ne inter irrestigation 

sw8 questiotis, or if you need aciditional infortraier, p}.3ase ca: if &ry::$ormatic Sr. is terri, is trigorrect, ifyist: 
1803-88.238s fresh 8:30 as to 8:oops Eii. 

Prescribér sissisre: ...-...--. Date. {Mai?or. YYYY} F' '' 
wall-ww-as-ar...'...us--a 

Passe. Note: it is questionaire w: be used ckisistent with the touch Prescribes ?patient Errtist fift: sis&tity so; as 
yeuf sixtietit &ng with iPPA and appieable privacy rules. 

existisk storic:*k strikers at Eastwristissis, ki. 
xistics &sics. v. 

82.8 &aska is: $$."gé 
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---, YSABR Patient rease this fertti to: 
Touch PESCRi8inic PROGRAM iscontinuation Eacists 
rissars seashtried on ninetics: Notification Form -Phgne: 1-86K S&235s 

Waxhaw - - - - - -o- co firscking the status of rySABR patients is an essential element of the Touchi Prescribing Program. 
Birger kies trust be informed wher; a patient's YSABRi treatrrest is permanently iscontinued, 
To repori a satient who has discontified YSABRE treatenerit, fax this carpieted totri to Biogenigee 
at 83-8383.278 or ca: Cistoryer Service at i-80-456-22S5.jpxers receipt of tisis isfeiratiori, 
Biogen idec wil; send you e Patient Eiscontiniation Questionnaire iraediately and a fine-question faire 
8 trists assi. 

3. Sigges; ide. Cistorist Sewice; 

this letter is to inform you that the patient identified befow is teig perstarterstly discontinued for 
iySA&R therapy. 

Patient stre; 

Patient Enroitinent fittribes: 
Petient date of birth (siyot/YYYY: ...A. 
Safe: Basi see ty fes&iser:Asif if YYYY}: w - manmaw 

fate of tira FYSA&R close irth/Roy YYYY: 

ty: www. 

Sc{ef SSare: 3ate: co-/no. --- S''' assawass 
so YYY 

Please Note: exteetion and use of this infortraiar wi: bg consistent with the Tock Prescribeg Fabetit 
Erotimerit. Fores signed by you:8.ne your patient and with HiPAA and applicable privacy ruses, 
R-rquestions of aciditiosa information, please catt 1803-456-3255 frotr 8:30 x to 8:00 P. E. 
Peasessee accompanying ful Pescrising information. 

- 

sian Ysas R. 
i - --&Milv - is stig. 3&txik an 8xxx: straxxix), ex&sr Fixssississss, ax. 

is 88.staatssa. 

Seas 3-7453-01 
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Your Phairacy Authorizatian Nuty 
For easis is of SYSAER dispensed; you must use this log to record: 
's fate cispersed 
s- Nsystest of EYSASRi was dispensed 
X- Name of iris, itsfusion site to which iYSABRiis being dispenses 
s Ste Authorization Niiriiser for the infusion site to which TY SABR is iesins sispensed, it 

arid cartrix gytsin it frch Biogenities at 3800-458-2255. to act. Eisease YSABR}} 
3- Your hatre islatine af dissesser 'S 

Š i & 
Ste Astreat; Ctinic/infusion Site Name 

-------- a--as-a-saw-a---wan-- www.sr-Yr-s-------r-rrrrrrr -----marasaasawawawWrm www.www.wawasawsaw----- 

marrierrasser-in-a-Maxxaas-e-...-- w-w www.row vowwowneawaaua-awww.wawawww.YW-Y.a. 

s' 8&ger idec wii cottact you if the af your associated infusion sites' avatorization is “evokes. YSA8R calists 
to-fasteized ifissix sites 

-> if you have ar, Sissociated ifisich site that is not authorizes and wart it to become authorized, please contact 
3iciger idec at -8)(-458-2255, 8:33 Aki to 8:00 P. E. 

Y keep this iog for at east 5 years from the date of the final isg entry 
R. say s: ises. Fairgrin.ii. x isy 38 sixie ty's Rx: ye (six hikssustko RA. assenkies, sists rssrairixs, ra. 
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Yair Pisarmacy ti 

------------a- rarer-Mawraa-...-- *xrawwasserwevensser-swearerww.mress-----. saw.48&A88&Awkawww.ww.S. ser-ex-warris 

ico-axo~~-------...si.e.-- 
i 

st the requiremes of insiglict rescribis isogian, you agreets asperse YsA&R Gray to authorized intusionists acturierstand that this loosast 
m its (FRA), series, essr. Pestaceuticas, ine, aridor a bird pay desigrated by the $2A, Bioen tries of snitars 

is EEE Systs dists have theiruser site Agitorialist Niarber ixi sia, is kics-reiostain seihsion site Attorisation Ninh 
fissistiwiseries : the FYSS8 riverseysskiriog, p:easis osticks gig Biog::ce:ef Sai Yisraces:se:s. e. rees&s: rig cr: Kiss&s 
8:ss.x sess ests. 
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0508. A number of embodiments of the invention have 
been described. Nevertheless, it will be understood that vari 
ous modifications may be made without departing from the 
spirit and scope of the invention. Accordingly, other embodi 
ments are within the scope of the following claims. 
What is claimed is: 
1. A method of providing an anti-VLA-4 antibody to a 

patient having relapsing MS comprising: 
(1) collecting patient and prescriber information; 
(2) reviewing said information or enrollment form, enter 

ing information into a record system, and generating an 
authorization; 

(3) communicating the authorization generated in (2) to a 
treatment site; and 

(4) conducting a treatment site review of a patient includ 
ing 
i. determining if the treatment site has a current autho 

rization for treatment of the patient; 
ii. confirming that the treatment site does not have notice 

that the patient is no longer authorized 
iii. providing the patient with information about the 

drug. 
iv. asking the patient if symptoms have worsened; 
V. asking the patient if he/she has a contraindicated 

medical condition; and 
vi. asking the patient if he/she has taken a contraindi 

cated medication; 
wherein an answer of no to iv, V, and Vi allows administration 
of the drug to the patient and an answer of yes to one of iv, V. 
or vi requires prescriber override to administer the drug. 

2. The method of claim 1, further comprising: 
(5) upon expiration of an authorization, obtaining reautho 

rization for Subsequent treatment prior to Subsequent 
treatment, wherein reauthorization requires certification 
by the prescriber that 
(a) the patient still under his/her care: 
(b) the patient is alive; 
(c) the patient has had no unwanted side effect of the 

drug, no contraindicated condition, or no contraindi 
cated treatment that the prescriber has not already 
reported to the central administrator, 

provided that if the prescriber reauthorizes the patient must 
still undergo the review in step (4) prior to receiving the 
drug. 

3. The method of claim 1, wherein prior to each shipment 
of the drug, a distributor of the drug obtains a shipment 
authorization from the central administrator. 

4. The method of claim 1, wherein said drug is shipped only 
to and administered only at authorized treatment sites. 

5. The method of claim 1, wherein central pharmacies that 
dispense the drug to authorized treatment sites are enrolled in 
a tracking System. 

6. The method of claim 1, wherein the central administrator 
systematically follows and actively solicits information on 
every patient that receives the drug regarding any adverse 
eVentS. 

7. The method of claim 1, further comprising administer 
ing said anti-VLA4 antibody. 
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8. The method of claim 1, wherein said anti-VLA4 anti 
body is natalizumab. 

9. The method of claim 1, wherein the method is applied to 
at least 500 patients. 

10. A system configured to allow the practice of the method 
of claim 1 comprising: 

instructions for carrying out the method of claim 1: 
a user interface for inputting a query; and 
a processor for generating a query result. 
11. The system of claim 10, wherein the method carried out 

by the system further comprises the following step: 
(5) upon expiration of an authorization obtaining reautho 

rization for Subsequent treatment prior to Subsequent 
treatment, wherein reauthorization requires certification 
by the prescriber that 
(a) the patient still under his/her care: 
(b) the patient is alive; 
(c) the patient has had no unwanted side effect of the 

drug, no contraindicated condition, or no contraindi 
cated treatment that the prescriber has not already 
reported to the central administrator, 

provided that if the prescriber reauthorizes the patient must 
still undergo the review in step (4) prior to receiving the 
drug. 

12. The system of claim 10, wherein the method carried out 
by the system further requires that prior to each shipment of 
the drug, a distributor of the drug obtains a shipment autho 
rization from the central administrator. 

13. The system of claim 10, wherein the method carried out 
by the system further requires that said drug is shipped only to 
and administered only at authorized treatment sites. 

14. The system of claim 10, wherein the method carried out 
by the system further requires that central pharmacies that 
dispense the drug to authorized treatment sites are enrolled in 
a tracking System. 

15. The system of claim 10, wherein the method carried out 
by the system further requires that the central administrator 
systematically follows and actively solicits information on 
every patient that receives the drug regarding any adverse 
eVentS. 

16. The system of claim 10, wherein said anti-VLA4 anti 
body is natalizumab. 

17. The system of claim 10, wherein said method is applied 
to at least 500 patients. 

18. A computer program product tangibly embodied in an 
information carrier and comprising instructions that when 
executed by a processor provide for performance of the 
method of claim 1. 

19. A database which includes a record all of the forms and 
information referred to in the method of claim 1 for a patient. 

20. The database of claim 19, having records for at least 
100 patients. 


