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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

BLA#: 125472 Supplement Number: NDA Supplement Type (e.g. SE5): 

Division Name:DPARP PDUFA Goal Date: 10/21/13 Stamp Date: 12/21/12

Proprietary Name: Actemra

Established/Generic Name: tocilizumab

Dosage Form: Solution for subcutaneous injection (Pre-filled Syringe)

Applicant/Sponsor: Genentech, Inc.

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
(1) Rheumatoid Arthritis
(2) Systemic Juvenile Idiopathic Arthritis
(3) Polyarticular Juvenile Idiopathic Arthritis
(4)

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current 
application under review.  A Pediatric Page must be completed for each indication.  

Number of indications for this pending application(s):1
(Attach a completed Pediatric Page for each indication in current application.)

Indication: Rheumatoid Arthritis
Q1: Is this application in response to a PREA PMR? Yes Continue

No   Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement #: PMR #:1
Does the division agree that this is a complete response to the PMR?

Yes. Please proceed to Section D.
No.  Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next 
question):
(a) NEW active ingredient(s) (includes new combination); indication(s); dosage form; dosing 
regimen; or route of administration?*
(b) No. PREA does not apply. Skip to signature block.
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA. 
Q3: Does this indication have orphan designation?

Yes. PREA does not apply.  Skip to signature block.
No. Please proceed to the next question.

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)? 
Yes: (Complete Section A.)
No: Please check all that apply:

Partial Waiver for selected pediatric subpopulations (Complete Sections B)
Deferred for some or all pediatric subpopulations (Complete Sections C)
Completed for some or all pediatric subpopulations (Complete Sections D)
Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
Extrapolation in One or More Pediatric Age Groups (Complete Section F)

(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)
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BLA# 125472 Page 2

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.

Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
Necessary studies would be impossible or highly impracticable because:

Disease/condition does not exist in children
Too few children with disease/condition to study
Other (e.g., patients geographically dispersed): 

Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients.
Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.)
Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.)
Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.)

Justification attached.
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed. 

Section B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks). 

Reason (see below for further detail):

minimum maximum Not 
feasible#

Not meaningful 
therapeutic 

benefit*

Ineffective or 
unsafe†

Formulation 
failed∆

Neonate wk. mo. wk. mo.
Other   0 yr. _ mo. 2 yr. _ mo.
Other yr. mo. yr. mo.
Other yr. mo. yr. mo.
Other yr. mo. yr. mo.

Are the indicated age ranges (above) based on weight (kg)? No; Yes.
Are the indicated age ranges (above) based on Tanner Stage? No; Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification):
# Not feasible:

Necessary studies would be impossible or highly impracticable because: 
Disease/condition does not exist in children
Too few children with disease/condition to study
Other (e.g., patients geographically dispersed): 

* Not meaningful therapeutic benefit:
Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s).
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.

† Ineffective or unsafe:
Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if studies 
are partially waived on this ground, this information must be included in the labeling.)
Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.)
Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations 
(Note: if studies are partially waived on this ground, this information must be included in the labeling.)

∆ Formulation failed:
Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.)

Justification attached.

Polyarticular JIA (PJIA) has been identified as the relevant pediatric disease to study in agents seeking 
approval for adult RA. PJIA rarely occurs in children less than 2 years of age, therefore necessary studies are 
impossible or highly impractical because the number of pediatric patients in this age group is small.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations. 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.

Section C: Deferred Studies (for selected pediatric subpopulations). 

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below):

Deferrals (for each or all age groups):
Reason for Deferral

Applicant 
Certification

†

Ready 
for 

Approval
in Adults

Need 
Additional 

Adult Safety or 
Efficacy Data

Other 
Appropriate 

Reason 
(specify 
below)*

Received
Population minimum maximum

Neonate wk. mo. wk. mo.

Other 2 yr. mo. 17 yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.

Date studies are due (mm/dd/yy): May 31, 2018

Are the indicated age ranges (above) based on weight (kg)? No; Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; Yes.

* Other Reason: 

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.  
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be 
conducted with due diligence and at the earliest possible time. This requirement should be communicated to 
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable.
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.

Section D: Completed Studies (for some or all pediatric subpopulations). 

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pediatric Assessment form 
attached?.

Neonate wk. mo. wk. mo. Yes No 

Other __yr. __mo. __yr. __mo. Yes No 

Other yr. mo. yr. mo. Yes No 

Other yr. mo. yr. mo. Yes No 

Other yr. mo. yr. mo. Yes No 

All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes No 

Are the indicated age ranges (above) based on weight (kg)? No; Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable.

Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed:

Population minimum maximum

Neonate wk. mo. wk. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

Are the indicated age ranges (above) based on weight (kg)? No; Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; Yes.

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or 
existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the rest of 
the Pediatric Page as applicable.
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

Population minimum maximum
Extrapolated from:

Adult Studies? Other Pediatric 
Studies?

Neonate wk. mo. wk. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

Other yr. mo. yr. mo.

All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

Are the indicated age ranges (above) based on weight (kg)? No; Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please complete the attachment for each one of those indications.  
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as 
appropriate after clearance by PeRC.

This page was completed by:

{See appended electronic signature page}
___________________________________
Regulatory Project Manager

(Revised: 6/2008)
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Page 4

Version:  07/17/2013

! [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.  

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification?

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below.  If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.  

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant? 

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.   

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).  

If “No,” continue with question (5).

  Yes          No        

  Yes          No

  Yes          No

  Yes          No
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Version:  07/17/2013

Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 

right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts. 

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).
  
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 

support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2). 

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference. 

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA.
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 

Your submission dated October 8, 2013, to BLA 125472 containing a revised package insert (PI) 
is currently under review and we have a request for labeling revisions.  The FDA-proposed 
insertions for the PI are underlined and deletions are in strike-out. These revisions are not final 
and we may have additional comments and/or requests as we continue our review of the label.

Submit revised draft labeling incorporating the revisions outlined in the attached label.  Provide a 
clean copy and a tracked-change version of the package insert by 12 NN, Friday, October 18, 
2013, to the BLA.  In addition, forward a courtesy copy via email to 
philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                  Division of Pulmonary, Allergy, and Rheumatology 

                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3391661



BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Drafted: Bowen/10-17-13 

Clearance: Jafari/10-17-13 
  Karimi-Shah/10-17-13 

Finalized: Bowen/10-17-13 

Reference ID: 3391661

34 Page(s) of Draft Labeling have been 
Withheld in Full as b4 (CCI/TS) immediately 

following this page
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BLA 125472
Tocilizumab (Prefilled Syringe)
Genentech, Inc.

Dear Mr. Heminway:

Your submission dated October 10, 2013, to BLA 125472 containing a revised proposed REMS 
modification and appended REMS materials are currently under review. We have the following 
comments and requests for information:

1. Since the journal pieces will be available on the REMS website, edit the description of 
demyelinating disorders in Attachment G: Journal Information Piece for Neurologists and 
Attachment F: Journal Information Piece for Internists and Internal Medicine 
Subspecialists, as below:

Demyelinating disorders: The impact of treatment with ACTEMRA on demyelinating disorders 
is not known, but multiple sclerosis and chronic inflammatory demyelinating polyneuropathy 
were reported rarely in clinical studies of adults with RA. Monitor patients  

for signs and symptoms potentially indicative of demyelinating disorders. Prescribers 
should exercise caution in considering the use of ACTEMRA in patients with preexisting or 
recent onset demyelinating disorders.

2. Revise the REMS document to note that the dissemination of the non-oncology journal 
pieces is for 3 years following the original approval of the Actemra REMS.  

3. Revise any REMS materials as needed to ensure consistency with the most-recent 
labeling.  

General Comments
Resubmission Requirements and Instructions:  Submit the revised proposed REMS for Actemra
with the attached materials and the REMS Supporting Document.  Provide a MS Word document 
with track changes and a clean MS Word version of all revised materials and documents.  Submit 
the REMS and the REMS Supporting Document as two separate MS Word documents. 

Format Request:  Submit your proposed REMS and other materials in MS Word format. It makes 
review of these materials more efficient and it is easier for the web posting staff to make the 
document 508 compliant.  It is preferable that the entire REMS document and attached materials 
be in a single MS Word document.  If certain documents such as enrollment forms are only in 
PDF format, they may be submitted as such, but the preference is to include as many as possible 
be in a single MS Word document. 

Submit a revised REMS incorporating the comments and revisions by 10 AM EST Tuesday, 
October 15, 2013. Forward a courtesy copy via email to philantha.bowen@fda.hhs.gov.

Reference ID: 3389485

(b) (4)



2

BLA 125472
Tocilizumab (Prefilled Syringe)
Genentech, Inc.

If you have any questions, contact me at 301-796-2466.

{See appended electronic signature page}
____________________________________
Philantha Montgomery Bowen, MPH, RN

                                                            Sr. Regulatory Project Management Officer
                                                            Division of Pulmonary, Allergy, and Rheumatology
                                                            Products
                                                            Office of Drug Evaluation II
                                                            Center for Drug Evaluation and Research

Reference ID: 3389485
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BLA 125472
Tocilizumab (Prefilled Syringe)
Genentech, Inc.

Drafted: Bowen/10-11-13

Clearance: Paterniti/10-11-13
Seymour/10-11-13
Jafari/10-11-13

Finalized: Bowen/10-11-13
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 

Your submission dated October 8, 2013, to BLA 125472 containing revised labeling is currently 
under review and we have a request for labeling revisions.  The enclosed label contains FDA 
comments regarding some of the changes made to the label. The FDA-proposed insertions are 
underlined and deletions are in strike-out. These revisions are not final and we may have 
additional comments and/or requests as we continue our review of the label.

Submit revised draft labeling incorporating the revisions outlined in the enclosed label.  Provide 
a clean copy and a tracked-change version of the MG and IFU by 12 NN, Friday, October 11, 
2013, to the BLA.  In addition, forward a courtesy copy via email to 
philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                  Division of Pulmonary, Allergy, and Rheumatology 

                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Drafted: Bowen/10-10-13 

Clearance: Jafari/10-10-13 

Finalized: Bowen/10-10-13 

Reference ID: 3388749

13 Page(s) of Draft Labeling have 
been Withheld in Full as b4 (CCI/TS) 

immediately following this page
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BLA 125472
Tocilizumab (Prefilled Syringe)
Genentech, Inc.

Drafted: Bowen/10-8-13

Clearance: Yancey/10-8-13
Worthy/10-8-13
Jafari/10-9-13
Paterniti/10-9-13
Seymour/10-9-13

Finalized: Bowen/10-9-13
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 

Your submission dated September 30, 2013, to BLA 125472 containing revised labeling is 
currently under review and we have a request for labeling revisions to the package insert (PI), 
Medication Guide (MG), and Instructions for Use (IFU).  The enclosed label contains FDA 
comments regarding some of the changes made to the label, as well as requests for revisions. The 
FDA-proposed insertions are underlined and deletions are in strike-out. These revisions are not 
final and we may have additional comments and/or requests as we continue our review of the 
label.

Submit revised draft labeling incorporating the revisions outlined in the enclosed label.  Provide 
a clean copy and a tracked-change version of the PI, MG, and IFU as soon as possible or by 
COB, Monday, October 7, 2013, to the BLA.  In addition, forward a courtesy copy via email to 
philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                  Division of Pulmonary, Allergy, and Rheumatology 

                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3383716
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 
 
Your submission dated August 12, 2013, to BLA 125472 containing a REMS modification is 
currently under review. We have the following comments and requests for information, as well 
as revisions for the Attachments. 
 

1. The REMS Document, insert the “Most Recent Modification” date as October/2013 
in the second-line, left-side of the header.  Delete “June” and the DD portion of the 
date.  

2. Insert “and BLA 125-472” in the center header before “ACTEMRA  (tocilizumab)”  

3. In the appended REMS materials in the communication plan: 

a. For all the REMS materials, update the hypersensitivity language as shown in 
track changes in the attached Dear Healthcare Provider Letter. 

b. Prescriber Education Slide Deck 
i. Insert an updated “version date” in the lower-left corner of each slide 

ii. Update the slide deck with the SC dosing information 

iii. Update the slide deck to reflect the modified laboratory monitoring as 
revised in labeling  

c. Dear HealthCare Provider letter 

i. Insert an updated “version date” at the bottom of the final page of this 
letter.  

ii. Delete all references to the product website, www.ACTEMRA.com. Only 
reference to the REMS website, www.ACTEMRAREMS.com, should 
appear in appended REMS materials. The exception is in the journal 
information pieces where you appropriately direct providers to the product 
website, www.ACTEMRA.com, for access the Prescribing Information 
and Medication Guide. 

iii. Insert text in 1st bullet point, “for intravenous (IV) or every other week or 
weekly for subcutaneous (SC) administration.” 

iv. Insert text in 3rd bullet point to read, “Children 2 years of age and older 
with active systemic Juvenile Idiopathic Arthritis (SJIA) with a 
recommended ACTEMRA dosing interval of every 2 weeks for IV 
administration.” 

v. Insert text under “Hypersensitivity Reactions, Including Anaphylaxis” that 
is shown in track changes to align with revisions to Actemra labeling.  

Reference ID: 3382232
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vi. Insert text under “Potential Risk of Demyelinating Disorders” as noted in 
minor track changes.  

vii. Insert text under “Important Information on Laboratory Abnormalities” to 
align with revisions to the Actemra labeling. 

d. Journal Information Pieces 
i. Insert the same track changes (as they apply to the specialty provider) in each 

journal information piece that are cited in track changes to the DHCP letter. 

4. Timetable for Submission of Assessments 

a. There are no changes to the approved timetable for submission of assessments.  

 
5.    REMS Assessment Plan 

The REMS assessment plan is acceptable as approved. 
 

6.   You are reminded that the REMS Supporting Document must be consistent with the   
revised REMS Document.  

 

General Comments 
Resubmission Requirements and Instructions:  Submit the revised proposed REMS for Actemra 
with the attached materials and the REMS Supporting Document.  Provide a MS Word document 
with track changes and a clean MS Word version of all revised materials and documents.  Submit 
the REMS and the REMS Supporting Document as two separate MS Word documents.  

Format Request:  Submit your proposed REMS and other materials in MS Word format. It makes 
review of these materials more efficient and it is easier for the web posting staff to make the 
document 508 compliant.  It is preferable that the entire REMS document and attached materials 
be in a single MS Word document.  If certain documents such as enrollment forms are only in 
PDF format, they may be submitted as such, but the preference is to include as many as possible 
be in a single MS Word document.  
 
Submit a revised REMS incorporating the comments and revisions in the Attachments by  
Wednesday, October 3, 2013. Forward a courtesy copy via email to 
philantha.bowen@fda.hhs.gov. 
 
If you have any questions, contact me at 301-796-2466. 
 
 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 
 
Drafted: Bowen/9-30-13 
 
Clearance: Jafari/9-30-13 
  Seymour/10-1-13 
   
Finalized: Bowen/10-1-13 

Reference ID: 3382232

55 Page(s) of Draft Labeling have been 
Withheld in Full as b4 (CCI/TS) 
immediately following this page



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

PHILANTHA M BOWEN
10/01/2013

Reference ID: 3382232



BLA 125472
Actemra (tocilizumab) SC
Genentech

Dear Ms. Cook:

Your submission dated December 21, 2012, to BLA 125472 is currently under review and we 
have the following request for information: 

In the submission, you provided Certificates of Conformity for the  syringe 1ml 
Long 27G ½”, colorless  glass barrel with 27G ½” stainless steel needle. These 
certificates indicate that your device has conformed to certain standards and testing and 
meets the criteria. You have not provided any performance test protocols, reports, or 
results for the  syringe. Provide complete performance test reports for our review 
in accordance to:

! ISO 11040-4: Prefilled Syringes-Part 4: Glass barrels for injectables.
! ISO 9626: Stainless steel needle tubing for manufacture of medical devices.  

We request that you submit a response officially to the BLA by October 3, 2013.  In addition, 
forward a courtesy copy to me via email (philantha.bowen@fda.hhs.gov).

If you have any questions, contact me at 301-796-2466.

Sincerely,
{See appended electronic signature page}

_________________________________
Philantha Montgomery Bowen

                                                            Sr. Program Management Officer
                                                            Division of Pulmonary, Allergy, and Rheumatology
                                                            Products
                                                            Office of Drug Evaluation II
                                                            Center for Drug Evaluation and Research

Reference ID: 3381751
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 

Your submission dated December 21, 2012, to BLA 125472 is currently under review and we 
have a request for revisions to the instructions for use (IFU) and the carton/container labeling. 
These revisions are not final and we may have additional comments and/or requests as we 
continue our review of the label.

Instructions for Use

The IFU in your submission is not the same as the IFU tested in the summative human factors 
study. The IFU does not contain the bolded paragraph and instructional headings. Bold all 
paragraph and instructional headings so that the reader can clearly reference each paragraph and 
instruction step. 

Carton Labeling and Container Labels

1. The dosage form has been omitted. Revise the labels and labeling to read as follows: 
Actemra 

         (tocilizumab) 
Injection 

2. Increase the font size of the “For Subcutaneous Injection Only” statement to increase its 
prominence. 

3. The container label and the carton labeling for proposed strength is not adequately 
differentiated from the marketed 80 mg/4 mL strength. The trade dress colors used for 
the label are similar  across both these strengths thereby minimizing the 
strength differentiation. To prevent selection errors, revise this label to provide more 
color contrast between all strengths within this product line. 

Carton Labeling 

4. Add the following statement to appear after the route of administration statement on the 
principal display panel: 

Single Dose Prefilled Syringe – Discard Unused Portion 

Reference ID: 3376974
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Container Labeling 

5. Revise the statement  to read “Single Dose – Discard Unused Portion”. 

Submit a response by COB, Thursday, September 26, 2013, to the BLA. In addition, forward a 
courtesy copy via email to philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                  Division of Pulmonary, Allergy, and Rheumatology 

                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3376974
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Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

Dear Mr. Heminway: 

Your submission dated May 28, 2013, to BLA 125472 containing revised labeling is currently 
under review and we have a request for labeling revisions to the package insert (PI).  The 
enclosed label contains FDA comments regarding some of the changes made in the PI. In the 
enclosed PI, the FDA-proposed insertions are underlined and deletions are in strike-out. These 
revisions are not final and we may have additional comments and/or requests as we continue our 
review of the label. The following comments provide some general labeling recommendations 
for the Package Insert:  

1. Ensure that cross-references are accurate throughout the package insert. 

2. Ensure that the section and subsection titles in the Table of Contents match those in the 
Full Prescribing Information.

Submit revised draft labeling incorporating the revisions outlined in the enclosed label, as well as 
the recommendations provided above.  Provide a clean copy and a tracked-change version of the 
package insert as soon as possible or by COB, September 25, 2013, to the BLA.  In addition, 
forward a courtesy copy via email to philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                  Division of Pulmonary, Allergy, and Rheumatology 

                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 

1

Dear Mr. Heminway: 

Your submission dated December 21, 2012, to BLA 125472 is currently under review. We have 
the following comment and request for information:

In your pediatric deferral request for the subcutaneous use of Actemra in patients 2 to 17 
years of age, you provided a final report submission date of May 31, 2018.  We are 
requesting that you also specify the protocol and study completion dates. 

Submit a response officially to the BLA.  In your response, use the following format for 
providing the requested information. 

• Protocol Submission Date 
• Study Completion Date 
• Final Report Submission Date 

Submit the requested information by 10AM  Wednesday, August 14, 2013. Forward a courtesy 
copy via email to philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD  20993

BLA 125472 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Genentech, Inc. 
1 DNA Way 
South San Francisco, CA  94080 

ATTENTION:  Stuart Heminway 
   Regulatory Program Director 

Dear Mr. Heminway: 

Please refer to your Biologics License Application (BLA) dated December 21, 2012, received 
December 21, 2012, submitted under section 351 of the Public Health Service Act, for 
Tocilizumab, 162 mg/0.9 mL. 

We also refer to your May 16, 2013, correspondence, received May 16, 2013, requesting review 
of your proposed proprietary name, Actemra.  We have completed our review of the proposed 
proprietary name and have concluded that it is acceptable.  

The proposed proprietary name, Actemra, will be re-reviewed 90 days prior to the approval of 
the BLA.  If we find the name unacceptable following the re-review, we will notify you. 

If any of the proposed product characteristics as stated in your May 16, 2013 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  

Reference ID: 3354965



BLA 125472 
Page 2 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Philantha Bowen, at (301) 796-2466.

Sincerely,

{See appended electronic signature page}
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

Reference ID: 3354965
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Tocilizumab (Prefilled Syringe) 
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Dear Mr. Heminway: 

Your submission dated December 21, 2012, to BLA 125472 is currently under review.  We have 
the following request for information regarding the data set and Sharp scores for study 
NA25220:

In our review of your submission, it appears that the only response variable in the XRAY data set 
is the change from baseline in Sharp scores. In addition, we could not locate the baseline Sharp 
scores or, in the case of escaped subjects, the score used in conjunction with the baseline score to 
impute a score at 24 weeks. Submit a revised data set that includes all Sharp scores, including 
those of subjects who completed the trial. 

Submit the requested information by Wednesday, July 10, 2013.  Forward a courtesy copy via 
email to philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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BLA 125472 
Tocilizumab (Prefilled Syringe) 
Genentech, Inc. 
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Dear Mr. Heminway: 

Your submission dated December 21, 2012, to BLA 125472 is currently under review.  We have 
the following request for statistical information: 

We noted in your product label that you proposed to include the results from the analyses 
of SF-36 summary scores i.e., physical component score (PCS) and mental component 
score (MCS) in the Clinical Studies Section (Section 14). Because the SF-36 summary 
scores were developed on data from a general population of subjects, provide a 
justification for the use of the PCS and MCS in rheumatoid arthritis patients. This 
justification should discuss the appropriateness of using the PCS and MCS scoring 
algorithms in rheumatoid arthritis patients. In particular, the similarity of the factor 
structure of the eight scale scores for RA patients to that seen for subjects used to create 
the original scoring algorithm should be discussed. Include copies of all the references 
you plan to cite.  

Submit the requested information by Monday, July 10, 2013, officially to the BLA, or you may 
propose a timeline for submitting the requested information. 

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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BLA 125472 
Actemra (tocilizumab) SC 
Genentech

If you have any questions, contact me at 301-796-2466. 

Sincerely,
{See appended electronic signature page}

     _________________________________ 
     Philantha Montgomery Bowen
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research
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BLA 125472 
Actemra (tocilizumab) SC 
Genentech

Dear Mr. Heminway: 

Your submissions dated December 21, 2012, and May 15, 2013, to BLA 125472 are currently 
under review and we have the following comments regarding your proposed label. 

1.  Provide justification for the  you propose 
in Section 5.3 - Warnings and Precautions of the label.  Include data for both 
subcutaneous and intravenous formulations of tocilizumab since the changes would apply 
to both formulations.

2. In Section 14 - Clinical Studies, group all data pertaining to the subcutaneous formulation 
together, similar to the grouping in Section 6.  

Submit revised labeling incorporating requests outlined above for the Package Insert.  Provide a 
clean copy and a tracked-change version of the Package Insert and Medication Guide by May 28, 
2013, for item 2 and June 10, 2013, for item 1 to the BLA.  In addition, please forward a courtesy 
copy to me via email. 

If you have any questions, contact me at 301-796-2466. 

Sincerely,
{See appended electronic signature page}

     _________________________________ 
     Philantha Montgomery Bowen
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research
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7. Validation of Analytical Procedures - Bioburden  
 

a)  Provide incubation conditions used for bioburden test qualification and for routine       
bioburden samples. 

b)  Clarify if growth promotion for each lot of media is routinely performed. 
 

8. Batch Analysis  
 

Amend section 3.2.S.4.4 of the BLA to include the correct endotoxin specifications of  
EU/mL. 
 

9. Stability

Provide data in support of microbial quality of DS stored for the maximum allowed time 
at . 

  
Drug Product, Microbial Quality 

10. General

Amend the BLA to include description and validation of the PFS CCIT in section 3.2.P.2 
(currently is in 3.2.P.8.3), and shipping validation in section 3.2.P.3.5 (currently is in 
3.2.R). 

11. Container Closure Integrity Test 
 
a) Clarify if the Helium Leak Test is feasible in the PFS assembled with the NSD and  

plunger rod. 
b) Clarify if the syringes used for the Actmera DP were used in the media-filled CCIT. If     

the test was conducted using different syringes, justify their use for the test.  
c) Media fill of the PFS assembled with the NSD and plunger rod may not be sufficient to    

demonstrate CCI.  CCI of the assembled syringes should be determined using the       
    Helium Leak Test or, if the test is not feasible, by subjecting the media-filled [PFS +    
    NSD] to microbial ingress challenge.  Alternatively, assembled [PFS + NSD] can be     

tested for CCI by any other test that has been correlated to microbial ingress.  
d) Indicate the sample size that will be tested for CCI in the stability program. 
 

12. Description of Manufacturing Process and Process Controls 
 
a) 
    
    
b)
    
c) 

Reference ID: 3291083
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16.  Validation -  Integrity Test 
 

Submit report for the validation of the  integrity test and indicate if the 
test is performed with WFI or with product. If the integrity test is performed with WFI, 
provide data demonstrating that the  process is thorough and results in 
consistent  test results. If the integrity test is performed with product, provide 
determination of the product-specific . 

 
      17. Hold Times 

Clarify if intermediate holds have been validated for microbial quality.  
 should be validated for microbial 

quality at commercial scale by conducting hold studies for the maximum processing 
times and sampling for bioburden and endotoxin at the end of hold. 

      18. Environmental Monitoring and  

a)

b)

c)

d)
e) Indicate how locations for environmental monitoring are selected.  
f) Indicate measures followed in the event that environmental monitoring limits are 

exceeded.  
g) Submit an environmental monitoring summary report for the last  

simulations. Indicate if alert and action limits were exceeded and provide the identity 
of microorganisms isolated if limits were exceeded.      

19. Shipping Validation 

a) Submit shipping validation report for all shipping studies performed to validate 
transport of PFS and [PFS + NSD]. 

b) Provide a summary description and results of mechanical tests and/or airfreight 
simulations performed for each shipping validation study. 

c) Provide summary description and results of the CCIT used to validate integrity of the 
PFS and [PFS + NSD] during each shipping validation study (note that media fill 
units not subject to microbial challenge conditions are not sufficient to demonstrate 
CCI (refer to IR-11). 

d) Indicate if [PFS + NSD] shipping validation in the final packaging configuration 
includes CCIT and justify your answer. 
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      25.  Stability 

a) Indicate the proposed shelf life for Actmera SC [PFS + NSD]. 
b) Refer to IR-21 regarding CCIT in the PFS vs. [PFS + NSD] at the end of shelf-life. 

 
Submit the requested information officially to the BLA by Tuesday, April 23, 2013.  Forward a 
courtesy copy via email to philantha.bowen@fda.hhs.gov. 
 
If you have any questions, contact me at 301-796-2466. 
 
 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Drafted: Bowen/3-9-13 
 
Clearance: Jafari/3-9-13 
  Candauchacon/3-9-13 
  Hughes/3-10-13   
 
Finalized: Bowen/3-10-13 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

BLA 125472

FILING COMMUNICATION 

Genentech, Inc. 
A Member of the Roche Group 
1 DNA Way 
South San Francisco, CA 94080 

Attention: Stuart Heminway, Program Director 
                 Regulatory Affairs 

Dear Mr. Heminway: 

Please refer to your Biologics License Application (BLA) dated December 21, 2012, received 
December 21, 2012, submitted under section 351(a) of the Public Health Service Act for 
Actemra (tocilizumab). 

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 601.2(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is October 21, 
2013.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by September 23, 2013.

At this time, we are notifying you that we have not identified any potential review issues.  Please 
note that our filing review is only a preliminary evaluation of the application and is not indicative 
of deficiencies that may be identified during our review. 
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REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application in patients 0 to 2 years of age.  Once we have reviewed your request, we will notify 
you if the partial waiver request is denied. 

We acknowledge receipt of your request for a partial deferral of pediatric studies for this 
application in patients 2 to 17 years of age.  Once we have reviewed your request, we will notify 
you if the partial deferral request is denied. 

If you have any questions, call Philantha Montgomery Bowen, Senior Regulatory Project 
Management Officer, at (301) 796-2466. 

Sincerely,

{See appended electronic signature page}

Sarah Yim, M.D. 
Associate Director 
Division of Pulmonary, Allergy, and 
Rheumatology Products  
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Dear Mr. Heminway: 

Your submission dated December 21, 2012, to BLA 125472 is currently under review.  We have 
the following request for statistics information regarding Study WA22762: 

1. Submit the formulas used to compute the weighted differences in proportions and the 
variance used to produce the confidence intervals.  Also indicate how you treated any 
"zero" cells in the stratified analysis. 

2. There are 3 subjects listed as having withdrawn from the trial, but are listed as 
ACR20 responders: 203556_55005 (SC), 203557_55209 (SC), and 203490_45412 
(IV).  Our understanding is that withdrawn subjects should be counted as non-
responders for the ACR20.   Provide an explanation. 

3. There are 5 subjects who may have been assigned to incorrect strata for purposes of 
the stratified analysis.  For example, subject 202898_38201 in Europe is listed as in 
stratum 1, but the weight is 60 kg, so presumably would have been listed in stratum 2. 
The others are 202055_42002, 203781_17807, 203133_29008, and 202785_10803. 
Review the assignment of these subjects in the strata and provide clarification. 

4. We have been unsuccessful in using your instructions for sub-setting the full dataset 
to arrive at the Per Protocol population using SAS 9.1. Provide further explanation on 
how this can be accomplished. 

5. In the full data set, we calculate that there are 57 SC subjects and 66 IV subjects who 
are ACR20 non-responders due to withdrawal.  However, on page 61 of the report, 
the Table 5 shows 59 and 67 respectively as "total withdrawn from treatment.” 
Explain the discrepancy and clarify whether or not withdrawn from treatment is the 
same as being withdrawn from the trial for the purpose of counting ACR20 non-
responders.

Submit the requested information by Thursday, February 14, 2013, at 10 AM EST.  Forward a 
courtesy copy via email to philantha.bowen@fda.hhs.gov.

If you have any questions, contact me at 301-796-2466. 

{See appended electronic signature page} 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 

                   Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Drafted: Bowen/1-29-13 

Clearance: Jafari/1-29-13 
  Hoberman/1-29-13 
  Buenconsejo/1-31-13 

Finalized: Bowen/1-31-13 
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Biologic Licensing Application (BLA) and Supplements (sBLA) 
Review Committee (Review Team) Assignment Memorandum 

 Initial assignment
Change (only list deletions &/or additions)

STN: 125472/0
          
Applicant: Genentech, Inc. - A Member of the Roche Group      

Product: Tocilizumab (TCZ)

Date: January 3, 2013
    

Addition/Change of Review Committee Members (Review Team): 
Name Reviewer Type 

(Role)
Job Types (Discipline) Assignment Type 

(New/Added/Deleted)
Theresa Michele Chairperson  CDTL New

Philantha Bowen Reg. Project 
Manager

Admin/Regulatory New

Miya Paterniti Primary Reviewer Clinical New
Gerald Feldman Primary Reviewer Product New

Primary Reviewer Facility Assignment type 
Reviewer Clinical Pharmacology Assignment type 

Asoke Mukjerhee Reviewer Pharm/Tox New
David Hoberman Reviewer Biostatistics New

Reviewer BIMO (OSI) Assignment type 
Consultant Reviewer Other (Safety Evaluator) Assignment type 
Reviewer Other Assignment type 
Reviewer Labeling Assignment type 
Collaborative
Reviewer

Promotional Materials Assignment type 

      Other Reviewer Inspector Assignment type 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

BLA 125472/0 
BLA ACKNOWLEDGEMENT 

Genentech, Inc. 
A Member of the Roche Group 
1 DNA Way 
South San Francisco, CA 94080 

Attention: Stuart Heminway, Program Director 
                 Regulatory Affairs 

Dear Mr. Heminway: 

We have received your Biologics License Application (BLA) submitted under section 351(a) of 
the Public Health Service Act (PHS Act) for the following: 

Name of Biological Product: Actemra (tocilizumab[TCZ]) 

Date of Application: December 21, 2012 

Date of Receipt: December 21, 2012 

Our Secondary Tracking Number (STN): BLA 125472 

Proposed Use: The subcutaneous use of tocilizumab, via a pre-filled syringe, 
for the treatment of adult patients with Rheumatoid Arthritis  
who have had an inadequate response to one or more Disease-
Modifying Anti-Rheumatic Drugs. 

If you have not already done so, promptly submit the content of labeling [21 CFR 601.14(b)] in 
structured product labeling (SPL) format as described at 
http://www.fda.gov/oc/datacouncil/spl.html.  Failure to submit the content of labeling in SPL 
format may result in a refusal-to-file action. The content of labeling must conform to the format 
and content requirements of 21 CFR 201.56-57. 

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 (F 
The BLA Submission Tracking Number provided above should be cited at the top of the first 
page of all submissions to this application.  Send all submissions, electronic or paper, including 
those sent by overnight mail or courier, to the following address: 

Reference ID: 3239389
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Food and Drug Administration  
Center for Drug Evaluation and Research
Division of Pulmonary, Allergy, and Rheumatology Products 
5901-B Ammendale Road  
Beltsville, MD 20705-1266 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  Non-
standard, large pages should be folded and mounted to allow the page to be opened for review 
without disassembling the jacket and refolded without damage when the volume is shelved.  
Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission. 

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov. Please note that secure email may 
not be used for formal regulatory submissions to applications. 

If you have any questions, call me at (301) 796-2466. 

Sincerely,

{See appended electronic signature page}

Philantha M. Bowen, M.P.H., RN 
Senior Program Management Officer 
Division of Pulmonary, Allergy, and Rheumatology 
Products
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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