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From: Erica Evans
To: Skarupa, Lisa
Cc: Erica Evans; Monica Shah; Ahmed Bassyouni; Ahmed Bassyouni; Kathy Francissen; Welch, Joel; Mesmer,

Deborah
Subject: Re: BLA 125427 FDA response on the consolidated list of PMRPMC
Date: Friday, February 15, 2013 3:01:02 PM

Dear Lisa
We agree with the consolidated list and we will submit to the BLA today.
Kind regards
Erica

On Fri, Feb 15, 2013 at 8:37 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote:
Dear Erica,
 
Please see the attached revised consolidated list based on communications yesterday.
If Genentech agrees, then please submit to your BLA today.
 
Sincerely,
Lisa
 
 

-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel:  (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written consent
from Genentech/Roche.

Reference ID: 3262764

(b) (6)



 
 

PMRs 
1. Establish a Pregnancy Registry to collect and analyze information for 10 years on 

pregnancy complications and birth outcomes in women with breast cancer 
exposed to ado-trastuzumab-emtansine within 6 months of conception or during 
pregnancy. Submit yearly interim reports, which may be included in your annual 
reports, on the cumulative findings and analyses from the Pregnancy Registry. 

 
The timetable you submitted on February XX, 2013, states that you will conduct this 
study according to the following schedule: 

 
Draft Protocol Submission:    03/2013 
Final Protocol Submission: 05/2013 
Interim Report #1:  05/2014 
Interim Report #2:  05/2015 
Interim Report #3:  05/2016 
Interim Report #4:  05/2017 
Interim Report #5:  05/2018 
Interim Report #6:  05/2019 
Interim Report #7:  05/2020 
Interim Report #8:  05/2021 
Interim Report #9:  05/2022 
Study Completion:    05/2023 
Final Report Submission:  05/2024 
 

2. Conduct a clinical trial to evaluate the impact of hepatic impairment on the 
pharmacokinetics of KADCYLA (ado-trastuzumab emtansine conjugate), total 
trastuzumab, and DM1-containing catabolites.   Based on the results of this trial, 
update the approved KADCYLA labeling with recommendations for appropriate use 
of KADCYLA in patients with hepatic impairment and submit it as a Prior Approval 
Supplement. 

 
The timetable you submitted on February XX, 2013, states that you will conduct this 
trial according to the following schedule: 

 
Final Protocol Submission: Submitted 
Trial Completion:    06/2014 
Final Report Submission:  06/2015 
Supplement Submission: 06/2015 
 

3. Perform a multivariate characterization study to support the implementation of  
 trans-succinimidyl 4-(N-maleimidomethyl) 

cyclohexane-1-carboxylate (SMCC)  
during manufacture of T-DM1. 
 

Comment [s1]: FDA does not agree 
that the description of the PMR needs to 
be revised to allow you to subsequently 
amend the trial to include patients with 
severe hepatic impairment   You may 
submit this amendment regardless of the 
PMR wording  

Reference ID: 3262764

(b) (4)

(
b
) 
(













 
Please see attached list of PMRs and PMCs.  Most of them are modified to provide
clarity, most of the dates were the original agreed dates which you submitted to your
BLA 125427.
 
Please review these PMR/PMC descriptions and milestones.
 
Since most of these were already reviewed, we request that Genentech respond by
COB today.
 
Please acknowledge receipt and provide response by COB today.
 
Sincerely,
Lisa
 
Lisa Skarupa
Regulatory Project Manager
Division of Oncology Products 1
Office of Hematology & Oncology Products
Center for Drug Evaluation and Research
(301) 796-2219
Fax (301)796-9845
lisa.skarupa@fda.hhs.gov
 
 
 

-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel:  (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written
consent from Genentech/Roche.

-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel: (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written
consent from Genentech/Roche.

Reference ID: 3262764

(b) (6)

(b) (6)



-- 
Ahmed Bassyouni
T-DM1 Technical Regulatory Leader
Office (650) 467-3951
Mobile 
Email bassyouni.ahmed@gene.com
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From: Erica Evans
To: Skarupa, Lisa
Cc: Monica Shah; Patrick Leong
Subject: Re: Package Insert from FDA Feb 11 BLA 125427 Kadcyla
Date: Monday, February 11, 2013 1:42:34 PM

Dear Lisa
We acknowledge receipt and we concur with the PI as provided.  We will resubmit a
clean copy of this PI to the BLA.
Kind regards

Erica

On Mon, Feb 11, 2013 at 10:17 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov>
wrote:

Dear Erica,
 
We resumed the package insert indication as before.  Please see attached.
Please acknowledge receipt and if you concur with the package insert.
 
We do not foresee any further changes to this package insert.
 
Sincerely,
Lisa
 
 
 

-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel:  (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written consent
from Genentech/Roche.

Reference ID: 3259262

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

(b) (6)
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From: Ahmed Bassyouni
To: Skarupa, Lisa
Cc: Ahmed Bassyouni; Erica Evans; Monica Shah; francissen.kathy@gene.com; Welch, Joel; Mesmer, Deborah;

Shiber, Andrew J
Subject: Re: Feb42013 PMC CMC BLA 125427 TDM1
Date: Monday, February 04, 2013 5:48:14 PM

Dear Lisa,

I acknowledge receipt.

Ahmed

On Mon, Feb 4, 2013 at 2:26 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote:
Dear Ahmed,
 
Please see the final PMC from CMC.  Please acknowledge.  Please provide concurrence and
milestone by COB February 5th.
            To reassess release and stability specifications for ado-trastuzumab emtansine drug
substance and drug product through Feb 28, 2014. 
            Submit the Final Report as a Changes Being Effected-30 Supplement (CBE-30). 
            Final Report Submission (CBE-30): 
 
Sincerely,
Lisa

From: Skarupa, Lisa 
Sent: Tuesday, January 29, 2013 11:55 AM
To: 'Ahmed Bassyouni'
Cc: Ahmed Bassyouni; Erica Evans; Monica Shah; francissen.kathy@gene.com;
Welch, Joel; Mesmer, Deborah; Shiber, Andrew J
Subject: RE: Followup: January 28 2013 PMR 2 Genentech's response

Dear Ahmed, can you tell me which sequence number? 

From: Ahmed Bassyouni [mailto:bassyouni.ahmed@gene.com] 
Sent: Tuesday, January 29, 2013 11:53 AM
To: Skarupa, Lisa
Cc: Ahmed Bassyouni; Ahmed Bassyouni; Erica Evans; Monica Shah;
francissen.kathy@gene.com; Welch, Joel; Mesmer, Deborah; Shiber, Andrew J
Subject: Re: Followup: January 28 2013 PMR 2 Genentech's response

Dear Lisa,

The impacted sections CMC section for the accelerated stability were updated last
night to reflect the FDA's request.

Ahmed

On Jan 29, 2013, at 8:43 AM, Skarupa, Lisa wrote:

Reference ID: 3256890



 Dear Ahmed and Erica,
I understand that each of you is responsible for a section of the Jan28th
email.
Can you give us an update on this?  Can we get a response today?
 
Sincerely,
Lisa
 

From: Erica Evans [mailto:evans.erica@gene.com] 
Sent: Monday, January 28, 2013 4:29 PM
To: Skarupa, Lisa
Cc: Ahmed Bassyouni; Erica Evans; Monica Shah;
francissen.kathy@gene.com; Welch, Joel; Mesmer, Deborah; Shiber,
Andrew J
Subject: Re: January 28 2013 PMR 2 Genentech's response

Hi Lisa
These are actually in my domain. We acknowledge receipt.
Kind regards 
Erica 

Sent from my iPhone

On Jan 28, 2013, at 1:24 PM, "Skarupa, Lisa"
<Lisa.Skarupa@fda.hhs.gov> wrote:

Dear Ahmed,
 
Please see the following response regarding the cancelled
tcon Friday afternoon.
 

As stated in the FDA guidance "Assay Development for
Immunogenicity Testing of Therapeutic Proteins", you
should address the functional or physiological
consequences of product immunogenicity.   Therefore,
you should develop and validate a neutralizing antibody
assay.  The potential neutralizing effect of ATA on any
positive samples identified to date (including the 44/836
patients identified in the draft label) should be
determined.  We recommend you expedite the
development and validation of the neutralizing antibody
assay so samples from planned and ongoing clinical
studies can be analyzed. Please coordinate milestone-
dates of the validation and neutralizing assay with the
timelines of your planned clinical trials.

 
 
PMC: To develop a validated, sensitive, and accurate assay

Reference ID: 3256890





outcomes.
 
 
 

-- 
Ahmed Bassyouni
T-DM1 Technical Regulatory Leader
Office (650) 467-3951
Mobile 
Email bassyouni.ahmed@gene.com

Reference ID: 3256890

(b) (6)
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The Agency agreed to submit these questions by email (to be handled by the Office of 
Compliance).  agreed to submit a response by Monday, February 4, 2013 with a final 
response a week from the telecon. 

Reference ID: 3256367

(b) (4)
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responses in the presence of trastuzumab emtansine levels that are expected to
be present at the time of patient sampling.

Genentech response on Jan 24:  With respect to request (1) above, as the
validated ATA screening ELISA submitted to the BLA was designed to be
capable of detecting ATA responses in the presence of trastuzumab emtansine,
we consider that no additional assay development is required.

2) Develop a validated assay to assess the neutralizing activity of anti-
trastuzumab emtansine antibodies.

      Genentech response on Jan 24: With respect to request (2) above, based on the
ATA observations to date, the sponsor considers that a neutralizing antibody assay
will     not provide additional data to inform ATA impact on patient outcomes.

Reference ID: 3251647
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From: Skarupa, Lisa
To: "Erica Evans"; Monica Shah; Ahmed Bassyouni; "francissen.kathy@gene.com"
Subject: FDAresponseJanuary28PackageInsertlabel/ BLA 125427
Date: Monday, January 28, 2013 1:04:00 PM
Attachments: FDAresponseJanuary28PackageInsertlabel.doc

Good afternoon, 
Please see attached package insert which includes changes to Section 14 and geriatric section as well.

Sincerely, 
Lisa

Reference ID: 3251645

21 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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From: Ahmed Bassyouni
To: Skarupa, Lisa
Cc: Ahmed Bassyouni; Welch, Joel; shah.monica@gene.com; evans.erica@gene.com; francissen.kathy@gene.com;

Patrick Leong
Subject: Re: CMC PMR sent January 23rd for BLA125427/0
Date: Friday, January 25, 2013 7:10:29 PM

Dear Lisa,

We agree to the addition.

Ahmed

On Fri, Jan 25, 2013 at 12:41 PM, Ahmed Bassyouni <abassyou@gene.com> wrote:
Dear Lisa,

I had sent these to you yesterday and am resending them now.  I have reattached
them in the event that we did not get them.  I will look into the update and
provide you an update later today.

Ahmed

On Fri, Jan 25, 2013 at 12:14 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov>
wrote:

Dear Ahmed,
 
FDA understands that you plan to respond today to the following CMC PMR sent
Jan 23, 2012 at 3:04pm.  We would like to add the following PMR language (see
red font):
To develop and validate an iCIEF method to use as a drug substance and drug product
regulatory method for monitoring  the unconjugated antibody content and propose a
specification limit for the unconjugated antibody content based on clinical and
commercial batch data. The final report will be submitted as a Prior Approval
Supplement (PAS).
 
Sincerely,
Lisa
 
_____________________________________________

From:    Welch, Joel 
Sent:   Friday, January 25, 2013 2:15 PM
To:     Welch, Joel; 'Ahmed Bassyouni'
Cc:     Skarupa, Lisa; 'shah.monica@gene.com'; 'evans.erica@gene.com';
'francissen.kathy@gene.com'
Subject:        CMC IR #28 for BLA125427/0
Importance:     High
 
 

Ahmed,
 
Below is an additional information request. Please confirm receipt. We request a response by
January 28, 2013.
 
Please amend the BLA to include bacterial endotoxin release specification from

Reference ID: 3251649



finished product  and from  bulk  Both
endotoxin release specifications should be included in the CofA.
 
 
Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov

 
 
 
 

-- 
Ahmed Bassyouni
T-DM1 Technical Regulatory Leader
Office (650) 467-3951
Mobile 
Email bassyouni.ahmed@gene.com

-- 
Ahmed Bassyouni
T-DM1 Technical Regulatory Leader
Office (650) 467-3951
Mobile 
Email bassyouni.ahmed@gene.com

Reference ID: 3251649
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From: Skarupa, Lisa
To: Erica Evans; Monica Shah; Patrick Leong
Subject: Package Insert FDA Responses January 25 2013 BLA 125427
Date: Friday, January 25, 2013 5:33:00 PM
Attachments: redlined-label-text.FDAresponseJan25 2013.doc

Dear Erica,

We are not finished reviewing the Package Insert; Section 14 is still under review.

Please see attached package insert for your review.  We accepted most changes, we made some
formatting changes to Section 2.3, comments to Section 11.

Sincerely, 
Lisa 

Reference ID: 3251648
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From: Skarupa, Lisa
To: "Erica Evans"
Cc: Patrick Leong; Monica Shah
Subject: RE: Clinical IR for Genentech BLA 125427 TDM1 January 23, 2013
Date: Thursday, January 24, 2013 8:20:00 AM

 
Dear Erica,
Clinical Team says the OS analysis question is for the overall population not the population
that crossed over. 
sincerely,
Lisa

From: Erica Evans [mailto:evans.erica@gene.com] 
Sent: Wednesday, January 23, 2013 5:55 PM
To: Skarupa, Lisa
Cc: Patrick Leong; Monica Shah
Subject: Re: Clinical IR for Genentech BLA 125427 TDM1 January 23, 2013

Hi Lisa
We have a request for clarity on the questions from the clinical review team.

Is it accurate to assume that the question "Do you plan to follow patients for OS?" refers to the full
study cohort and not to the subgroup of crossover patients?  While we plan to follow patients for OS
from time of randomization, we do not plan to analyze a point estimate for median OS after crossover
to T-DM1.

Can you please ask the clinical team to address this for us.

Thanks and kind regards

Erica

On Wed, Jan 23, 2013 at 2:07 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov>
wrote:

 
Dear Erica,
 
Please see the following questions from the Clinical Review Team:
Please let us know how many patients in the EMILIA trial  crossover to the TDM1 arm. Do
you plan to follow patients for OS? Are you still going to perform the protocol planned
final OS analysis? If you are still planning to perform this analysis, when are you expecting
to have the results?
 
Sincerely,
Lisa
 
 

Reference ID: 3251651



-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel:  (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written consent
from Genentech/Roche.

Reference ID: 3251651
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From: Skarupa, Lisa
To: Erica Evans; "Monica Shah"; Patrick Leong
Cc: Ahmed Bassyouni; Kathy Francissen; Welch, Joel; Mesmer, Deborah
Subject: BLA 125427 carton and containers Jan 24th two more recommendations
Date: Thursday, January 24, 2013 5:54:00 PM
Attachments: 2013-01-18 - Carton and Container Labels.pdf

Dear Erica, 
Based on the January 18, 2013 submission, we have the following recommended revisions:

DMEPA Comments to the revised Container Labels and Carton Labeling

A. Container Label

Remove the large band of yellow color on the upper portion of the
principal display and the right panels so it matches the color scheme of the
carton labeling.

B.      Carton Labeling

Delete  from the reconstitution statement on the
bottom panel. 

Please let us know if you agree, or sooner if you have any questions.  
We will plan to provide the package insert tomorrow morning. 
Sincerely, 
Lisa

Reference ID: 3251650
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1

Welch, Joel

From: Welch, Joel
Sent: Wednesday, January 23, 2013 4:10 PM
To: Welch, Joel; 'Ahmed Bassyouni'
Cc: Skarupa, Lisa; 'shah.monica@gene.com'; 'evans.erica@gene.com'; 

'francissen.kathy@gene.com'
Subject: CMC IR #27 for BLA125427/0 

Ahmed,

Below is an additional information request. Please confirm receipt. We request a response by January 24, 2013.

Please submit information about the status of all clinical lots of T-DM1 that were manufactured 
 We have information about the disposition of those lots, but we would like 

to know if the lots are within expiry, within inventory, if they have been already used, etc.

Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov

Reference ID: 3249303
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1

Welch, Joel

From: Welch, Joel
Sent: Friday, January 18, 2013 2:57 PM
To: Welch, Joel; 'Ahmed Bassyouni'
Cc: Skarupa, Lisa; 'shah.monica@gene.com'; 'evans.erica@gene.com'; 

'francissen.kathy@gene.com'
Subject: CMC IR #24 for BLA125427/0 

Importance: High

Ahmed,

Below is an additional information request. Please confirm receipt. We request a response by Jan 21, 2013.

1. Submit a list of the planned manufacture dates for  TDM1 and indicate when 
 cleaning verification results will be submitted to the Agency (results should be 

submitted as soon as they are available). Provide rinse and swab results. Rinse data should 
be provided as ppb and converted to mg of product and should be justified in accordance to 
the new acceptance limits determined using toxicology data. In addition, indicate the limit of 
detection of the TOC method used for rinse samples. 

2. Provide ADE calculations based on toxicology data for  
 clinical TDM1 lot 64540, which is still in inventory and within 

expiry.

Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov

Reference ID: 3247905
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Memo to File 
Minutes to teleconference 
January 17, 2013 from 1:30pm to 2:20pm 
 
FDA Attendees: 
Clinical Team, DOP1 
Robert Justice, MD, MS, Director 
Amna Ibrahim, MD, Deputy Director 
Patricia Cortazar, MD, Clinical Team Leader 
Todd Palmby, Ph.D., Nonclinical Team Leader 
 
Chemistry Team 
Division of Monoclonal Antibodies 
Kathleen Clouse, Ph.D., Director 
Wendy Weinberg, Ph.D., Team Leader 
Linan Ha, Ph.D., Reviewer 
 
Office of Compliance 
Patricia Hughes, Ph.D., Team Leader 
Peter Zhihao Qiu, Ph.D., Supervisory 
David Doleski, Ph.D., Supervisory 
Bo Chi, Ph.D., Reviewer 
Maria Candauchacon, Ph.D., Reviewer 
Francisco Borrego, Ph.D., Reviewer 
Linda Ng, Ph.D., Acting Branch Chief 
Tara Gooen, Ph.D., Reviewer 
 
Office of New Drug Quality Assessment 
Ali Al Hakim, Ph.D., Branch Chief 
Anne Marie Russell, Ph.D., Reviewer 
Haripada Sarkar, Ph.D. CMC Lead 
 
Regulatory Project Managers 
Lisa Skarupa, DOP1 
Susan Jenney, Safety PM, DOP1 
Joel Welch, Ph.D., DMA 
Andrew Shiber, DMA 
 
Genentech Attendees 
Lynne Krummen, Ph.D, Vice-President, Biologics, Technical Regulatory 
Kathy Francissen, Ph.D., Director, Biologics Development, Technical Regulatory 
Ahmed Bassyouni, Product Manager, Biologics Development, Technical Regulatory 
Fred Jacobson, Ph.D. Principal Scientist, Protein Analytical Chemistry 
Adam Pinkert Principal Technical Manager, External Quality 
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From: Skarupa, Lisa
To: "Ahmed Bassyouni"; Ahmed Bassyouni
Cc: "Erica Evans"; Erica Evans; Monica Shah; Patrick Leong; Welch, Joel; Shiber, Andrew J; Mesmer, Deborah
Subject: CMC Information Request Jan 17 2013 Post TCON BLA 125427
Date: Thursday, January 17, 2013 4:49:00 PM

Dear Ahmed, 
Here is the CMC Information Request we mentioned we would send today. 
As usual with all the past CMC I.R.s, please respond to Joel Welch the CMC RPM, and copy
me.  
Please acknowledge and, due to our time constraints, provide your response by next week
January 23rd . 
Sincerely, 
Lisa

1.      At the facility where TDM-1 is manufactured  propose in-process
testing with acceptance criterion 

  In addition, propose an  test with
acceptance criterion in the Release Specification at all DM1 facilities.  Describe the
proposed plan with disposition of failed lots of DM1.

2.      It does not appear that appropriate controls are in place 
 at the DM1 manufacturing sites and the associated

investigations appear incomplete.  Corrective action should be implemented 
  Until this  is fully resolved and

found satisfactory during onsite FDA inspections, interim tests/controls should be
implemented  Propose an in-process test with
acceptance criterion  at the site of the TDM-1 manufacturing 

  The test can be performed 
  In addition, propose a test

 as part of the Release Specification at the DM1 facilities.  Describe
the proposed plan with disposition of failed lots of DM1. 

3.      Perform a risk assessment 

4.      Update the BLA regarding the sterilization process for the 
container/closure for the drug product at .

5.   Include a statement confirming that the BLA contains all submitted information
that are consistent with your current manufacturing processes.  Otherwise, provide
appropriate amendments to the BLA. 
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6.      The proposal provided in your response to IR#15 regarding the timing of adding
a specification for optical rotation to DM1  is not sufficiently
timely. Provide the proposed information by 25-Jan-2013.

7.      Since specifications for DM1 starting materials  and
DM1 have been recently revised, confirm that all T-DM1 lots in current inventory
have been both:

a.      Manufactured using DM1 which meets current specifications

b.      Manufactured using DM1 which was manufactured using starting
materials which meet current specifications within expiry.

Also, describe plans for disposal of T-DM1 lots which do not comply.
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From: Skarupa, Lisa
To: "Erica Evans"; Monica Shah; Patrick Leong; Erica Evans
Cc: "Ahmed Bassyouni"
Subject: Package Insert and prefix/ Jan 16/ BLA 125427
Date: Wednesday, January 16, 2013 10:11:00 PM
Attachments: PackageInsertFDAResponseon Jan16.doc

Dear Erica, 
Please see the attached package insert.

1) There are two areas that we still need to respond to later:

Section 5.8 HER2 Testing, we are waiting for data requested by
CDRH
Section 16.1, we are still reviewing the section referenced regarding
KADCYLA 

2) Please note that the Table of Contents are not fitting into the one page,
please assist in placing into one page. 
3) We also removed the bolded and capitalized DO NOT FREEZE or DO NOT
SHAKE and formatted to be italicized and underlined. 

4) Please be sure the spacing is uniformed throughout the package insert.

Regarding your three proposed prefixes for the established name, FDA accepts the
"ado-" prefix, i.e. ado-trastuzumab emtansine.

Please let me know if you have any clarifications. 
Please let us know as soon as possible when you can respond to this attached
package insert.

Sincerely, 
Lisa

Reference ID: 3247301
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Office (650) 467-3951
Mobile 
Email bassyouni.ahmed@gene.com
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Welch, Joel

From: Welch, Joel
Sent: Friday, January 11, 2013 2:47 PM
To: Welch, Joel; 'Ahmed Bassyouni'
Cc: Skarupa, Lisa; 'shah.monica@gene.com'; 'evans.erica@gene.com'; 

'francissen.kathy@gene.com'
Subject: CMC IR #22 for BLA125427/0 

Importance: High

Ahmed,

Please see below for an additional information request. Please confirm receipt.  We request a response by 
Tuesday January 15, 2013.

1. Provide a listing in tabular format of trastuzumab emtansine Drug Product lots currently available for 
commercial launch.  This information should include the genealogy of the Drug Product lots (DM1 
batch number, trastuzumab batch number, T-DM1 drug substance batch number), the source of DM1 

 the condition of DM1 lots  and the 
dates of Drug Substance and Drug Product manufacture.

2. Provide information on the anticipated market demand for trastuzumab emtansine and comment on your 
ability to meet the anticipated market demand and maintain an adequate supply for ongoing or 
anticipated clinical studies, if the clinical trial material would be the same as that approved for 
commercial distribution.  

Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov
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December 2012 Information Requests 
 

 
From: Skarupa, Lisa  
Sent: Monday, December 10, 2012 12:45 PM 
To: 'Erica Evans' 
Cc: Monica Shah; Liang Fang 
Subject: Followup Dec10th: BLA 125427 Clinical Information December 3 2012 

Dear Erica, 
As per Clinical team, below is a description of the code.  Please let me know if 
this helps.  
Sincerely, 
 Lisa 
  
Patient Population: 
DEMOG.Safety Evaluable (YES/NO) =YES 
 
Filters: 
LABHEML.Lab Test Description <parm> 
LABHEML.Baseline Record Flag (YES,NO) =NO 
LABHEML.Test Has NCI Grade Defined (YES,NO) =YES 
Abnormal NCI Grade (1-4)  is not missing 
 
Column: Actual treatment arm by Row of lab test and NCI tox grade 
 
% denominator is total N subjects treated in each arm (assigned safety population) 
 
Same filters apply to labchem  
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, December 05, 2012 1:03 PM 
To: Skarupa, Lisa 
Cc: Monica Shah; Liang Fang 
Subject: Re: BLA 125427 Clinical Information December 3 2012 

Dear Lisa  
I am following up from my Dec 3 2012 email.  Would it be possible for us to receive the 
program FDA used to generate the % values below.  Without this it is very difficult for 
our team to replicate the FDA data and be able to reconcile the differences between FDA 
values and our values in table 7 of the draft label.  This dataset we are working with has 
170,000 data points. 
 
Please advise if we can receive the program in order for us to be able to address the FDAs 
request by Dec 7. 
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From: Erica Evans
To: Skarupa, Lisa
Cc: Erica Evans; Monica Shah
Subject: Re: January 9 PMR Milestones Request BLA 125427
Date: Wednesday, January 09, 2013 12:31:31 PM

Dear Lisa
We acknowledge receipt of your request. We will work with the team to provide a
response.
Kind regards
Erica

On Wed, Jan 9, 2013 at 9:12 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote:
 
Good morning,
Please let me know if these PMR milestone dates are acceptable to Genentech.  Thank
you, Lisa
 

 
PMR Description:

 
Establish a Pregnancy Registry to collect and analyze information for 10
years on pregnancy complications and birth outcomes in women with breast
cancer exposed to xxx-trastuzumab-emtansine within 6 months of
conception or during pregnancy.  Submit yearly interim reports, which may
be included in your annual reports, on the cumulative findings and analyses
from the Pregnancy Registry.
 

 
PMR Schedule Milestones: Final Protocol Submission: 04/2013

Study/Trial Completion: 04/2023
Final Report Submission: 04/2024
Other: MM/DD/YYYY

 
 
 

-- 
Erica J. Evans, Ph.D.
Product Development Regulatory - Program Management
Tel: 650-467-2157 (Direct Line); Tel:  (Mobile); Fax: 650-467-1844

 
Genentech
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

 
 This email and any and all attachments contain information that is confidential and may not be disclosed without prior written consent from
Genentech/Roche.
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From: Erica Evans
To: Skarupa, Lisa
Cc: Erica Evans; Monica Shah; Patrick Leong; Ahmed Bassyouni; Mesmer, Deborah; Kacuba, Alice
Subject: Re: Dec 26th: BLA 125427/ FDA response to established name change
Date: Wednesday, December 26, 2012 12:26:30 PM

Dear Lisa
We acknowledge receipt. We will get back to you regarding the response date.

Kind regards 
Erica

Sent from my iPhone

On Dec 26, 2012, at 9:15 AM, "Skarupa, Lisa" <Lisa.Skarupa@fda.hhs.gov> wrote:

Good morning Erica, Monica, Patrick, Ahmed,
 
Please see attached letter regarding the request to modify the established
name.
 
Please acknowledge receipt and if you can provide us a response by COB
January 4th.
 
Sincerely,
Lisa
 
 
 

<EstablishedNameModification_BLA125427.pdf>
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From: Erica Evans
To: Skarupa, Lisa
Cc: Erica Evans; Monica Shah; Patrick Leong; Ahmed Bassyouni; Mesmer, Deborah; Kacuba, Alice
Subject: Re: Dec 26th: BLA 125427/ FDA sending PackageInsert/ carton+container comments/ PMR/PMC
Date: Wednesday, December 26, 2012 12:20:01 PM

Dear Lisa
We acknowledge receipt. We will get back to you regarding the response date of
January 2.

Kind regards
Erica

Sent from my iPhone

On Dec 26, 2012, at 9:03 AM, "Skarupa, Lisa" <Lisa.Skarupa@fda.hhs.gov> wrote:

Good morning Erica, Monica, Patrick, Ahmed,
 
I wanted to let you know that in the following days Dec 26 through Dec 28th, we
do not foresee any information requests from our division.
We do have the following documents for you to review and request that you
provide your comments/edits/response back to us in one week, by COB January
2nd.

Package insert Dec26
DMEPA comments for the carton and containers
FDA requests for agreement on language of PMR and PMC and
for dates on the milestones

 
Please note the following for the Package Insert.  We have requested that you
assist us in modifying the Table of Contents under Highlights to align with the
modifications made in the package insert.
We also placed comments to assist us throughout the PI with spacing, formatting,
and fixing all references to be consistent with this formatting : [see Warnings
and Precautions (5.9)].
Regarding the PMR and PMC, please review the language of the PMR/PMC
description and let us know if you agree with the language.   Lastly, please
provide dates on the necessary milestones for each the PMR and the PMC. 
Please acknowledge receipt and if you can provide us your edits/comments on
each of those documents by COB January 2nd.
Sincerely,
Lisa
 
 

<BLA 125427 PMRPMC_needmilestones.pdf>

<DMEPAcomments_CartonContainers.pdf>
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Regarding BLA 125,427 for Kadcyla™, FDA requests that the applicant provide 
milestone dates for Study/Trial Completion and Final Report Submission for the post-
marketing commitment (PMC) and post-marketing requirement (PMR) described below. 
 
PMC Description: To conduct exposure-response analyses for overall survival, 
progression free survival, response rate, and safety endpoints utilizing data from trial 
TH3RESA. The results of the exposure-response analyses from TH3RESA and 
TDM4370g will determine the need for a post-marketing trial to optimize the dose in 
patients with lower exposure at the approved dose. 
 
PMC Schedule Milestones: Final Protocol Submission 

(TH3RESA): 
 submitted 

 Study/Trial Completion:  MM/DD/YYYY
 Final Report Submission:  MM/DD/YYYY
 Other:        MM/DD/YYYY
 
 
PMR Description: To evaluate the impact of hepatic impairment on KADCYLA 
(antibody drug conjugate, total antibody, and DM1) pharmacokinetics. 
 
PMR Schedule Milestones: Final Protocol Submission 

(BO25499): 
 submitted 

 Study/Trial Completion:  MM/DD/YYYY
 Final Report Submission:  MM/DD/YYYY
 Other:        MM/DD/YYYY
 

 1
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BLA 125427 
DMEPA comments for the carton and containers 
 
A. General Comments 
 

1. Your proposed education plan should be revised to include Pharmacy 
     Technicians: 

Pharmacy technicians compound chemotherapeutic products and may be 
less likely than pharmacists, nurse and practitioners to understand the 
differences between Trastuzumab and Trastuzumab Emtansine. 
Therefore, it is essential to include this group in your education plan. 

 
2. Revise the purple color used in the 160 mg strength container label and 
    carton labeling to a different color. This purple color is similar to color 
    used on Herceptin (trastuzumab). It is imperative that these products are 
    distinguished. 
 

B. Container Label 
 

1. Revise the strength, xxx mg, to read, xxx mg per vial. 
 
2. Add the dosage form, For Injection, to appear below the nonproprietary 
    name, trastuzumab emtansine. 
 
3. Add a statement that conveys reconstitution and dilution are required prior 
    to use. 
 
4. Revise the single-use vial statement to read “Single-Dose Vial – Discard 
    Unused Portion”.  Thus, the principal display panel should appear as: 

Kadcyla 
(trastuzumab emtansine) 

For Injection 
 

xxx mg per vial 
For Intravenous Infusion Only 

 
Reconstitute and Dilute prior to administration 

Single-Dose Vial – Discard Unused Portion 
 
C. Carton Labeling 
 

1. See Comments B1 through B4. 
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Welch, Joel

From: Welch, Joel
Sent: Friday, November 30, 2012 3:08 PM
To: Welch, Joel; 'Ahmed Bassyouni'
Cc: Skarupa, Lisa; 'shah.monica@gene.com'; 'evans.erica@gene.com'; 

'francissen.kathy@gene.com'
Subject: RE: CMC IR #18 for BLA125427/0 

Importance: High

Ahmed, 

Please find below an additional CMC information request. Please confirm receipt. We request a response 
by December 7 , 2012 . 

IR DMA #5

21 CFR 610.14 requires an identity test after final labeling operations, as below:

The contents of a final container of each filling of each lot shall be tested for identity after all labeling 
operations shall have been completed. The identity test shall be specific for each product in a manner 
that will adequately identify it as the product designated on final container and package labels and 
circulars, and distinguish it from any other product being processed in the same laboratory. Identity 
may be established either through the physical or chemical characteristics of the product, inspection by 
macroscopic or microscopic methods, specific cultural tests, or in vitro or in vivo immunological tests.

Provide information regarding the identity testing performed on trastuzumab emtansine following final labeling 
operations at Genentech Hillsboro Fill Finish (HFF) Facility, as per 21 CFR 610.14.

Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov
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November 2012 Information Requests 
 
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, November 30, 2012 9:58 AM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 Clinical Information Request November 30, 2012 Financial Disclosures 
 

 
Dear Erica, 
 
Please clarify if you obtained the financial disclosures from the independent radiology 
reviewers and the oncology reviewers. 
 
Sincerely, 
Lisa 
 
 
 

 
From: Skarupa, Lisa  
Sent: Wednesday, November 28, 2012 4:57 PM 
To: 'Erica Evans' 
Cc: Monica Shah 
Subject: FDA responses: BLA 125427 Clinical Pharmacology Information Request November 20 
2012 

Dear Erica, 
Regarding your clarifications sent on Wed November 21, 2012.  Here are 
the ClinPharm team's responses.  Sincerely, Lisa  
  
  
 •Population PK (PopPK) predicted Cmin at Cycle 1 Day 21 (Cmin,C1D21):  

1)      Was the Final PopPK model used for the PopPK prediction? (Appendix 7.10 of 
the Population Pharmacokinetic Report 12-0489)  2) Was IPRED 
from PopPK fitting used to predict Cmin,C1D21 for E-R analysis?  3) how were BQL 
data handled (LLOQ= 60 ng/mL).  

 
FDA response: Yes. Your final PopPK model was used to simulate individual Cmin,C1D21. 
IPRED from PopPK fitting was used to predict Cmin,C1D21  for E-R analysis. For the 
simulated Cmin,C1D21 , only two patients had concentration < 60 ng/mL which are included 
in the first exposure quartile for the PFS and OS exposure-response analysis. 
 
•E-R analysis for PFS and OS:  

1)      In Figures 1 and 2, how were OS and PFS curves adjusted for baseline 
covariates? 2) Were 4 separate multivariate cox models used to obtain the 4 
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hazard ratios, one per quartile, in Table 1? 3) What approach was used to select 
baseline covariates? 4) Were any interaction terms used when adjusting for 
baseline covariates?  5) How were patients with missing covariates handled? 

 
FDA response:  The baseline covariates were not adjusted in Figures 1 and 2. These 
figures are based on univariate analysis of exposures vs. survival.  Four separate 
multivariate Cox models were used to obtain the hazard ratios, one per quartile. No 
interaction terms were used for baseline covariates. Baseline covariates were selected 
based on the statistical significance in the Cox model and clinical relevance. Cox 
regression analysis identified four significant baseline risk factors for OS:   Baseline 
HER2 ECD (>=median, < median), ECOG performance status (>=1 vs. 0), measurable 
disease (Yes vs. No) and tumor burden (>= median, < median). For PFS, three 
significant baseline risk factors were identified: ECOG performance status, measurable 
disease and tumor burden. However, baseline HER2 ECD was included as it is clinically 
relevant.   Other baseline covariates such as number of disease sites, prior anthracycline 
use, prior trastuzumab treatment and visceral disease were also selected based on 
clinical relevance. The patients with missing values were excluded from the multivariate 
analysis. 
 
• E-R analysis for ORR:  
1) Did the analysis include baseline covariates?  
 Was the ORR p value (p<0.01) based on Emax? 
 
FDA response: The baseline covariates were not adjusted in Figures 3. The p-value 
reported is for Emax. Please note that this analysis for this secondary endpoint was 
conducted to provide supportive evidence that the E-R relationship is in the same 
direction as for OS and PFS. 
 
 
 _____________________________________________________________________________
______________  
On Nov 26, 2012, at 2:46 PM, "Skarupa, Lisa" <Lisa.Skarupa@fda.hhs.gov> wrote: 

Dear Erica, 
  
The Clinical Pharmacology Team feels that December 5 submission date appears reasonable.  
They will provide response to your request for clarifications by COB tomorrow. 
  
Lisa 
  

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, November 21, 2012 7:35 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 Clinical Pharmacology Information Request November 20 2012 

Dear Lisa 
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The team met today to discuss the November 20 2012 Clinical Pharmacology 
Information Request.  The team have some clarifying questions to the to the FDA 
reviewers that will help us in preparing our response. 
 

The sponsor appreciates the exposure-response (E-R) 
analysis conducted by the FDA. To better understand, 
we would appreciate if FDA can clarify the following 
questions: 
•Population PK (PopPK) predicted Cmin at Cycle 1 Day 
21 (Cmin,C1D21):  
1) Was the Final PopPK model used for 
the PopPK prediction? (Appendix 7.10 of the 
Population Pharmacokinetic Report 12-0489)  
2) Was IPRED from PopPK fitting used to predict 
Cmin,C1D21 for E-R analysis?  
3) how were BQL data handled (LLOQ= 60 ng/mL) 
 

•E-R analysis for PFS and OS:  
1) In Figures 1 and 2, how were OS and PFS curves 
adjusted for baseline covariates? 2) Were 4 separate 
multivariate cox models used to obtain the 4 hazard 
ratios, one per quartile, in Table 1?  
3) What approach was used to select baseline 
covariates?  
4) Were any interaction terms used when adjusting for 
baseline covariates?  
5) How were patients with missing covariates handled? 
 

•E-R analysis for ORR:  
1) Did the analysis include baseline covariates?  
2) Was the ORR p value (p<0.01) based on Emax? 
 
The team will require answers from FDA to the above questions in order for 
Genentech to submit a full and complete response to this information request.  In 
addition, in order to provide a comprehensive written response to the Agency's 
proposal, the team requires additional time to evaluate the FDA's analysis and 
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findings as presented in the November 20 2012 email, along with the responses 
to the above clarifying question. As a consequence, Genentech proposes to 
submit our response to this clinical pharmacology information request by 
December 5, 2012. 
 
Please confirm the Agency agreement on this revised submission date. 
 
We look forward to receipt of responses to our questions and confirmation of the 
revised submission date. 
 
Kind regards 
 
Erica 
 
On Tue, Nov 20, 2012 at 2:01 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Good afternoon, 
  
Please see attached Exposure-Response Analysis Summary which has the 
following request for a written response.  Please provide the response by 
November 28, 2012 COB. 
  
Based on FDA analysis and findings presented below, please provide a written 
response on the feasibility of a dose optimization study in patients with lower 
exposures. This trial could potentially be done post marketing.  
  
  
Sincerely, 
Lisa 
  
 
 
 
 
 
  
 

EXPOSURE RESPONSE ANALYSIS FOR T-DM1 
 

This document describes the exposure-response analysis conducted by the FDA. The 
exposure-response analysis for efficacy was conducted using trial TDM4370g data for 
the three efficacy endpoints (OS, PFS and ORR). The exposure-OS analyses indicates 
that after accounting for known baseline confounding factors, the patients with lower 
exposures have lower probability of survival (Figure 1). Similar conclusions were 
reached when PFS or ORR was used as the response variable (Figures 2-3). Thus, the 
subgroup of patients with low exposures may receive additional benefit with a higher 
dose.  
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Based on FDA analysis and findings presented below, please provide a written 
response on the feasibility of a dose optimization study in patients with lower 
exposures. This trial could potentially be done post marketing. Provide your 
response by November 28, 2012. 
 
Summarized below in brief are the analysis methodologies along with the main findings. 
 
Exposure-efficacy: 
Population PK predicted T-DM1 trough concentration on Day 21 in Cycle 1 (Cmin,C1D21) 
was available for 68.2% patients (N=334) in the T-DM1 arm (N=490). Kaplan-Meier 
survival analysis for OS was performed with these patients stratified according to 
quartiles of Cmin,C1D21 (≤1.29, 1.29–1.99, 1.99–2.75 and >2.75 µg/mL). Hazard ratio (HR) 
for each quartile of Cmin,C1D21 vs. the control arm was estimated using a Cox proportional 
hazards model adjusted by the following baseline covariates: ECOG (0 vs. 1), number of 
disease sites (< 3 vs. ≥3 ), prior anthracycline use (yes vs. no), prior transtuzumab 
treatment for MBC (yes vs. no), visceral disease (yes vs. no), measurable disease (yes vs. 
no), tumor burden, and HER2 shed antigen. Similar analysis was conducted for PFS and 
the results are shown in Figure 2. The relationship between Cmin,C1D21 and objective 
response rate (ORR), the secondary efficacy endpoint in trial TDM4370g, was analyzed 
with logistic regression of an Emax model.   
 
The datasets utilized for the analysis are listed below: 

– OS: second interim analysis (patos.xpt) 
– PFS: final analysis (patirf.xpt) 
– ORR: final analysis(expreff1.xpt) 

 
Overall, the analysis indicated that the higher the T-DM1 exposure, the greater the OS or 
PFS improvement. Furthermore, T-DM1 exposure (Cmin,C1D21) was significantly related to 
objective response rate (ORR, P < 0.01) (Figure 3), using a logistic regression analysis of 
an Emax model. 
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Figure 2 Kaplan-Meier curve of progression free survival (PFS) for the T-DM1 arm (N=334) 
by quartiles of Cmin, C1D21 and for the active control arm (N=488) of Trial TDM4370g/BO21977.   
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Table 1. Hazard ratio (HR) for each of Cmin,C1D21 quartiles vs. the active control arm 
(capecitabine + lapatinib) after adjusting baseline covariates including ECOG, 
number of disease sites, prior anthracycline use, prior transtuzumab treatment, 
visceral disease, measurable disease, HER2 ECD and tumor burden.   
Efficacy Endpoint   HR (95% CI) P-value 

TDM1 Q1 vs. Control 0.82 (0.57, 1.16) 0.25 

TDM1 Q2 vs. Control 0.73 (0.52, 1.02) 0.066 

TDM1 Q3 vs. Control 0.57 (0.39, 0.83) 0.0032 
PFS 

TDM1 Q4 vs. Control 0.36 (0.24, 0.53) < 0.0001 

TDM1 Q1 vs. Control 0.97 (0.65, 1.46) 0.89 

TDM1 Q2 vs. Control 0.68 (0.44, 1.05) 0.080 

TDM1 Q3 vs. Control 0.40 (0.22, 0.72) 0.0024 OS 

TDM1 Q4 vs. Control 0.35 (0.20, 0.63) 0.0005 

 
  

Reference ID: 3240606





 
 
 

Grade 3 or Above AEs

57.0%

42.2%
44.4%

53.6%
50 3%

38.1% 39.1%

34.9%

39 3%

0 0%

10 0%

20 0%

30 0%

40 0%

50 0%

60 0%

Pivotal trial All trials

>=
 G

ra
de

 3
 A

Es

Control Cmin Q1 Cmin Q2 Cmin Q3 Cmin Q4  

Figure 4. The bar graph represents the incidence of Grade 3+ AEs in the patient 
safety populations for Trial TDM4370g/BO21977 and for Trials 3569, 4258, 
4370, 4374, and 4450 combined.  
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Figure 5. The bar graph represents dose adjustments (dose interruption, early 
discontinuation, or dose reduction) in Trial TDM4370g/BO21977. 

 
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Tuesday, November 20, 2012 5:01 PM 
To: Erica Evans; Monica Shah 
Subject: BLA 125427 Clinical Pharmacology Information Request November 20 2012 
 

Good afternoon, 
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Kind regards 
 
Erica 

On Mon, Nov 19, 2012 at 8:41 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
  
Dear Erica, 
  
Please see the following Clinical Information requesting response by COB November 
20th: 
  
Please submit the AE and lab datasets to support the changes you made to Tables 6 and 7 
of the draft label with your 90 day safety update submission.  
  
Sincerely, 
Lisa 
 
  

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Tuesday, November 06, 2012 7:08 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 November 6 2012 ClinPharm IR 

Dear Lisa 
November 13th is acceptable as response date for this information request. 
Erica 

On Tue, Nov 6, 2012 at 2:24 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Dear Erica, 
  
Please acknowledge receipt, and if the timeline for response by 10:00am EST November 
13th is acceptable: 
  
Clinical Pharmacology Information Requests 
Please provide: 

1.An update to Table ataeff in Module 2.7.3 entitled "Efficacy Summary of 
Subjects with ATA Positive Results Post Baseline Randomized Subjects who 
received trastuzumab emtansine" to include OS results.  
2.Information as to why patients randomized to the control arm in trial 
TDM4370g/BO21977 had samples analyzed for immunogenicity at various time-
points during the trial. Furthermore, within the ABCONC data listing for this trial 
we identified 2 subjects in the control arm that tested positive for ATA, which 
were both T-DM1 specific (Subj ID# 17954 and 23301). Please provide your 
interpretation of this finding.  
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3.Justification behind your proposed labeling statement:  
 

  
Sincerely, 
Lisa 
  
 
 
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, November 07, 2012 6:09 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah; Sandhya Girish; Meghna Samant 
Subject: Re: TDM1_ IRT information/ BLA 125427 QT-IR Team November 5, 2012 

Dear Lisa 
With regard to the request for submission of datasets for the QTc study as detailed below, 
these will be submitted to the BLA by COB Monday 12 November (SSF time). 
  
Kind regards 
Erica 
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Monday, November 05, 2012 5:52 PM 
To: Skarupa, Lisa 
Cc: Monica Shah; Sandhya Girish; Meghna Samant 
Subject: Re: TDM1_ IRT information/ BLA 125427 QT-IR Team November 5, 
2012 

Dear Lisa 
We can send the ClinPharm table by Nov 8. We will need more time to prepare the 
datasets for submission. I will get back to you tomorrow on the proposed adte for 
submission of the datasets. 
Kind regards 
Erica 

On Mon, Nov 5, 2012 at 1:54 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Dear Erica, 
  
I did not see the summary "ClinPharm table". 
So can I ask that you send me the ClinPharm table, the raw triplicate ECG 
dataset, and let me know if the demographic dataset is in that module? 
Can we please have this by November 8th COB? 
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Let me know if the timeline is acceptable. 
  
Sincerely, 
Lisa 
  
  
 
 
  
 
  

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Thursday, November 08, 2012 1:56 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 Clinical I.R. November 5th/Update target nov 16th 

Dear Lisa 
Thanks for the response.  We will include narratives for other overdoses cases with our 
response on November 16 as requested.  We have a total of 4 cases of overdose for the 
total clinical development plan with T-DM1. 2 cases from the same clinical site in Chile 
for TDM4450g/BO21976.  In addition we have one case on MARIANNE 
(TDM4788g/BO22589) and one case on THERESA (TDM4997g/BO25734). These 
studies are not included with the 7 clinical studies included in the BLA. Can you confirm 
that we should still submit narratives for overdose cases on MARIANNE and THERESA. 
  
In the meantime, we can propose the end of November (between 26-30 Nov) as the target 
date for submission of the translated source documents relating to the sudden death case 
on TDM4450g. 
  
Kind regards 
Erica 
 
 
  
On Thu, Nov 8, 2012 at 6:15 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Dear Erica, 
This plan is acceptable.  In addition, please submit narratives on any other patient that 
received accidental T-DM1 overdose with this submission. 
  
Sincerely, 
Lisa 
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From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, November 07, 2012 5:57 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 Clinical I.R. November 5, 2012 

Dear Lisa 
We met today to discuss the clinical information request below.  In the process of further 
evaluating this clinical case to fully adddress the FDA's request we have received some 
clinical documents that were not previously available to us.  Therefore the team require 
some additional time to review this new information and to fully assess its impact on the 
original narrative written for the patient and its impact on our interpretation of the case, if 
any.  As a consequence we would appreciate an extension to the response time for this 
request. We propose to submit our response, including our interpretation of the role, if 
any, of T-DM1 in the patient's death by Friday November 16 2012.  Can you please 
confirm that this is acceptable. 
  
In the meantime we are also gathering all relevant source documents from the site in 
Chile.  As mentioned below these will need to be translated into English for submission 
to the BLA.  We are currently establishing the timeline for completion of that activity - I 
will get back to you on the proposed date for submission of the source documents. 
  
Kind regards 
Erica 
 
 
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Thursday, November 08, 2012 11:10 AM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 Clinical information Request November 8 2012 

Dear Lisa 
We acknowledge receipt. I will confirm the response date later today. 
  
Erica 

On Thu, Nov 8, 2012 at 7:26 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
  
Dear Erica, 
Please see the following Clinical Information Request.  Please acknowledge receipt and if 
can respond by COB November 13, 2012: 
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Reference is made to the cardiac safety committee for the EMILIA trial.  You submitted 
the CSC minutes, but no final adjudication of symptomatic LVSD was submitted.  Did 
the CSC conduct final adjudication? 
  
Also the following subjects were deemed non evaluable: 
15051 
11203 
16552 
19502 
21501 
22801 
17451 
20556 
21353 
21354 
  
What was the committee's final assessment of these patients? 
  
Sincerely, 
Lisa 
  
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Tuesday, November 06, 2012 5:24 PM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 November 6 2012 ClinPharm IR 
 

Dear Erica, 
 
Please acknowledge receipt, and if the timeline for response by 10:00am EST November 
13th is acceptable: 
 
Clinical Pharmacology Information Requests 
Please provide: 
1. An update to Table ataeff in Module 2.7.3 entitled "Efficacy Summary of Subjects 

with ATA Positive Results Post Baseline Randomized Subjects who received 
trastuzumab emtansine" to include OS results. 

2. Information as to why patients randomized to the control arm in trial 
TDM4370g/BO21977 had samples analyzed for immunogenicity at various time-
points during the trial. Furthermore, within the ABCONC data listing for this trial we 
identified 2 subjects in the control arm that tested positive for ATA, which were both 
T-DM1 specific (Subj ID# 17954 and 23301). Please provide your interpretation of 
this finding. 

3. Justification behind your proposed labeling statement:  
 

 
Sincerely, 
Lisa 
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______________________________________________  
From:  Skarupa, Lisa   
Sent: Monday, November 05, 2012 10:31 AM 
To: 'Erica Evans'; Monica Shah 
Subject: TDM1_ IRT information/ BLA 125427 QT-IR Team November 5, 2012  
 

Dear Erica, 
 
Can you verify which submission (either to the BLA or to the IND) are the 
ClinPharm Table and the raw triplicate ECG dataset and demographic dataset? 
 
Sincerely, 
Lisa 
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Monday, November 05, 2012 10:28 AM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 Clinical I.R. November 5, 2012  
 

Dear Erica, 
 
Please see the following Clinical I.R.  Please send response by COB November 9, 2012: 
 
Reference is made to patient 9249 on study 4450g who experienced sudden death 19 days 
after receiving an erroneous T-DM1 dose of 6 mg/kg.  Please provide your (sponsor) 
interpretation of the possibility of T-DM1 contributing to this patient's death. In addition, 
please provide all source documentation for this patient, including the cardiology and 
neurology assessments, relevant laboratory and diagnostic data, etc. 
 
Please confirm receipt and if you agree to timeline. 
 
Sincerely, 
Lisa 
 
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Monday, November 05, 2012 10:28 AM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 Clinical I.R. November 5, 2012  
 

Dear Erica, 
 
Please see the following Clinical I.R.  Please send response by COB November 9, 2012: 
 
Reference is made to patient 9249 on study 4450g who experienced sudden death 19 days 
after receiving an erroneous T-DM1 dose of 6 mg/kg.  Please provide your (sponsor) 
interpretation of the possibility of T-DM1 contributing to this patient's death. In addition, 
please provide all source documentation for this patient, including the cardiology and 
neurology assessments, relevant laboratory and diagnostic data, etc. 
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3.     Regarding statistical modeling for Trastuzumab Emtansine distribution submitted in the 
amendment dated Oct 17, 2012, the Agency has the following comment: The review of the data 
submitted showed that the  modeling assumption is not appropriate and 
the correlation between DAR and free drug content appears weak. Submit all numeric data for 
drug distribution by MS, and DAR by UV for the small scale characterization study runs (Figure 
S.3.1-5). In addition, provide all available data for the clinical lots that you have measured for 
both DAR and drug distribution.  

  
  

Joel Welch, Ph.D.  
Regulatory Health Project Manager  
FDA/CDER/OPS/OBP  
WO-Building 21, Room 1521  
(301) 796-2017  
joel.welch@fda.hhs.gov  

  

Page 2 of 2

11/30/2012
Reference ID: 3223881

(b) (4)



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

JOEL T WELCH
11/30/2012

Reference ID: 3223881



Welch, Joel 

From: Ahmed Bassyouni [bassyouni.ahmed@gene.com]

Sent: Wednesday, November 21, 2012 2:39 PM

To: Welch, Joel

Cc: Ahmed Bassyouni; Skarupa, Lisa; shah.monica@gene.com; evans.erica@gene.com; 
francissen.kathy@gene.com

Subject: Re: CMC IR#15 for BLA 125427/0

Page 1 of 5

11/21/2012

Dear Joel, 
 
We acknowledge receipt. 
 
Ahmed 
 
On Wed, Nov 21, 2012 at 11:34 AM, Welch, Joel <Joel.Welch@fda.hhs.gov> wrote: 

Ahmed,  
  
  
Please find below an additional CMC information request.   Please confirm receipt.  We 
request a response by  November 28, 2012 .   
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2

must be developed and used for endotoxin release test of drug product.
7.   Clarify if your bulk sterility testing occurs  (P.3.3.2.4)  

(P.5.2.Sterility.1.2).

Joel Welch, Ph.D.
Regulatory Health Project Manager
FDA/CDER/OPS/OBP
WO-Building 21, Room 1521
(301) 796-2017
joel.welch@fda.hhs.gov

Reference ID: 3214434

(b) (4) (b) (4)



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

JOEL T WELCH
11/08/2012

Reference ID: 3214434



 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

BLA 125427 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Genentech, Inc 
1 DNA Way 
South San Francisco, CA 94080-4990 
 
ATTENTION:  Erica J. Evans, Ph.D. 

Regulatory Program Management 
 
Dear Dr. Evans: 
 
Please refer to your Biologics License Application (BLA), dated and received August 24, 2012, 
submitted under section 351 of the Public Health Service Act for Trastuzumab Emtansine,  
100 mg/vial and 160 mg/vial. 
 
We also refer to your correspondence, dated and received August 27, 2012, requesting review of 
your proposed proprietary name, Kadcyla. We have completed our review of the proposed 
proprietary name, Kadcyla and have concluded that it is acceptable.  
 
The proposed proprietary name, Kadcyla, 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 August 27, 2012 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Frances Fahnbulleh, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-0942.  For any other 
information regarding this application contact the Office of New Drugs (OND) Regulatory 
Project Manager, Lisa Skarupa at (301) 796-2219.   
 

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 
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Oct 2012 Information Requests 
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, October 31, 2012 1:15 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: Clinical I.R. BLA 125427 October 31 

Dear Lisa 
We acknowledge receipt of this request and submission by Nov 2 is acceptable. 
Kind regards 
Erica 

On Wed, Oct 31, 2012 at 7:23 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Dear Erica, 
  
Reference is made to EMILIA CSR.  In table 50,  TDM1 pts experienced AE 
leading to dose reduction.  In table 42, 16.3% of TDM1 pts had dose reduction.  Please 
explain this discrepancy no later than COB November 2, 2012.   
  
Please confirm if the timeline is acceptable. 
  
Sincerely, 
Lisa 
  
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, October 19, 2012 2:23 PM 
To: 'Erica Evans'; Monica Shah 
Subject: Stats Information Request: BLA 125427 October 19, 2012 
 
 
 
Dear Erica, 
 
Please see the following Statistician Team's Information Request, please respond by October 
24th: 
 
Please demonstrate the derivation of datasets RESPIRF2 and IRFONC and provide related 
SAS program. 
 
Please acknowledge and if the timeline is acceptable. 
 
Sincerely, 
Lisa 
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______________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, October 19, 2012 1:30 PM 
To: 'Erica Evans'; Monica Shah 
Subject: Clinical Information Request BLA 125427 October 19, 2012 
 
 
Good afternoon Erica, 
 
Please see the following Clinical Information Request, please respond by Tuesday 
October 23, 2012. 

It appears that you have 40 patients with liver disease and 75 patients with lung disease 
that are categorized as non-visceral.  

     Please define how you grouped patients into visceral and non-visceral?  

Please acknowledge this Clinical IR and if the target date is acceptable. 

Sincerely, 

Lisa 

 

 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Thursday, October 18, 2012 3:22 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: Clinical Information Request BLA 125427 Oct 18th 

Thank you Lisa 
  
We will provide our response by next week as requested. 
Erica 

On Thu, Oct 18, 2012 at 12:07 PM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
  
Good afternoon, 
Please provide the following Clinical Information Request by COB EST October 23, 
2012: 
  
Reference is made to Section 4.5.1 'Baseline Demographic Data' of the EMILIA CSR.  
You state that 3.4% and 1.4% of T-DM1 pts and 5% and 2.7% of L/C patients had 
segmental wall abnormalities by local and central assessments, respectively.  Please 
provide subject ID and all LVEF data for these subjects.  In addition, please report any 
grade 3-5 cardiac events in this cohort.   
  
Sincerely, 
Lisa 
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From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Tuesday, September 25, 2012 8:14 PM 
To: Fahnbulleh, Frances 
Cc: Skarupa, Lisa; Monica Shah 
Subject: Fwd: Please review: Trastuzumab emtansine BLA 125427 

Dear Frances  
Please find below a list of items that will form the basis of the discussion at the t-con planned for 
this Friday Sept 28: 
  
1) The USAN/INN approved established name is for T-DM1 is trastuzumab emtansine.  In the first 
sentence of the "Comments to the Applicant" received Sept 7 2012, the Agency makes reference to 
Kadcyla (Herceptin Trastuzumab).   Can the Agency confirm that the reference to Herceptin 
Trastuzumab in this context was a typographical error? 
 2) The USAN/INN approved established name trastuzumab emtansine was included in a previous 
request for review of a proprietary name (KADCLYA) as submitted to IND 71072 as S0604 (Oct 
31 2011). Following review of this submission, we gained conditional acceptance of the name 
KADCYLA on April 27 2012.  We would appreciate if the Agency could help us understand why 
the recommendation that for the conduct a Human Factors Study was not made following this 
initial review of the proprietary name request? 
3) Can the Agency advise us on the required timing for submission and review of the information 
requested in the Comments to the Applicant sent Sept 7 2012 (i.e., Human Factors validation study 
protocol as well as results of formative study) as it relates to review and potential approval of 
KADCYLA under BLA125427? Specifically, 
a) Will the Agency require the results of a Human Factor study to be submitted and reviewed by 
the FDA as part of the initial BLA review and approval process?  
b) Further to 3a above, can the Agency advise us on how the information gained from a Human 
Factor study could impact the labeling of Kadcyla?  
c) In addition, can the Agency comment on the potential for FDA to request a change in the 
established name for trastuzumab emtansine akin to that recently requested for Zaltrap as reviewed 
under BLA 125418? 
4) The similarity between the established names for Kadcyla and Herceptin has been recognized 
by the Sponsor and plans to mitigate the risk of medication errors between the two products have 
been ongoing in preparation for the potential launch of Kadcyla.  Genentech plans to outline the 
risk mitigation steps we have planned or implemented to date in our response to the Sept 7 2012 
Information Request.  In the meantime, any guidance the FDA can share with us on the conduct of 
Human Factors studies for a therapeutic agent (versus a medical device) would be much 
appreciated. 
  
Kind regards 
 Erica  

Reference ID: 3240605



From: Skarupa, Lisa  
Sent: Tuesday, October 09, 2012 4:01 PM 
To: 'Erica Evans' 
Cc: Monica Shah 
Subject: FDAResponseOct9th: BLA 125427 October 3 2012 Clinical Safety Update/date of 
submission 

Dear Erica 
To clarify, the global safety update referred to your proposal of updated safety 
data from EMILIA, 4450g and 4529g.   The updated narratives for study 
TDM4529g are not necessary unless requested by FDA.  The updated CRFs for 
EMILIA are also not necessary unless requested by FDA.  The most critical 
safety data for this BLA review is the updated data from EMILIA.   
  
Would an interim submission of strictly the updated EMILIA data be possible by 
October 25?  This submission should contain updated exposure data, deaths 
(<30 days and > 30 days), AEs (gr 1-5), AEs (gr 3-5), discontinuations, 
SAEs, AEs of special interest (hepatotoxicity, cardiotoxicity, pneumonitis, 
neurotoxicity).  This updated data would be critical in finalizing the BLA review. 
  
Please provide us your response on the timeline by COB Eastern Standard Time 
Wednesday October 10th. 
  
Lisa 
  
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Friday, October 05, 2012 12:51 AM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 October 3 2012 Clinical Safety Update/date of submission 

Dear Lisa 
We are meeting tomorrow morning  to discuss this clinical information request.  Do you 
have any feedback regarding our request for clarity below? 
 
In the meantime can the reviewers please provide clarity around the request "and in a 
separate document safety updates on the global database."  We will need to be clear on 
the  expectations of this request before we can evaluate timing for delivery to the BLA. 
  
We can work towards potentially providing a revised timeline for the 90D safety update. 
However, we cannot incorporate timelines for the above request without fully 
understanding the reviewers expectations of this request. 
  
Kind regards 
Erica 
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On Wed, Oct 3, 2012 at 11:06 AM, Erica Evans <ericae@gene.com> wrote: 
Dear Lisa 
The request below is for delivery the 90D safety report a full month before it was 
originally scheduled and agreed by FDA for submission (target date Nov 21) - so this is 
in fact a 60 day safety report.  The potential for this request of a 60 day report was not 
raised by the Agency as part of the preBLA meeting held 30 May 2012.  At this meeting 
Genentech made it very clear we were planning to submit a 90D safety report and all of 
internal planning has been driving towards that.  At this time we cannot agree to the Oct 
25 deadline, especially in light of the other requests for clinical/safety information the 
team is currently working towards addressing which have BLA submission dates in 
October. 
  
We will need to meet with the full clinical and drug safety team to discuss this 
request. Unfortunately I would anticipate the maximum we can do is bring the delivery 
date of the safety update forward by 1 to 2 weeks. We will get back to you by the end of 
the week on a revised November delivery date for the safety update. 
 
In the meantime can the reviewers please provide clarity around the request "and in a 
separate document safety updates on the global database."  We will need to be clear 
on the  expectations of this request before we can evaluate timing for delivery to the 
BLA. 
  
Kind regards 
Erica 
 
On Wed, Oct 3, 2012 at 9:33 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Good afternoon Erica, 
  
Regarding the future submission of the 90-day safety update, clinical would like to 
request: 
  
Given expedited review timelines, we will need the safety update by October 25, 2012.   
In one submission, please include updates on the EMILIA trial and in a separate 
document safety updates on the global database. 
  
Please confirm receipt and if the timeline is acceptable. 
  
Sincerely 
Lisa 
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______________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, October 05, 2012 5:49 PM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 Clinical Information Request Oct 5 2012 
 

Dear Erica, 
Please see the following Clinical Information Request: 
 
Reference is made to EMILIA CSR Table 43 'Adverse Events Occurring in > 10% 
of patients in either treatment group (safety population)' 
 
FDA analysis of the AE dataset revealed the following discrepancies with your 
table: 
 
Nausea L/C Arm: Genentech 218 (44.7%); FDA 220 (45.1%) 
Dry Mouth TDM1 Arm: Genentech 77 (15.7%); FDA 78 (15.9%) 
Abdominal Pain Upper L/C Arm: Genentech 41 (8.4%); FDA 42 (8.6%) 
Fatigue L/C Arm: Genentech 136 (27.9%); FDA 137 (28.1%) 
Asthenia TDM1 Arm: Genentech 86 (17.6%); FDA 87 (17.7%) 
Pyrexia TDM1 Arm: Genentech 85 (17.3%); FDA 86 (17.6%) 
Decreased Appetite TDM1 Arm: Genentech 101 (20.6%); FDA 102 (20.8%) 
Dizziness TDM1 Arm: Genentech 48 (9.8%); FDA 49 (10%) 
Insomnia TDM1 Arm: Genentech 54 (11.0%); FDA 55 (11.2%) 
Epistaxis L/C Arm: Genentech 39 (8.0%); FDA 40 (8.2%) 
Dyspnoea L/C Arm: Genentech 36 (7.4%); FDA 37 (7.6%) 
Dyspnoea TDM1 Arm: Genentech 56 (11.4%); FDA 57 (11.6%) 
Rash L/C Arm: Genentech 130 (26.6%); FDA 131 (26.8%) 
Dry Skin L/C Arm: Genentech 49 (10.0%); FDA 50 (10.3%) 
 
In each case, the FDA computation revealed one extra patient (with the 
exception of L/C nausea, which revealed 2 extra patients).  Please repeat your 
analysis and explain differences between FDA and your numbers.   
 
We would like responses no later than COB-Eastern standard time zone- 
October 12, 2012. 
 
Sincerely, 
Lisa  
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Sept 2012 Information Requests 
 
 
 
 

 
From: Skarupa, Lisa  
Sent: Wednesday, October 03, 2012 11:22 AM 
To: Erica Evans; Monica Shah 
Subject: Response to submission 0014/ BLA 125427 Information Request: Sept 24, 2012 Clinical 
requesting Tables 

Dear Erica, 
Regarding submission Serial No. 0014, EMILIA Trial (TDM4370g/BO21977), we have 
the following clarification questions: 

·         Provide the rationale for OS censoring  of subjects who withdrew from study. Were 
these patients lost to follow-up? 

·         Define “early study termination “as one of the PFS censoring reasons. 

·         What were the reasons that 27 patients in Lap+Cap arm and 14 patients in T-DM1 
arm had no post-baseline scans?   

Sincerely, 

Lisa  

  
 

From: Monica Shah [mailto:shah.monica@gene.com]  
Sent: Friday, September 28, 2012 4:02 PM 
To: Skarupa, Lisa 
Cc: Monica Shah; Erica Evans 
Subject: Re: BLA 125427 Information Request: Sept 24, 2012 Clinical requesting Tables 

Dear Lisa, 
  
Please find attached our response to the FDA Request for Information below.  In 
addition, we have formally submitted this response to BL 125427 today September 28th, 
as Sequence No. 0014. 
  
Please kindly confirm receipt of this email. 
  
Kind Regards, 
Monica 
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______________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, September 28, 2012 2:15 PM 
To: 'Erica Evans'; 'Monica Shah' 
Subject: Second I.R.: BLA 125427 Clinical Information Request Sept 28 2012 
 

Dear Erica, 
 
Second Clinical Information Request: 
 
Reference is made to the patients with grade 3-5 nervous system disorder/ peripheral 
neuropathy on T-DM1.  Please provide narratives for these patients, as well as data on 
duration of neuropathy, and any de-challenge and re-challenge data for these patients.  
We would like responses no later than cob October 8, 2012 (EST).   
 
Sincerely, 
Lisa 
 
_____________________________________________  
From:  Skarupa, Lisa   
Sent: Friday, September 28, 2012 11:52 AM 
To: Erica Evans; 'Monica Shah' 
Subject: BLA 125427 Clinical Information Request Sept 28 2012 
 

Dear Erica,  
 
High Priority: 
Your proposal to submit the hepatotoxicity data by October 31, 2012 will not allow 
sufficient time to adequately review this data.  Please propose an interim report by mid 
October.   
October 31 is acceptable for a final report.  Please include an edish analysis, as you did in 
the original hepatotoxicity report.  
 
Sincerely, 
Lisa 
 
 
______________________________________________  
From:  Skarupa, Lisa   
Sent: Monday, September 24, 2012 6:50 PM 
To: 'Erica Evans'; Monica Shah 
Subject: BLA 125427 Information Request: Sept 24, 2012 Clinical requesting Tables 
 

 
Dear Erica, 
Please see SECOND Sept 24th Clinical Information Request:  Please provide this data no 
later than COB Friday September 28.  

Reference ID: 3240604







2. Include a lot of each DP configuration (100 mg and 160 mg) in your annual 
stability program if both are manufactured in a given year. 

 
 
 
 
  
 

 
From: Skarupa, Lisa  
Sent: Monday, September 24, 2012 3:31 PM 
To: 'Erica Evans' 
Cc: Monica Shah 
Subject: RE: BLA 125427 Ongoing Information Requests: new Clinical and Hepatotoxicity 
105828 

Dear Erica, 
The Clinical Team's response is: 
It would be helpful to report any additional cases that transpired beyond the 
December 2011 clinical and March 2012 global data cut-off, since several 
months have passed.  
  
Let me know if this is helping address your clarification. 
  
Lisa 
  
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Monday, September 24, 2012 1:39 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah 
Subject: Re: BLA 125427 Ongoing Information Requests: new Clinical and Hepatotoxicity 
105828 

Dear Lisa 
Can you confirm that what the reviewers are asking that we provide is AST>3XULN and 
TBL>2XULN from clinical database with cut off of Dec 31 2011 but the same from the 
global safety database with a more recent cut-off date than March 9 2012? 
  
Erica 

On Mon, Sep 24, 2012 at 10:02 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Dear Erica and Monica, 
  
Please see response to your questions regarding Sept 21st Clinical Information on 
Hepatotoxicity 105828: 
On Sept 21st, you requested:  "Regarding request 2 below can the reviewers confirm that 
the request is specific to "AST>3XULN and TBL>2XULN" for the clinical and safety 
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databases included in DSR 105828 using the same cut-off dates for each as the two 
previous searches for ALT and TBL (Dec 31st 2011 for the clinical database and March 9 
2012 for the global safety database)?" 
FDA response: Please propose a more recent cut-off than March 9 2012.  
On Sept 21st, you clarified: "Just for clarity all of the narratives included in the BLA are 
generated internally. This is standard process. They are reviewed and approved by our 
physicians." 
FDA response: Physician reviewed and approved narratives are acceptable.  
  
New Clinical Information Request, Sept 24, 2012: 
Reference is made to the patients whose LVEF dropped below 50% and/or had a decrease 
from baseline of 15% or more on EMILIA.  Please provide data on duration or decrease 
and recovery from LVEF decrease.  
In addition, please provide the minutes from the Cardiac Review Committee meetings.  
We would like this data no later than COB Friday September 28.  
  
Please confirm receipt of email, and if the new I.R. timeline can be met. 
Sincerely, 
Lisa 
  
   
  
 
 

 
From: Erica Evans [mailto:evans.erica@gene.com]  
Sent: Wednesday, September 19, 2012 6:51 PM 
To: Skarupa, Lisa 
Cc: Erica Evans; Monica Shah; Kacuba, Alice 
Subject: Re: BLA 125427 Clinical Pharmacology IR Sept 19 2012 

Dear Lisa 
  
We acknowledge the Agency's request for "submission of all the program codes for 
population PK and PK-PD analyses" with a target date to submit this information by Sept 
26 2012.  
 
Yesterday we submitted to the BLA as S0007 the information requested by the FDA 
reviewers at the September 5, 2012 meeting which included the program used for 
calculating the percentage of missing scans and the programs used for the exposure 
response (safety and efficacy) and population PK analyses.   In yesterday's submission 
(S0007) all S--plus codes used in the population PK and exposure response analyses to 
generate plots, tables and analyses results were included. However, the NONMEM 
control stream to run the final model is part of the final popPK report included under 
Module 5.3.3.5.1 of the BLA (Pop PK Report # 12-0489; Appendices 7; 7.10, Page # 
157) and was not submitted;  The control stream is now attached for your reference- 
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delete column "Reason" in the population PK final dataset prior to running the final 
model in NONMEM).   
  
Can you please confirm that the program codes as submittted to the BLA satisfy the 
Agency's request. If not, can you please clarify which additional program codes for 
population PK and PK-PD analyses the Agency are seeking. 
  
Kind regards 
Erica   

On Wed, Sep 19, 2012 at 10:40 AM, Skarupa, Lisa <Lisa.Skarupa@fda.hhs.gov> wrote: 
Good afternoon Erica, 
  
Please see the following Clinical Pharmacology Information Request, please respond 
within 1 week. 
  Please submit all the program codes for population PK and PK-PD analyses. 
  
Sincerely, 
Lisa 
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