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

BLA#: 125276 Supplement Number: 49 NDA Supplement Type (e.g. SE5): 
      

Division Name:DPARP PDUFA Goal Date: 10/12/12 Stamp Date: 12/13/2011 

Proprietary Name:  Actemra 

Established/Generic Name:  tocilizumab 

Dosage Form:  Injection, for intravenous infusion 

Applicant/Sponsor:  Hoffman-La Roche 

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):  
(1) sJIA 
(2) Adult patients with moderately to severely active rheumatoid arthritis who have had an inadequate 
response to one or more TNF antagonist therapies. 
 
(3)       
(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: Adult patients with moderately to severely active rheumatoid arthritis who have had an 
inadequate response to one or more Disease-Modifying Anti-Rheumatic Drugs (DMARDs). 

 
Q1: Is this application in response to a PREA PMR? Yes   Continue 
        No    Please proceed to Question 2. 
 If Yes, NDA/BLA#:       Supplement #:      PMR #:      
 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. 
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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.) 
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.  
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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    yr. 0 mo. 1 yr. 11 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). 

† 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. 
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) 

Reference ID: 3201243



BLA# 125276125276125276125276125276   Page 4 

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

 
 

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.  
 
Justification for waiver: 
 
A waiver has been historically granted for polyarticular JIA patients under 2 years of age due to the rarity of 
this diagnosis in this age group. 
 
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): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other 2 yr.    mo. 16 yr. 11 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): 03/31/14 

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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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. 

 

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 
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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: 

Extrapolated from: 
Population minimum maximum 

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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Bowen, Philantha 

Subject: FW: sBLA 125276/49 (Actemra) - FDA Label Recommendations and Agreement

Page 1 of 3

10/11/2012

From: Adamczyk, Scott [mailto:scott.adamczyk@roche.com]  
Sent: Thursday, October 11, 2012 1:21 PM 
To: Bowen, Philantha 
Subject: RE: sBLA 125276/49 (Actemra) - FDA Label Recommendations and Agreement 
 
Dear Philantha 
  
We are in agreement to the changes requested below. 
  
Kind regards 
Scott 
  
Scott Adamczyk, Pharm.D. 
Pharma Development Regulatory 
Hoffmann-La Roche, Inc.  
340 Kingsland Street  |  Nutley, NJ 07110-1199  
  973.235.3338    |    973.562.3700 
  e-mail :  Scott.Adamczyk@roche.com 
r  LEGAL NOTICE  
The information in this email and all its attachments is confidential and may be legally privileged and may not be disclosed without prior 
written consent from Genentech/Roche. It is intended solely for the addressee. Access to this email by anyone else is unauthorized. If you 
are not the intended recipient, any disclosure, copying, distributing or any other action taken or omitted to be taken in reliance on it is 
prohibited and may be unlawful. 
 
 
  
From: Bowen, Philantha [mailto:Philantha.Bowen@fda.hhs.gov]  
Sent: Thursday, October 11, 2012 10:35 AM 
To: Adamczyk, Scott {MDRI~Nutley} 
Cc: Zimmerman, Sabina {MDRI~South San Francisco} 
Subject: FW: sBLA 125276/49 (Actemra) - FDA Label Recommendations and Agreement 
  
Hello Scott, 
  
See our request below regarding labeling recommendations for Actemra supplement 49.  
  
  
Sincerely, 
  

Philantha 
________________ 
Philantha M. Bowen, MPH, BSN, RN 
CDR, U.S. Public Health Service 
Sr. Regulatory Management Officer 
Food and Drug Administration 
Center for Drug Evaluation and Research/ODEII 
Division of Pulmonary, Allergy, and Rheumatology Products 
10903 New Hampshire Ave., Bldg 22, Room 3326 
Silver Spring, MD 20993 
301-796-2466 
301-796-9718 
philantha.bowen@fda.hhs.gov 
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THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE 
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_____________________________________________________________________________ 
From:                     Bowen, Philantha   
Sent:                      Thursday, October 11, 2012 7:32 AM 
To:                          'Ogozalek, Kristine' 
Subject:                sBLA 125276/49 (Actemra) - FDA Label Recommendations and Agreement 
  
  
  
Hi Kristine, 
  
Your submission dated September 20, 2012, to sBLA 125276/49 is currently under review. We have the request 
for labeling revisions and your agreement to our recommendations. Please respond to this email stating your 
agreement to our request. 
  
Highlights: 
  
1. Recent Major Changes (RMC) - the date of the change should be reflected as shown: Deletions are in 
strikethrough 
  
Indications and Usage (1.1)                             10/2012 
Dosage and Administration (2.1)                         10/2012 
Indications and Usage (1)                                04/2011 
Dosage and Administration (2)                           04/2011 
Contraindications (4)                                   04/2011 
Warnings and Precautions (5.2, 5.3, 5.5, 5.6, 5.8)              04/2011 
Warnings and Precautions (5.5)                          10/2012 
Adverse Reactions (6.1)                          04/2011 
  
2. Update the revision date at the end of this section to the Month/Year of approval 
  
Medication Guide 
  
3. Update the revision date to the Month/Year of approval 
  
  
  
Sincerely, 

Philantha 
________________ 
Philantha M. Bowen, MPH, BSN, RN 
CDR, U.S. Public Health Service 
Sr. Regulatory Management Officer 
Food and Drug Administration 
Center for Drug Evaluation and Research/ODEII 
Division of Pulmonary, Allergy, and Rheumatology Products 
10903 New Hampshire Ave., Bldg 22, Room 3326 
Silver Spring, MD 20993 
301-796-2466 
301-796-9718 
philantha.bowen@fda.hhs.gov 
  
THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  September 25, 2012    
  
To:  Philantha Montgomery Bowen, Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products 
  (DPARP) 
 
From:   Matthew Falter, Pharm.D., Regulatory Review Officer, Division of  
  Consumer Drug Promotion (DCDP), Office of Prescription Drug  
  Promotion (OPDP) 
 
  Roberta Szydlo, R.Ph., Regulatory Review Officer, Division of  
  Professional Drug Promotion (DPDP), OPDP 
 
CC:  Lisa Hubbard, Group Leader, DPDP, OPDP 
 Twyla Thompson, Acting Group Leader, DCDP, OPDP 
    
Subject: BLA 125276/S-049 and S-056 
 OPDP labeling comments for ACTEMRA® (tocilizumab) Injection, 
 for intravenous infusion (Actemra)  
   
 
OPDP has reviewed the proposed Package Insert (PI), Medication Guide (MG), 
and Carton and Container Labeling for Actemra submitted for consult on January 
31, 2012.  Reference is made to OPDP’s previous labeling reviews for Actemra 
dated December 10, 2010, and March 29, 2011.   
 
Although OPDP was consulted on S-049 specifically, we note that the version of 
the draft PI provided from DPARP for OPDP’s review incorporated changes for 
both S-049 and S-056.  We offer the following comments on the proposed 
labeling. 
 
OPDP’s comments on the PI and MG are based on the proposed draft labeling 
titled “BLA 125276(49) – DPARP Draft label (9-18-12).doc” that was sent via 
email from DPARP to OPDP on September 18, 2012.  Please note that OPDP’s 
comments on the draft PI are limited to the proposed changes for S-049 and S-
056 (i.e., the Highlights and Sections 1, 2, and 5.5 of the full PI).  Likewise, 
OPDP’s comments on the draft MG are limited to the proposed changes for       

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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S-049 and S-056.  OPDP has no comments at this time on the proposed PI or 
MG. 
 
OPDP has also reviewed the proposed carton and container labeling submitted 
by the sponsor on December 12, 2011, and located in the EDR at: 
 

 \\cbsap58\M\eCTD Submissions\STN125276\\0075\m1\us\114-
labeling\1141-draft\spl\actemra-02.jpg 

 \\cbsap58\M\eCTD Submissions\STN125276\\0075\m1\us\114-
labeling\1141-draft\spl\actemra-03.jpg 

 \\cbsap58\M\eCTD Submissions\STN125276\\0075\m1\us\114-
labeling\1141-draft\spl\actemra-04.jpg 

 
OPDP has no comments at this time on the proposed carton and container 
labeling. 
 
Thank you for the opportunity to comment on the proposed labeling. 
 
If you have any questions regarding patient labeling please contact Matt Falter at 
(301) 796-2287 or matthew.falter@fda.hhs.gov. 
 
If you have any questions regarding professional labeling please contact Roberta 
Szydlo at (301) 796-5389 or roberta.szydlo@fda.hhs.gov.   
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09/25/2012

Reference ID: 3194134



 

 

 

 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: September 17, 2012   

 
To: 

 
Kristine L. Ogozalek 
Program Director 
 

  
From: 

 
Philantha Bowen, MPH 
Sr. Regulatory Management Officer 

Company:  Hoffman-LaRoche   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: kristine.ogozalek@roche.com   Fax number: 301-796-9728 

Phone number: 973-235-6227   Phone number: 301-796-2466 

Subject:  BLA 125276/49           Re: REMS Information Request 

Total no. of pages including 
cover:    

  19 

Comments:  Please Acknowledge Receipt 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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Dear Ms. Ogozalek: 
 
Your submission dated July 3, 2012, to BLA 125276/49 is currently under review and we have 
the following revisions on the proposed REMS Modification. 
 
update the “Most Recent Modification: MM/DD/2012” in the upper left-hand corner of the first 
page of the REMS Document (see the appended REMS Document with track changes). 

1. Communication Plan materials:  

a. Revise the Dear Healthcare Provider (Attachment A) letter to include: 

1. Modified indication for adult patients with moderately to severely active RA 
who have had inadequate response to one or more DMARDs 

2. Add the header under IMPORTANT SAFETY INFORMATION ON 
KNOWN AND POTENTIAL RISKS, entitled, Hypersensitivity Reactions, 
Including Anaphylaxis (in bold-font) to follow the header entitled, 
Gastrointestinal Perforations (see appended Dear Healthcare Provider letter 
with track changes). Added language includes additional data about 
hypersensitivity reactions, including anaphylaxis and the number of events 
reported in the 6-month controlled trials, the all-exposure rheumatoid arthritis 
population, and in a single systemic juvenile idiopathic arthritis controlled-
trial.  

b. Revise the Prescriber Education Slide Deck as follows: 

- Slide 2: Order the list of serious adverse events with Actemra to align 
with the order of safety risks in the WARNINGS and PRECAUTIONS 
Section of labeling. 

- Slide 3: Revise “Black Box Warning” to read, “Boxed Warning” 

- Following Slide 5, insert a new slide entitled, “Hypersensitivity 
Reactions, Including Anaphylaxis” with new safety data about these 
events (reported in sBLA 125-276/Supplement 049). See below 
comment about Slide 12. 

- Slide 12: Revised this slide to include new safety data about 
hypersensitivity reactions, including anaphylaxis and move Slide 12 up 
to follow Slide 5 (See above comment, 2. c.). Insert the same text used 
in the Agency’s revisions to the Dear Healthcare Provider letter 
(Attachment A) under the header, Hypersensitivity Reactions, 
Including Anaphylaxis, in Slide 12. 

c. Revise journal information pieces (Attachments C and F) to include a new 
header entitled, Hypersensitivity Reactions, Including Anaphylaxis (in bold 
font) in the journal information pieces to follow the header, Gastrointestinal 
Perforations. See track changes in Attachments C, Journal Information Piece for 
Emergency Medicine Physicians and Emergency Medical Services, and 
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Attachments F, Journal Information Piece for Internists and Internal Medicine 
Subspecialists). 

d. On the REMS website for Actemra, www.ACTEMRAREMS.com, update the 
applicable revised materials to the appropriate links in the REMS website 
landing-page.  

 
Ensure that all new language in the Attachments describing Hypersensitivity 
Reactions, Including Anaphylaxis, is consistent with the Agency’s proposed 
labeling and that the font-size is consistent throughout each revised appended 
material. 

2. The timetable for submission of assessments is acceptable.  

3. The REMS assessment plan is acceptable. 

4. Revise the REMS Supporting Document to be consistent with revisions to the REMS 
Document. 

5. General Comments 

a. 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.  

b. 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 response to this request by Thursday, September 20, 2012, to the sBLA.   
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If you have any questions, contact me at 301-796-2466. 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Attachments:  
 

REMS Document 
Attachment A: DHCP letter  
Attachment C: Journal Information Piece for Emergency Medicine Physicians and 
Emergency Medicine Services Professionals 
Attachment F: Journal Information Piece for Internists and Internal Medicine 
Subspecialists 

Reference ID: 3190226

15 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page.
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: September 10, 2012   

 
To: 

 
Kristine L. Ogozalek 
Program Director 
 

  
From: 

 
Philantha Bowen, MPH 
Sr. Regulatory Management Officer 

Company:  Hoffman-Roche   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: kristine.ogozalek@roche.com   Fax number: 301-796-9728 

Phone number: 973-235-6227   Phone number: 301-796-2466 

Subject:  BLA 125276/49           Re:  Labeling Recommendation Request #1 

Total no. of pages including 
cover:    

  34 

Comments:  Please Acknowledge Receipt 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3186896



BLA 125276/49 
Actemra (tocilizumab) 
Hoffman-LaRoche 
 
 
Dear Ms. Ogozalek: 
 
Your submission dated July 3, 2012, to BLA 125276/49 is currently under review and we have a 
request for labeling revisions.  The FDA-proposed insertions are underlined and deletions are in 
strike-out. These comments are not all-inclusive and we may have additional comments and/or 
requests as we continue our review of the label. Submit revised labeling incorporating changes 
shown in the attached marked up label for the Package Insert.     
 
Submit a clean copy and a tracked-change version of the Package Insert and Medication Guide 
by Thursday, September 13, 2012 to the BLA.  In addition, please forward a courtesy copy to 
Ms. Colette Jackson (colette.jackson@fda.hhs.gov) via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Attachment: Package Insert and Medication Guide

Reference ID: 3186896

32 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page.
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: August 28, 2012   

 
To: 

 
Kristine L. Ogozalek 
Regulatory Affairs 

  
From:

 
Philantha Bowen, MPH 
Sr. Regulatory Management Officer 

Company:  Hoffman- La Roche   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: kristine.ogozalek@roche.com   Fax number: 301-796-9728 

Phone number: 973-235-6227   Phone number: 301-796-2466 

Subject:  sBLA 125276/49  - Clinical Information Request 

Total no. of pages including 
cover:       3 

Comments:  Please Acknowledge Receipt 
 

Document to be mailed:   YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3181379



  

sBLA 125276/49 
ACTEMRA® (tocilizumab) 
Hoffman-La Roche 
 
 
Dear Ms. Ogozalek: 
 
Your submission dated July 3, 2012, to sBLA 125276/49 is under review.  We have the 
following request for information pertaining to monitoring for anaphylaxis/serious 
hypersensitivity events: 
 

Based on the cases of anaphylaxis and serious hypersensitivity events you have 
identified, provide a minimum duration of time for monitoring for these events that could 
be potentially incorporated in the labeling. This duration should capture the time period 
from the end of infusion through the potential first occurrence of signs or symptoms of 
hypersensitivity/anaphylaxis.  Include justification for the timeframe selected for 
monitoring these events. This justification should describe the likelihood of identifying 
anaphylaxis/hypersensitivity during the proposed timeframe, and what proportion of 
currently reported cases would have been diagnosed during the proposed monitoring 
period.  Your justification should also address the known facts of the post-marketing 
cases of anaphylaxis with fatal outcomes and whether additional monitoring might have 
been relevant to these cases. 

 
 
Submit your response to the sBLA by Friday, August 31, 2012.  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. 
 
 

{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: 3181379
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BLA # 125276/49 
Page 4 
 

Version:  1/27/12 
  

 
• [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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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. 
 

Reference ID: 3201888
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