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EXCLUSIVITY SUMMARY 

NDA # 208325  SUPPL #       HFD # 510

Trade Name   Parsabiv

Generic Name   etelcalcetide injection

Applicant Name   KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, Inc.    

Approval Date, If Known   February 7, 2017 

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

NME-original

b)  Did it require the review of clinical data other than to support a safety claim or change 
in labeling related to safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, 
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made by the applicant that the 
study was not simply a bioavailability study.   

n/a

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          
n/a
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c)  Did the applicant request exclusivity?
 YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

5-years

d) Has pediatric exclusivity been granted for this Active Moiety?
 YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted 
in response to the Pediatric Written Request?
   
          

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
  YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
metabolic conversion (other than deesterification of an esterified form of the drug) to produce an 
already approved active moiety.

                   YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).
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NDA#           

NDA#           

NDA#           

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA 
previously approved an application under section 505 containing any one of the active moieties 
in the drug product?  If, for example, the combination contains one never-before-approved active 
moiety and one previously approved active moiety, answer "yes."  (An active moiety that is 
marketed under an OTC monograph, but that was never approved under an NDA, is considered 
not previously approved.)  

 YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  

NDA#           

NDA#           

NDA#           

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
studies.)  If the application contains clinical investigations only by virtue of a right of reference 
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to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

 YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved 
the application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical 
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an 
ANDA or 505(b)(2) application because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than those conducted or sponsored by 
the applicant) or other publicly available data that independently would have been sufficient to 
support approval of the application, without reference to the clinical investigation submitted in 
the application.

(a) In light of previously approved applications, is a clinical investigation (either 
conducted by the applicant or available from some other source, including the published 
literature) necessary to support approval of the application or supplement?

 YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for 
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

     
                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would 
not independently support approval of the application?

 YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to 
disagree with the applicant's conclusion?  If not applicable, answer NO.

 
  YES NO 

     If yes, explain:                                     

                                                             

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted 
or sponsored by the applicant or other publicly available data that  could 
independently demonstrate the safety and effectiveness of this drug product? 
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 YES NO 

     If yes, explain:                                         

                                                             

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

     

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

a) For each investigation identified as "essential to the approval," has the investigation 
been relied on by the agency to demonstrate the effectiveness of a previously approved 
drug product?  (If the investigation was relied on only to support the safety of a 
previously approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such 
investigation and the NDA in which each was relied upon:

     

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support 
the effectiveness of a previously approved drug product?

Investigation #1 YES NO 
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Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

     

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

     

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored 
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the 
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the study.  Ordinarily, substantial 
support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND #      YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND #      YES   !  NO    
!  Explain: 

                                    
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was 
not identified as the sponsor, did the applicant certify that it or the applicant's predecessor 
in interest provided substantial support for the study?
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Investigation #1 !
!

YES   !  NO    
Explain: !  Explain: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
          

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe 
that the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to 
the drug are purchased (not just studies on the drug), the applicant may be considered to 
have sponsored or conducted the studies sponsored or conducted by its predecessor in 
interest.)

YES NO 

If yes, explain:  

     

=================================================================
                                                      
Name of person completing form:  Meghna M. Jairath, Pharm.D.                    
Title:  Regulatory Project Manager
Date:  February 7, 2017
                                                      
Name of Division Director signing form:  Jean-Marc Guettier
Title:  Division Director

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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From: Jairath, Meghna
To: Sholter, Juliana (juliana@amgen.com)
Subject: RE: PI NDA 208325 vs3
Date: Thursday, January 26, 2017 3:17:15 PM
Attachments: Draft Parsabiv USPI FDA rsp to Amgen vs3.doc
Importance: High

 
 
Hello,
 
I am sending you the PI for your review.
 
Please acknowledge the receipt of this email and  respond by, January 27, 2017.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Sholter, Juliana (juliana@amgen.com)
Subject: PI NDA 208325 vs2
Date: Monday, January 23, 2017 8:17:38 AM
Attachments: FDA rsp PI vs 2 NDA 208325.doc

 
Hello,
 
I am sending you the PI for your review.
 
Please acknowledge the receipt of this email and  respond by, January 24, 2017.
 
Thanks,
Meghna
 

Reference ID: 4045199

14 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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From: Jairath, Meghna
To: Sholter, Juliana (juliana@amgen.com)
Subject: PI NDA 208325 version 1
Date: Friday, January 13, 2017 5:54:23 PM
Attachments: Information request Amgen labelling RevA.DOC

FDA to sponsor 1 13 17 NDA 208325 vs 1.doc

 
Hello,
I am sending you the PI for your review. Also, there is an attached explanation to the changes
made in table 3. Please do not submit anything to the NDA until we have agreed upon a final
label.
 
Please acknowledge the receipt of this email and  respond by EOB, January 17, 2017.
 
Thanks,
Meghna
 

Reference ID: 4042806

24 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page
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From: Sholter, Juliana
To: Jairath, Meghna
Subject: RE: NDA 208325 Type 1 resubmission
Date: Friday, January 13, 2017 12:22:24 PM

Hi Meghna,
 
The team has reviewed the updated PMR-PMC list and we are in agreement with the list as it
currently reads.
 
Kind regards,
 
Juliana
202.585.9693 (office);  (mobile) | juliana.sholter@amgen.com
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Friday, January 06, 2017 3:52 PM
To: Sholter, Juliana <juliana@amgen.com>
Subject: RE: NDA 208325 Type 1 resubmission
 
Thx
You too!
 
From: Sholter, Juliana [mailto:juliana@amgen.com] 
Sent: Friday, January 06, 2017 3:49 PM
To: Jairath, Meghna
Subject: RE: NDA 208325 Type 1 resubmission
 
Thanks, Meghna. I will provide a response/confirmation by next Friday, 13 January 2017.
 
Have a great weekend!
 
Juliana
202.585.9693 (office);  (mobile) | juliana.sholter@amgen.com
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Friday, January 06, 2017 3:27 PM
To: Sholter, Juliana <juliana@amgen.com>
Subject: NDA 208325 Type 1 resubmission
Importance: High
 
Hello,
I am attaching an updated PMR-PMC list.
Please review the document and let us know if you agree by, January 13, 2017.
 
Thanks,
Meghna

Reference ID: 4042215
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From: Jairath, Meghna
To: Sholter, Juliana (juliana@amgen.com)
Subject: NDA 208325 Type 1 resubmission
Date: Friday, January 06, 2017 3:26:57 PM
Attachments: Parsabiv PMR-PMC list for applicant.doc
Importance: High

Hello,
I am attaching an updated PMR-PMC list.
Please review the document and let us know if you agree by, January 13, 2017.
 
Thanks,
Meghna

Reference ID: 4038572
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208325
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

KAI Pharmaceuticals, Inc.
A wholly owned subsidiary of Amgen, Inc.
One Amgen Center Drive
Mail Stop: 17-2-A
Thousand Oaks, CA 91320-1799

ATTENTION: Juliana Sholter, MS, RAC
Manager, Regulatory Affairs

Dear Ms. Sholter:

Please refer to your New Drug Application (NDA) dated and received December 9, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Etelcalcetide 
Injection, 2.5 mg/0.5 mL, 5 mg/mL, and 10 mg/2 mL.

We also refer to your correspondence, dated and received December 9, 2016, requesting review 
of your proposed proprietary name, Parsabiv.  

We have completed our review of the proposed proprietary name, Parsabiv and have concluded 
that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your December 9, 2016 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. Additionally, if your application receives a complete response, a new 
request for name review for your proposed name should be submitted when you respond to the 
application deficiencies.

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

Reference ID: 4035339



NDA 208325
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Deveonne Hamilton-Stokes, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-2253.  For any other 
information regarding this application, contact Meghna Jairath, Regulatory Project Manager in 
the Office of New Drugs, at (301) 796-4267.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, 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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From: Jairath, Meghna
To: Batra, Monica (mbatra@amgen.com)
Cc: Sholter, Juliana (juliana@amgen.com)
Subject: NDA 208325 Parsabiv
Date: Monday, December 19, 2016 3:53:57 PM
Importance: High

 
IR
NDA 208325
 
Hello,
Please submit the following request listed below by December 21, 2016.
 
You have changed the proposed USPI with respect to the number of cases of fatal upper GI
bleed (3 cases in the original USPI vs. 2 cases in the current USPI) based on a re-analysis
suggesting that patient 0517-1547 (Case USACT2012058566) had a lower GI bleed rather
than an upper GI bleed as initially classified. Please provide a full autopsy report for Subject
0517-1547 (Case USACT2012058566).
 
You can submit a courtesy copy of the response to me via email but an official copy should be
submitted to the IND.
 
Thanks,
Meghna

Reference ID: 4030628
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208325

ACKNOWLEDGE - 
CLASS 1 COMPLETE RESPONSE

KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, Inc.
Attention: Juliana Sholter, MS, RAC
Manager, Regulatory Affairs
One Amgen Center Drive; Mail Stop: 17-2-A
Thousand Oaks, CA 91320-1799

Dear Ms. Sholter:

We acknowledge receipt on December 9, 2016, of your December 9, 2016, resubmission to your 
supplemental new drug application submitted under section 505(b) of the Federal Food, Drug, 
and Cosmetic Act for etelcalcetide injection.

We consider this resubmission a complete, class 1 response to our action letter.  Therefore, the 
user fee goal date is February 9, 2017.

If you have any questions, call me, at (301) 796-4267.

Sincerely,

{See appended electronic signature page}

Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Reference ID: 4029576



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

MEGHNA M JAIRATH
12/16/2016

Reference ID: 4029576



From: Jairath, Meghna
To: Steinbock, Jennifer
Subject: NDA 208325 PI version 6
Date: Wednesday, August 24, 2016 10:42:53 AM
Attachments: Draft Parsabiv USPI FDA rsp to Amgen Vs.6.doc
Importance: High

Hello,
I am sending you the PI for your review. The active comparator trial data is deleted from the
USPI and this will be the final version from FDA. Please provide a statement of agreement
or non-agreement to final labeling in one hour, 11:40 am EST today.  We will be moving
forward with the action.
 
Please acknowledge the receipt of this email.  
 
Thanks,
Meghna

Reference ID: 3976626

14 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
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From: Steinbock, Jennifer
To: Jairath, Meghna
Subject: RE: NDA 208325 PI version 6
Date: Wednesday, August 24, 2016 11:47:13 AM

Hi Meghna,
 
I confirm that Amgen is not in agreement with 

 
Thanks,
 
Jen
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Wednesday, August 24, 2016 7:43 AM
To: Steinbock, Jennifer
Subject: NDA 208325 PI version 6
Importance: High
 
Hello,
I am sending you the PI for your review.  is deleted from the
USPI and this will be the final version from FDA. Please provide a statement of agreement
or non-agreement to final labeling in one hour, 11:40 am EST today.  We will be moving
forward with the action.
 
Please acknowledge the receipt of this email.  
 
Thanks,
Meghna

Reference ID: 3976712
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: NDA 208325 PI version 4
Date: Friday, August 19, 2016 9:47:47 AM
Attachments: NDA 208325 FDA rspn to Amgen V4 8 19 16.doc

Hello,
I am sending you the PI for your review. Please address residual comments.  We consider this
to be a near final version of the full PI. Please tell edit the highlights and TOC to make
consistent with the full PI.  Please do not submit anything to the NDA until we have agreed
upon a label.
 
Please acknowledge the receipt of this email.  Please respond by EOB today, August 19,
2016.
 
Thanks,
Meghna

Reference ID: 3976043
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: NDA 208325 PMR
Date: Friday, August 12, 2016 11:08:59 AM
Attachments: Parsabiv PMR-PMC list for applicant 8-12-2016 FDA Response.doc

Hello,
 
I am attaching an updated PMR-PMC list. We do  concur with the proposed dates but have made
some minor changes.  Please review the document and let us know if you agree by today, August 12,
2016.
 
Thanks,
Meghna

Reference ID: 3973763
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: Third round PI FDA rspn to Amgen NDA 208325
Date: Friday, August 12, 2016 10:44:50 AM
Attachments: Draft Parsabiv USPI- FDA rsp version 3 to Amgen 8-12-2016.doc
Importance: High

Hello,
Here is the PI with our comments. Please respond by Monday, August 15, 2016.
 
Thanks,
Meghna

Reference ID: 3973766
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325 Etecalcetide
Date: Tuesday, August 09, 2016 1:16:41 PM
Importance: High

IR
NDA 208325
 
Hello,
 
We have the following comment below in regards with your carton and container labels.
Please respond by  tomorrow, August 10, 2016.
 
 
Provide total subjects exposure (total number of subjects and subjects-years) to any
comparator drug(s) (placebo AND cinacalcet) received in Phase 2/3 studies (Studies
20120229, 20120230, 20120330, 20120331, 20120334, 20120359, 20120231 and
20130213); Safety Analysis set. Provide the data in tabular format similar to the Table 1-2 in
Integrated summary of Safety (5.3.5.3) , page 180.  
 
 
Please acknowledge the receipt of this email. You can send a response via email but submit
an official response to the NDA.
 
Thanks,
Meghna
 

Reference ID: 3969922
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: NDA 208325 PMR
Date: Tuesday, August 09, 2016 1:01:26 PM
Attachments: Parsabiv PMR-PMC list for applicant 8-9-2016 DMEP.doc
Importance: High

 
 
Hello,
Please review the PMR document attached and submit your comments by EOB, Thursday, August
11, 2016.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Thursday, August 04, 2016 10:06:45 AM
Importance: High

Hello,
 
 
We refer to your email dated August 3, 2016,  requesting clarification regarding what
analysis triggered the inclusion of the new warning for Upper GI bleed in the package insert
 and the request for the PMR on GI bleeding. Please see our analysis below.
 

1.     Two fatal cases were reported in Phase 3 placebo-controlled studies (20120229 &
20120230):

-        case 22965007001; occurred two weeks after starting treatment and was
formally listed as death of unknown cause

-        case 23066026008;  occurred about weeks after drug discontinuation on
week 17 of the study

2.     One fatal case was reported in Phase 2b open label extension study 20120331
-        case 0517-1547;  occurred 10 days after drug discontinuation on Study Day

33
 
Thanks,
Meghna
 
From: Steinbock, Jennifer [mailto:jsteinbo@amgen.com] 
Sent: Wednesday, August 03, 2016 10:24 AM
To: Jairath, Meghna
Subject: RE: NDA 208325 round two PI
 
Dear Meghna,
 
We would like to request clarification regarding what analysis triggered the inclusion of the new
warning for Upper GI bleed in the USPI and the request for the PMR on GI bleeding.  If a reply can
be provided today or early tomorrow, this will help us develop the responses to both documents.  If
there is a specific case that FDA is concerned about, please let us know that as well.
 
Many thanks,
 
Jen
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: NDA 208325 round two PI
Date: Tuesday, August 02, 2016 5:05:46 PM
Attachments: NDA 208325 PI version 2 to sponsor.doc
Importance: High

Hello,
Sending you round two of the PI. Please by  Friday, August 5, 2016.
 
Please respond in the comment bubble if you agree or disagree with your comments.
 
Do not submit anything to the NDA until we have agree upon a final label.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: NDA 208325 PMR
Date: Friday, July 29, 2016 3:28:40 PM
Attachments: Parsabiv PMR-PMC list for applicant 7-29-16.doc

Hello,
Please review the PMR document attached and submit your comments by EOB, Thursday, August
4, 2016.
 
Thanks,
Meghna

Reference ID: 3966052



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

MEGHNA M JAIRATH
07/29/2016

Reference ID: 3966052



Study Patient
 ID

Study Visit at which iPTH level< 100
pg/ml was identified

Subsequent visit Study visit at which
iPTH level  increased

to > 100 pg/ml

iPTH
level,
pg/ml

Visit,
n
(days)

Drug
group

Dose,
mg

Calcium
level,
mg/dl

iPTH
level,
pg/ml

Visit,
n
(days)

Drug
Dose,
mg

iPTH
level,
pg/ml

Visit,
n
(days)

Drug
Dose,
mg

             

             

From: Jairath  Meghna
To: Steinbock  Jennifer (jsteinbo@amgen com)
Subject: IR NDA 208325
Date: Friday, July 15, 2016 6:52:29 PM

IR
NDA 208325
Hello,
 
We have the following comments which need a written response. Please respond by  EOB, July 20, 2016.

1.     Provide the number and percent of patients from the study 20120360 who continued in the extension
study(s). Provide the ID number of these studies.

 
2.     For patients enrolled in placebo controlled studies 20120229 and 20120230  only (509 patients in study

20120229 and 514 patients in study 20120230) and completed 6 month of treatment in pivotal studies
and/or continued in the extension studies: provide the total number and percent of patients who had
duration of treatment with etelcalcetide ≥ 6 months, and ≥12 months. Provide the same information for the
patients enrolled in the study 20120360.
 

3.     Provide the analysis of the number and percentage of patients with at least one iPTH value < 100 pg/ml
during 6-month treatment in each treatment group in studies 20120229, 20120230 and studies 20120229
and 20120260. Provide how many patients with decreased iPTH values < 100 pg/ml required dose
suspension. Provide such analysis of pooled data from studies 20120229 and 20120230 and separate
analysis of data from study 20120360.
 
Provide the individual results (patient-level) for the patients who had at least one iPTH level< 100 pg/ml in
the following table format:

 
Please acknowledge the receipt of this email. You can provide me a response via email but submit an official
response to the NDA.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: FW: IR NDA 208325 Etelcalcetide
Date: Tuesday, July 19, 2016 1:41:49 PM

Hello,
Please see our responses in red below.
 
Thanks,
Meghna
 
 
From: Steinbock, Jennifer [mailto:jsteinbo@amgen.com] 
Sent: Friday, July 15, 2016 4:06 PM
To: Jairath, Meghna
Subject: RE: IR NDA 208325 Etelcalcetide
 
Dear Meghna,
 
With regards to Question 2, we plan to replicate the key elements of the IXRS algorithm to answer
this question as that would be faster than updating and running the IXRS algorithm (which has been
archived by the vendor).  As time is needed for programming, validation, analysis, and drafting the
response, we respectfully request an extension of the response deadline to Wednesday July 20th.  
FDA response-This as acceptable.
 
Regarding “Additional Question 1”, Amgen respectfully asks that FDA reconsider the request to
repeat the noninferiority and superiority analyses excluding patients who had an increase in calcium
supplements or vitamin D dose. As part of their mechanism of action, calcimimetics lower serum
calcium and as such may necessitate subjects to undergo increases in calcium supplements or
vitamin D sterol doses. Changes in these concomitant medications are expected and may have
additional effects in reducing PTH. As noted in the response to question 3 from the mid-cycle
information request, there was a similar proportion of subjects in the etelcalcetide and cinacalcet
arms with a dose increase in calcium supplements (40.0% [n = 136] AMG 416, 39.7% [n = 136]
cinacalcet). As noted in the response to question 2 from the mid-cycle information request, 36.8%
of subjects in the etelcalcetide arm (n = 125) and 30.6% of subjects in the cinacalcet arm (n = 105)
had an increase in vitamin D sterols during the study.  In total, 231 subjects in the AMG 416 group
(62.6%) and 183 subjects (53.4%) in the cinacalcet group had an increase in either vitamin D or
calcium supplements during the study. Given this large percentage of subjects who had increases in
calcium supplements or vitamin D, repeating the noninferiority and superiority analyses excluding
subjects with either an increase in calcium supplements or vitamin D sterol dose would be
statistically flawed for the following reasons:
 
Firstly, this would introduce bias into the analysis from two aspects:

a) Calcium supplement or vitamin D sterol dose increase on-study is a post randomization
variable. Limiting the analysis to the subset of subjects who did not have an increase in
calcium supplements or vitamin D sterol dose will violate the original randomization that
was stratified based on key baseline variables of baseline PTH levels and region. 
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Furthermore, it is not advisable to adjust the main analyses for variables measured after
randomization because they may be affected by the treatments, per the ICH E9 guidance.
b) Serum calcium reductions in subjects with sHPT treated with a calcimimetic is an indirect
indicator of efficacy as calcimimetics lower PTH which is followed by a reduction in serum
calcium. As bone turnover is reduced by calcimimetics, less calcium is released from the
bone and more calcium is taken up by the bone.  Consequently limiting the analysis to
subjects who did not have an increase in calcium supplement or vitamin D sterol dose (in
response to reductions in serum calcium) biases the data to subjects who may be less likely
to have an effective PTH reduction.

 
Secondly, the proposed analysis will have insufficient power for the statistical test of non-inferiority
or superiority and render the results inconclusive, because by excluding subjects with no increase in
calcium supplements and vitamin D sterol dose, the majority of the subjects (62.6% AMG 416 and
53.4% cinacalcet) would be removed from the analysis.   The resulting sample size would be 127
subjects in the AMG 416 group and 160 subjects in the cinacalcet group.
 
Despite these concerns, Amgen has performed a descriptive analysis for the subgroup of subjects
with no vitamin D sterol increase during the study.  Statistical testing of non-inferiority and
superiority has not been performed for the reasons outlined above.   In this subgroup of subjects,
there were numerically more subjects in the etelcalcetide arm (62.3% ± 3.3%) than in the cinacalcet
arm (52.9% ± 3.2%) that achieved the primary endpoint of >30% reduction in PTH from baseline
during the efficacy assessment period.
 
 
FDA response-Descriptive statistics as acceptable.
But you should include the percentages for >30% and >50% responders in pts with no increases in
vitamin D supplements alone, no increases in Ca supplements alone and the combined group with
neither an increase in vitamin D nor calcium supplements for study 20120360.
 
We look forward to your response.
 
Kind regards,
 
Jen
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Wednesday, July 13, 2016 12:56 PM
To: Steinbock, Jennifer
Subject: RE: IR NDA 208325 Etelcalcetide
 
thx
 
From: Steinbock, Jennifer [mailto:jsteinbo@amgen.com] 
Sent: Wednesday, July 13, 2016 3:54 PM
To: Jairath, Meghna
Subject: RE: IR NDA 208325 Etelcalcetide
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Hi Meghna,
 
I confirm receipt. I will discuss with the team and get back to you.
 
Kind regards,
 
Jen
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Wednesday, July 13, 2016 11:37 AM
To: Steinbock, Jennifer
Subject: IR NDA 208325 Etelcalcetide
Importance: High
 
 
IR
NDA 208325
 
Hello,
We refer to your submission dated July 12, 2016, containing a response to our email
correspondence dated June 30, 2016.
 
We have the following comments which need a written response. Please respond by  EOB,
July 18, 2016.
 

1.      We note that in  In Table 160630-5.4., there were substantially more subjects with the
Dosing decision: "Maintain" listed as "Other"  in the cinacalcet group compared to the
etelcalcetide group during the potential dose titration visits at weeks 13 and 17 i.e. 33
(19.2%) vs. 11 (7.2%) and 25 (15.2%) vs. 7 (4.9%), respectively. Can you clarify
specifically what the reasons were that lead to the designation of "Other" as the reason
for maintaining the dose at these two visits? Were the reasons different for the
different treatment groups?

 
a.       We also note that the reason "Other" was also more common in the

cinacalcet group as a reason to Maintain Dosing at the earlier visits at
Weeks 5 and 9 and as a reason to Suspend Dosing at all of the visits
(weeks 5, 9, 13 and 17). Were the reasons labeled as "Other" for
maintaining the dose at the earlier visits the same as the reasons observed
during the Week 13 and 17 visits? Were the reasons different for the
different treatment groups?

 
b.      Also were the reasons labeled as "Other" similar for subjects for whom the

dose was suspended and those for whom the dose was maintained between
the treatment groups?

 
2.      We are concerned that a higher percentage of subjects in the cinacalcet group

continued to have a dosing decision of "Increase" at the Week 17 visit 49 (19.1%) vs.
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19 (9.9%). Can you run the IXRS dosing algorithm on week 20 data to determine
what the dosing decisions would have been for the two treatment groups if there was
an option for another dose increase at week 21?

 
Additional Question:

1.      Given that lower serum calcium levels were observed in the etelcalcetide group in
study 20120360 compared to the cinacalcet group we are concerned that use of
calcium and vitamin D supplements may have been greater in the etelcalcetide group
and have contributed to the greater efficacy seen in the etelcalcetide group. We ask
that you repeat the noninferiority and superiority analyses excluding patients who had
either an increase in calcium supplements or an increase in vitamin D dose during the
trial to determine the difference in efficacy due only to treatment with the calcium
sensing receptor agonists.

 
 
Please acknowledge the receipt of this email. You can provide me a response via email but
submit an official response to the NDA.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325 Etelcalcetide
Date: Monday, July 25, 2016 2:12:12 PM

IR
NDA 208325
 
Hello,
We refer to your submissions dated July 13, 2016, containing a response to our email
correspondence dated June 30, 2016.
 
We have the following comments which need a written response. Please respond by  EOB,
July 27, 2016.
 

1.     With regards to your response to the July 13, 2016 information request Question 2.
Your data from Table 1 shows that there are still a larger number of patients that
might have benefited from a dose increase in the cinacalcet group compared to the
etelcalcetide group using your prediction for dose increase at week 21 i.e. 29 vs. 7.
 While it is not known if the dose increase would have made more of the cinacalcet
treated patients responders, we note that the difference in 30% responders in study
20120360 was only 232-198=34 patients so it is possible that the number of subjects
still with a potential for dose increase in the cinacalcet  group might have affected the
statistical significance of the data.  We disagree that data from other trials with longer
titration periods can be used to prove that there would be no more responders in this
study with further titration given differences between trials in study populations, study
design, etc.  We ask that you clarify again from the study 20120360 data why you are
so certain that there would be no increase in responders in the cinacalcet group if the
titration had continued beyond week 17. Is it possible that tolerability was more of a
problem in the cinacalcet group which delayed dose titration in this group and
eventually with enough time the dose could have been increased high enough to
increase the final number of responders so that there would have been no difference in
efficacy between treatment groups?

 
2.     With regards to your response to the July 13, 2016 information request Question 1.

You mention “A manual review of the clinical database confirmed that all subjects
identified in the “other” group category for dosing decision of “suspend” in Table
160630-5.4.1 had two consecutive PTH < 100 pg/mL prior to those titration visits.”
We wonder why weren’t “Two consecutive PTH < 100 pg/mL” or “more than one
reason” chosen as the reason for these dosing decisions as these seem like more
appropriate options than the category “other” which was chosen?  We are seeking
more clarity about why the category “other” might be chosen instead of what appear
to be reasonable alternatives. Did clinical investigator input go into designating the
final decision category of “other”?

 
 
Please acknowledge the receipt of this email. You can a response via email but submit an
official response to the NDA.
 
Thanks,
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Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer
Subject: IR NDA 208325 Etelcalcetide
Date: Wednesday, July 13, 2016 2:36:50 PM
Importance: High

 
IR
NDA 208325
 
Hello,
We refer to your submission dated July 12, 2016, containing a response to our email
correspondence dated June 30, 2016.
 
We have the following comments which need a written response. Please respond by  EOB,
July 18, 2016.
 

1.     We note that in  In Table 160630-5.4., there were substantially more subjects with the
Dosing decision: "Maintain" listed as "Other"  in the cinacalcet group compared to the
etelcalcetide group during the potential dose titration visits at weeks 13 and 17 i.e. 33
(19.2%) vs. 11 (7.2%) and 25 (15.2%) vs. 7 (4.9%), respectively. Can you clarify
specifically what the reasons were that lead to the designation of "Other" as the reason
for maintaining the dose at these two visits? Were the reasons different for the
different treatment groups?

 
a.      We also note that the reason "Other" was also more common in the

cinacalcet group as a reason to Maintain Dosing at the earlier visits at
Weeks 5 and 9 and as a reason to Suspend Dosing at all of the visits
(weeks 5, 9, 13 and 17). Were the reasons labeled as "Other" for
maintaining the dose at the earlier visits the same as the reasons observed
during the Week 13 and 17 visits? Were the reasons different for the
different treatment groups?

 
b.     Also were the reasons labeled as "Other" similar for subjects for whom the

dose was suspended and those for whom the dose was maintained between
the treatment groups?

 
2.     We are concerned that a higher percentage of subjects in the cinacalcet group

continued to have a dosing decision of "Increase" at the Week 17 visit 49 (19.1%) vs.
19 (9.9%). Can you run the IXRS dosing algorithm on week 20 data to determine
what the dosing decisions would have been for the two treatment groups if there was
an option for another dose increase at week 21?

 
Additional Question:

1.       Given that lower serum calcium levels were observed in the etelcalcetide group in
study 20120360 compared to the cinacalcet group we are concerned that use of
calcium and vitamin D supplements may have been greater in the etelcalcetide group
and have contributed to the greater efficacy seen in the etelcalcetide group. We ask
that you repeat the noninferiority and superiority analyses excluding patients who had
either an increase in calcium supplements or an increase in vitamin D dose during the
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trial to determine the difference in efficacy due only to treatment with the calcium
sensing receptor agonists.

 
 
Please acknowledge the receipt of this email. You can provide me a response via email but
submit an official response to the NDA.
 
Thanks,
Meghna
 
 
 

Reference ID: 3958575



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

MEGHNA M JAIRATH
07/13/2016

Reference ID: 3958575





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

MEGHNA M JAIRATH
07/26/2016

Reference ID: 3964150



From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325 Etelcalcetide
Date: Thursday, June 30, 2016 11:47:06 AM
Importance: High

IR

NDA 208325

Hello,

Please provide a written response to our comments below by EOB, July 1, 2016.

1.      We note that in study 20110360 more patients were titrated to higher doses in the
etelcalcetide treatment group compared to cinacalcet when looking during the efficacy
assessment period.

Provide the information as to why subjects in the different treatment groups did
not have their dose increased during the initial 16 week dose titration phase (due
to AEs (include type of AEs), efficacy (already reached iPTH < 300),physician
discretion, etc.)?

2.      We also request to provide additional analysis of dose ranges in each treatment group
(cinacalcet and etelcalcetide) in the study 20120360. Include the following information:

a.      Provide analysis of the daily doses in each treatment group in the study. Include the
following information:

-       average daily dose in each group (cinacalcet vs. etelcalcetide)

-       average time from the beginning of the treatment required to achieve a stable dose in
each group

-       PTH level at the end of the study in each treatment group

b.      Provide analysis of the doses in the nonresponders in each treatment group. Include the
following information:

-       average daily dose in each group (cinacalcet and etelcalcetide)

-       subject distribution (n,%) across all dose levels of cinacalcet at the end of the study

-       subject distribution (n,%) across all dose levels of etelcalcetide at the end of the study

-       average time that elapsed from the beginning of the study to achieve the stable dose

c.      Provide analysis of the doses in the responders in each treatment group. Include the
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following information:

-       average daily dose in each group (cinacalcet and etelcalcetide)

-       subject distribution (n,%) across all dose levels of cinacalcet at the end of the study

-       subject distribution (n,%) across all dose levels of etelcalcetide at the end of the study

-       average time that elapsed from the beginning of the study to achieve the stable dose

-       PTH level at the end of the study

3.      Provide reasoning as to whether increased efficacy of cinacalcet would have been
shown had the titration period been longer than 16 weeks.

4.      Provide information why subjects in the each treatment group did not have their dose
increased during the initial 16 week dose titration phase (AEs including type of the AE,
efficacy was achieved, physician discretion, etc.).

5.      Provide information as to why some subjects did not require any dose increase (in
either treatment group) during the initial 16 week dose titration phase.

Please acknowledge receipt of the email. You can provide me a response via email but
submit an official response to the NDA.

Thanks,

Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Bcc: Jairath, Meghna
Subject: FW: IR NDA 208325 Etelcalcetide
Date: Friday, July 01, 2016 10:01:00 AM
Importance: High

 
Hello,
Please see our responses in red and changes in blue below.
Thanks,
Meghna
 
 
From: Steinbock, Jennifer [mailto:jsteinbo@amgen.com] 
Sent: Thursday, June 30, 2016 6:40 PM
To: Jairath, Meghna
Subject: FW: IR NDA 208325 Etelcalcetide
 
Dear Meghna,
 
I confirm receipt of this information request.
I discussed this request with the team and we have a couple points we would appreciate clarification
on:
 

·         Duplication of question
o    It appears that the same information is being requested in multiple areas of the

information request (please see blue text below). Can FDA please clarify the
distinction between these questions?

·         Titration period
o    We noted that FDA refers to a 16 week dose titration phase in Study 20120360.  We

would like to clarify that the titration phase was 17 weeks (titration visits were at
weeks 5, 9, 13, and 17). Please clarify if our response to the questions highlighted
below in yellow should be based on 17 weeks instead of 16 weeks. Yes, the
information should be based on the end of titration period (17 weeks).

·         Stable dose
o    The protocol does not specify or define a concept of a stable dose. As this is a

titratable drug, dose adjustments are always possible due to concomitant
medications and changes to background medical therapy (eg., dialysate calcium).
Can FDA clarify what is meant by stable dose, and what the expectation is for
defining stable dose in our response to this information request? The stable dose
means end of titration period, i.e dose at the end of 17 weeks.

·         Timing of Response
o    We respectfully request additional time to respond to this information request, as a

response by EOB July 1 is not considered to be feasible by the team. Though the
company is closed next week, the team will be working on the response. We think
that we may be able to provide a response by mid-next week for the portion of the
request which asks for reasoning as to whether increased efficacy of cinacalcet
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would have been shown had the titration period been longer. For the remaining
portions of this request, we think we will more time but our estimate depends on
FDA’s response to our questions above. Please submit all the information by
Wednesday- Thursday of the next week.

 
Many thanks for your consideration of these questions.
 
Kind regards,
Jen
 

From: Jairath, Meghna [mailto:Meghna.Jairath@fda.hhs.gov] 
Sent: Thursday, June 30, 2016 8:47 AM
To: Steinbock, Jennifer
Subject: IR NDA 208325 Etelcalcetide
Importance: High
 
IR
NDA 208325
 
Hello,
Please provide a written response to our comments below by EOB, July 1, 2016.
 
 

      We note that in study 20110360 more patients were titrated to higher doses in the
etelcalcetide treatment group compared to cinacalcet when looking during the efficacy
assessment period.
 
Provide the information as to why subjects in the different treatment groups did not have
their dose increased during the initial 16 week dose titration phase (due to AEs (include type
of AEs), efficacy (already reached iPTH < 300),physician discretion, etc.)?
 
 We also request to provide additional analysis of dose ranges in each treatment group
(cinacalcet and etelcalcetide) in the study 20120360. Include the following information:
 

       Provide analysis of the daily doses in each treatment group in the study. Include the
following information:

         average daily dose in each group (cinacalcet vs. etelcalcetide)
         average time from the beginning of the treatment required to achieve a stable dose in each

group
         PTH level at the end of the study in each treatment group

 Provide analysis of the doses in the nonresponders in each treatment group. Include the
following information:

         average daily dose in each group (cinacalcet and etelcalcetide)
         subject distribution (n,%) across all dose levels of cinacalcet at the end of the study
         subject distribution (n,%) across all dose levels of etelcalcetide at the end of the study
         average time that elapsed from the beginning of the study to achieve the stable dose

 Provide analysis of the doses in the responders in each treatment group. Include the
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following information:
         average daily dose in each group (cinacalcet and etelcalcetide)
         subject distribution (n,%) across all dose levels of cinacalcet at the end of the study
         subject distribution (n,%) across all dose levels of etelcalcetide at the end of the study
         average time that elapsed from the beginning of the study to achieve the stable dose
         PTH level at the end of the study

 Provide reasoning as to whether increased efficacy of cinacalcet would have been shown had
the titration period been longer than 16 weeks.

Please acknowledge receipt of the email. You can provide me a response via email but
submit an official response to the NDA.
 
Thanks,
Meghna
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PeRC Meeting Minutes 
June 15, 2016 

 
PeRC Members Attending: 
Hari Cheryl Sachs (acting chair) 
Meshaun Payne  
Robert “Skip” Nelson 
Shrikant Pagay 
Wiley Chambers 
Jackie Yancy 
Adrienne Hornatko-Munoz 
Maura O’Leary 
Gil Burckart 
Gerri Baer 
Daiva Shetty 
Kevin Krudys 
John Alexander 
Pat Dinndorf 
Peter Starke (  Etelcalcetide,   
Lisa Faulcon 
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11:10 
NDA 

208325 

Etelcalcetide Injection (Partial 
Waiver/Deferral/Plan) with Agreed 
iPSP 

DMEP 
Meghna 
Jairath 

For Secondary hyperparathyroidism 
(HPT) in adult patients with chronic 
kidney disease (CKD) on 
hemodialysis 
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Etelcalcetide Injection (Partial Waiver/Deferral/Plan) with Agreed iPSP 
• Indication:  For Secondary hyperparathyroidism (HPT) in adult patients with chronic 

kidney disease (CKD) on hemodialysis 
• PREA Trigger:  new active ingredient, indications, dosage form, dosing regimen, route of 

administration. 
• There is no change from the agreed iPSP which outlines a plan for a partial waiver in 

children ages birth to  weeks because studies would be impossible or highly 
impracticable and a deferral in patients ages 1 month to 17 years until adult studies are 
completed.   
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• The division stated they are interested in assessing the risk of hypocalcemia and over-
suppression of iPTH in this study population. 
 

• PeRC Recommendations: 
o The PeRC agreed with the division to grant partial waiver in neonates and to the 

deferral in pediatrics 1 month of age to 17 years.   
o The PeRC recommends the division contact sponsor regarding the gap between 

initiating 2nd study and PK study and adjust timeline for study 3 accordingly.   
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Thursday, June 16, 2016 6:21:30 PM
Importance: High

IR
NDA 208325
 
Hello,
Please provide a written response to our comments below by EOB, Monday, June 19, 2016.
 
Provide the analyses of the following adverse events that occurred in pooled data from the 6-
month placebo controlled studies 20120229 & 20120230 only.
 
Provide the same analysis of these adverse events that occurred in the active controlled study
20120360 only.

1.     Provide an analysis of all adverse events associated with gastrointestinal (GI)
bleeding that occurred in the studies by Preferred Term (PT) and by incidence.
Information should include both overall results and individual (patient- level) results.
a)     For overall results:

-the information should include but not limited to the total number of patients
in the study, the total number of AEs associated with GI bleeding by treatment
group, the total number of patients and the proportion of patients who
developed GI bleeding by treatment group.
- Calculate an event rate for all events of interest by treatment group. How
does this correlate with the event rate expected from historical controls?
 

b)     For individual (patient-level) results:
-generate a table that includes the following information for all AEs (serious
and nonserious):
patient ID, age
preferred term (PT) associated with GI bleeding
drug or placebo (active comparator for the analysis of the data in study

20120360)
dose at time of the event
duration of treatment to the onset of the adverse event (days)
severity of the event
concomitant medications at the time of the event, past medical history and/or

other potential confounding variables
 
-generate the same table that includes patient-level data for serious adverse

events (SAEs) only associated with GI bleeding. Include the outcome of the events in
this table
 

2.     Provide an analysis of all adverse events associated with upper GI erosions
(noninfectious gastritis, esophagitis, erosions, ulcers, etc.)  that occurred in the studies
by PT and by incidence. Information should include both overall results and
individual (patient- level) results.
a)     For overall results:
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-the information should include but not limited to the total number of patients
in the study, the total number of AEs associated with GI bleeding by treatment
group, the total number of patients and the proportion of patients who
developed GI bleeding by treatment group.
- Calculate an event rate for all events of interest by treatment group. How
does this correlate with the event rate expected from historical controls?

b)     For individual (patient-level) results:
-generate a table that includes the following information for all AEs (serious
and nonserious):
patient ID, age
preferred term (PT) associated with GI bleeding
drug or placebo (active comparator for the analysis of the data in study

20120360)
dose at time of the event
duration of treatment to the onset of the adverse event (days)
severity of the event
whether the event was associated with GI bleeding
concomitant medications at the time of the event, past medical history and/or

other potential confounding variables
 
-generate the same table that includes patient-level data for serious adverse
events (SAEs) only associated with GI bleeding. Include the outcome of the
events in this table

 
 
Please acknowledge receipt of the email. You can provide me a response via email but
submit an official response to NDA.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Wednesday, May 25, 2016 1:53:41 PM

Information Request

 

NDA 208325

Drug Name: etelcalcetide injection

Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis

Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc

Hello,

Please submit a response to our comments below.

A.      Container Label-Commercial

i.      For 2.5 mg/0.5 mL strength, remove the concentration statement “5 mg/mL” stated
immediately under the established name of the product on the primary display panel of the
label with 2.5 mg/0.5 mL, in accordance with USP General Chapter <1>, which states that
for containers holding a volume of less than 1 mL, the strength per fraction of a mL should
be the only expression of strength. 

ii.     For 5 mg/mL strength, revise the “5 mg/1 mL” statement in the circle to “5 mg/mL” in
accordance with USP General Chapter <1>, which states that strength per single mL should
be expressed as mg/mL, not mg/1 mL.2 

iii.    Revise the presentation of the product strength and concentration statements on the
label for the 10 mg/2 mL product so that the total drug content (i.e., strength) is noted first
with the concentration immediately following on the same line:  10 mg/2 mL (5 mg/mL). 
Currently, the strength and concentration statements are on different parts of the label which
increases the risk of dosing errors if one assumes the concentration is the total drug content.  

iv.     There is inadequate contrast between the established name and the colored
background.  Change the font color of the established name to a darker color (e.g., black) to
improve readability of the established name against the colored background on each of the
labels.

v.      Revise the font color of the proprietary name (purple) or revise the color scheme of the
10 mg strength (purple) so that either the strength or the proprietary name appears in its own
unique color and the color does not overlap with any of the other colors utilized to highlight
the product strengths.  The use of the same purple color font for the proprietary name and one
of the product’s strengths minimizes the difference between the strengths, which may lead to
wrong strength selection errors.
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Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer
Subject: IR NDA 208325
Date: Thursday, May 12, 2016 10:48:36 AM

 
Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc
 
Hello,
Please submit a response to our comments below in italics.
 
We are completing our review for Parsabiv (etelcalcetide), NDA 208325, based on the labels
and labeling submitted on August 24, 2015 .  We also noticed that you submitted 

 

 
Please acknowledge the receipt of this email and respond by EOB,  May 16, 2016.
 
Thanks,
Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: First round PI NDA 208325
Date: Wednesday, May 04, 2016 1:43:14 PM
Attachments: NDA 203825 PI first round to spnsr npi.doc

 
Hello,
I am sending the attached PI with track changes/comment bubbles. Please place comments
within the bubble with the changes you do not agree when sending the label back.  The
changes you agree with, please accept them and  state in the bubble “ To FDA: changes
accepted.” Please follow the regulatory format and changes to your package insert.
 
Please do not submit anything to the NDA until we have agreed on a final label.
 
Please respond by May 11, 2016.
 
Please acknowledge the receipt of this email.
 
 
 
Thanks,
Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Wednesday, May 04, 2016 11:50:38 AM

Information Request

 

NDA 208325

Drug Name: etelcalcetide injection

Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis

Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc

Hello,

Please submit a response to our comments below immediately.

1.      With regards to the case of liver injury in subject 22921002001  in study 20130213 the
case narrative in the study report states that he was given a rechallenge with a lower dose
which was discontinued because of worsening liver tests, but the narrative in the ISS for this
subject mentions the drug was discontinued without a rechallenge test. Can you confirm that
this patient had a positive rechallenge test with respect to liver testing?

2.      Also subject 36066073001 from study 20120360 also had a positive rechallenge test so
the drug was discontinued. Correct?

3.      Neither of these cases was mentioned in your analysis of Liver Tests. Where there any
other subjects in your safety database that had positive rechallenge liver tests after
etelcalcetide was initially discontinued for elevations in either transaminases or total
bilirubin?

4.      Is there a reason why we should not consider positive rechallenge tests as evidence of
potential liver toxicity?

5.      Given the large distribution of etelcalcetide to the liver in the nonclinical studies is
there any reason for concern with the use of this drug in subjects with active liver disease?

Please acknowledge the receipt of this email.

Please respond by EOB,  May 6, 2016.

 

Thanks,

Meghna
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Monday, April 25, 2016 12:35:22 PM

 
 
 
Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
 
Hello,
Please submit a response to our comments below immediately.
 
With regards to subject 23066026008, what was the reason for the “sponsor’s decision” for
early termination at week 17 in the ADSL dataset? The narrative mentions that the subject
had coffee ground vomit at an unknown date and nausea and abdominal distension that
lasted one week. Was that while the patient was still receiving etelcalcetide? Specifically did
this subject have evidence of GI hemorrhage while on etelcalcetide?
 
Please acknowledge the receipt of this email.
Please respond by EOB,  April 26, 2016.
 
Thanks,
Meghna
 
Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII)/ Office of New Drugs (OND)/ Center of Drug Evaluation
and Research (CDER)
Meghna.jairath@fda.hhs.gov
301-796-4267
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Executive CAC
Date of Meeting: March 1, 2016

Committee: Abby Jacobs, Ph.D., OND IO, Acting Chair
Paul Brown, Ph.D., OND IO, Member
Tim McGovern, Ph.D., ONDIO, Member
Bayo Laniyonu, Ph.D., DMIP, Alternate Member
Lee Elmore, Ph.D., DMEP, Acting Supervisory Pharmacologist
Miyun Tsai-Turton, Ph.D., M.S., DMEP, Presenting Reviewer

The following information reflects a brief summary of the Committee discussion and its 
recommendations. 

NDA #:  208325
Drug Name:  Etelcalcetide
Sponsor:  Amgen

Background:  AMG 416 (etelcalcetide) is a synthetic peptide that functions as an allosteric 
activator of the calcium-sensing receptor (CaSR) in the parathyroid gland.  AMG 416 is designed 
to treat secondary hyperparathyroidism in patients with chronic kidney disease on hemodialysis.  
AMG 416 is intended for chronic administration in patients by the intravenous route three times 
per week as a bolus dose at the end of hemodialysis.  

The carcinogenicity of AMG416 was evaluated in 2-year rat and 6-month transgenic rasH2 
mouse studies with subcutaneous injection. A saline control was included in both carcinogenicity 
studies to account for effects of the vehicle.  The vehicle consisted of 0.27% sodium succinate 
dibasic hexahydrate (2.7 g/L), 2% D-mannitol (20 g/L), 1% glycine (10 g/L), 1% trehalose (10 
g/L), and 0.9% benzyl alcohol (9 g/L) in sterile water for injection.  AMG416 is intended for IV 
administration in humans, but was administered subcutaneously in the carcinogenicity studies; the 
vehicle utilized in the carcinogenicity studies differs substantially from the product intended for 
marketing.

Rat Carcinogenicity Study:  Sprague-Dawley rats (65/sex/group) were dosed by once daily 
subcutaneous injection with test article (AMG416 - 0.2, 0.4, 0.8, and 1.6 mg/kg/day) or control 
(saline or vehicle).  Dose selections were based on mortality and reduction in body weight gain 
observed in a 3 month dose range-finding study.  The Executive CAC concurred with doses of 
0.2, 0.4, and 0.8 mg/kg/day, but did not concur with the highest dose of 1.6 mg/kg/day.  Findings:  
There were no AMG 416-related tumors identified in males and females.  Females in the 0.8 and 1.6 
mg/kg/day dose groups were terminated during Week 89 when the number of survivors reached 
15 animals.  All male and remaining female groups were terminated during Week 92 when the 
number in the vehicle control group reached 20 animals. 

Tg.rasH2 Mouse Carcinogenicity Study:  Transgenic rasH2 mice (25/sex/group) were dosed by 
once daily subcutaneous injection for 26 weeks with test article (AMG416 - 0.375, 0.75 and 1.5 
mg/kg/day, males; 0.30, 1.0 and 3 mg/kg/day, females) or control (saline, vehicle) or positive 
control (3 doses of urethane by the IP route).  Dose selections were based on to mortality and 
adverse clinical signs in a 1 month dose range-finding study in wild-type mice.  The Executive 
CAC concurred with doses on May 8, 2013.  Findings:  There were no AMG 416-related tumors 
identified in males and females. The positive control (urethane) group showed the expected 
profile and incidence of tumors for this strain of mice administered three times by the IP route.
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Executive CAC Recommendations and Conclusions:  

Rat:  

 The Committee agreed that the study was acceptable despite the earlier termination of the 
study in males and females due to decreased survival in the vehicle control.

 The Committee concurred that there were no drug-related neoplasms in the study.  

Tg.rasH2 mouse:  

 The Committee agreed that the study was acceptable, noting prior approval of the 
protocol.

 The Committee concurred that there were no drug-related neoplasms in the study.  

                                               
Abigail Jacobs, Ph.D.
Acting Chair, Executive CAC

cc:\
/Division File, DMEP
/Lee Elmore, Ph.D., Acting Pharm/Tox Supervisor, DMEP
/Miyun Tsai-Turton, Ph.D., M.P.H., Reviewer, DMEP
/Meghna Jairath, Project Manager, DMEP
/Adele Seifried, OND IO
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208325
MID-CYCLE COMMUNICATION

KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, Inc.
Attention: Jennifer Steinbock
Manager, Regulatory Affairs
One Amgen Center Drive; Mail Stop: 17-2-A
Thousand Oaks, CA 91320-1799

Dear Ms. Steinbock:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for etelcalcetide injection.

We also refer to the teleconference between representatives of your firm and the FDA on 
February 8, 2016. The purpose of the teleconference was to provide you an update on the status 
of the review of your application.

A record of the teleconference is enclosed for your information.  

If you have any questions, call me, at (301) 796-4267.

Sincerely,

{See appended electronic signature page}

Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure: Mid-Cycle Communication
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MID-CYCLE COMMUNICATION

Meeting Date and Time: February 8, 2016, from 12:00 pm to 1:00 pm 

Application Number: NDA 208325

Product Name: Etelcalcetide injection 

Indication: Treatment of secondary hyperparathyroidism (HPT) in patients 
with chronic kidney disease (CKD) on hemodialysis 

Applicant Name: KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, 
Inc.

Meeting Chair: Marina Zemskova, M.D, Clinical Team Leader

Meeting Recorder: Meghna Jairath, Pharm.D, Regulatory Project Manager

FDA ATTENDEES

Division of Metabolism and Endocrinology Products

Marina Zemskova, M.D. Clinical Team Leader
William (Bill) Lubas, M.D. Clinical Reviewer
Julie Van der Waag, M.P.H. Chief, Project Management Staff
Meghna M. Jairath, Pharm.D. Regulatory Project Manager

APPLICANT ATTENDEES

Monica Batra, M.S. Director, Regulatory Affairs
Laura Bloss, Ph.D. Executive Director, Regulatory Affairs
Sunfa Cheng, M.D. Medical Director, Global Development
Mark Fielden, Ph.D. Scientific Director, Comparative Biology and Safety
Cesar Medina Senior Manager, Regulatory Affairs CMC
Michael Serenko, M.D. Medical Director, Global Safety
Jennifer Steinbock, M.A. RAC, Manager, Regulatory Affairs
Yan Sun, M.Sc. Senior Manager, Global Biostatistical Science
Raju Subramanian, Ph.D. Scientific Director, Pharmacokinetics and Drug 

Metabolism
John Sullivan, M.D. Executive Medical Director, Global Safety
Amy Xia, Ph.D. Executive Director, Global Biostatistical Science
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NDA 208325
Mid-Cycle Communication

Page 2

Cindy McDonald-Everett, B.A. Global Product General Manager

EASTERN RESEARCH GROUP ATTENDEE

Independent Assessor

1.0 INTRODUCTION

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.

2.0 SIGNIFICANT ISSUES 

We have no significant issues that have been identified to date. 

3.0  INFORMATION REQUESTS

Sponsor stated that they will provide the responses to all information requests by the end of 
February. FDA had no further comment. 

Clinical

1.   With the greater efficacy, as evidenced by the larger number of subjects with mean iPTH at 
the EAP of < 130pg/mL (2xULN) and bone-specific Alkaline Phosphatase  (BSAP) levels < 
15mcg/L, comparing Etelcalcetide to Sensipar in CSR 20120360, please justify that a greater 
risk of adynamic bone disease that adversely impacts the benefit-risk  assessment is not 
expected in Etelcalcetide group. We refer you the publication of Behets et al. 2015 where 
two subjects with similar laboratory profiles of low serum iPTH and BSAP levels were 
diagnosed with adynamic bone disease. 

2.   Provide how many patients had vitamin D analogs doses increased during the phase 3 
studies. Submit a dataset with the subject IDs (USUBJID) and the study day (ADY) when the 
doses were increased. Perform a subgroup analysis on the primary endpoint for patients with 
and without increases in vitamin D analog doses during the study. 

3.   Provide how many patients had increase in doses of calcium supplements during the phase 3 
studies. Submit a dataset with the subject IDs (USUBJID), the study day (ADY) the calcium 
supplements were increased and the dose of investigational drug at the time of the increase. 
Justify if increase in calcium supplements doses minimized the observed risk of 
hypocalcemia.
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NDA 208325
Mid-Cycle Communication

Page 3

 Explain efficacy differences in subgroups:
a. North American vs. rest of the world
b. Blacks vs. whites
c. Calcium phosphate binders
d. Calcium concentration in dialysate
e. Baseline Vitamin D sterol use

Clinical Pharmacology

4.   Submit complete bioanalytical report(s) for the study 20130139 titled “A Double-Blind, 
Randomized, Placebo-Controlled Study to Assess the Safety and Tolerability of Single 
Ascending Doses of KAI-4169 in Hemodialysis Subjects with Secondary 
Hyperparathyroidism”.

5.   Incurred sample reanalysis for study 20130107 titled “A Double-Blind, Randomized, 
Placebo-Controlled, Rising Single Intravenous Dose Study to Assess the Safety, Tolerability 
and Pharmacokinetics of KAI-4169 in Healthy Male Volunteers”, showed that approximately 
50% of the samples reanalyzed have differences in value of greater than 20% of the original 
value. In your bioanalytical report you have provided investigational summary and attributed 
this to matrix related instability of the plasma samples. Please provide complete report of this 
investigation with data on QC samples in different scenarios that you tested in your 
investigation. 

6.   In your analysis of study samples from Phase 2 and Phase 3 studies, you identified that most 
of the runs have carryover effect from one sample to another. You have identified a carryover 
on each day by injecting a double blank sample after ULOQ sample. However, you should 
also provide information for the following:

a. In your analysis, each day the carryover factor (COF) was calculated by dividing 
the peak area ratio of the blank IS sample by the peak area ratio of the ULOQ 
point for all the runs that had carryover effect. Then the COF was used to 
calculate the carryover effect from one sample to another.  Provide if the COF 
was similar or different for entire concentration range of your standard curve. 

b. In your report the carryover factor seems highly variable from one batch to 
another. Provide further information if the COF was similar or different with in 
the same batch. Also, justify if this COF was similar or different between several 
batches that were analyzed on the same day.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT
No major safety concerns have been identified at this time and there is currently no need for a 
REMS.
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NDA 208325
Mid-Cycle Communication

Page 4

5.0 ADVISORY COMMITTEE MEETING

There are no plans at this time for an AC meeting.

6.0 LATE-CYCLE MEETING /OTHER PROJECTED MILESTONES

At this time, the Late Cycle Meeting will occur on June 1, 2016. The format of this meeting will 
be face-to-face unless the applicant decides to change the format to a teleconference. FDA will 
inform the applicant should this date change.

The projected date that the proposed labeling for this application will be sent to the Applicant is
May 4, 2016.
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Thursday, January 21, 2016 9:34:14 AM
Attachments: Subject 36066013011.pdf

 
Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
 
Hello,
Please submit a response to our comments below immediately.
 
We have an FDA field investigator currently at one of the sites for Protocol 20120360 who is
having a hard time comparing the source e-diary file to the data line listings submitted in the
application.
 
Looking at Listing 16.88.9 with the “Days of Nausea/Vomiting” data, can you explain how
the values were calculated?
 
We believe the Episodes of Vomiting/Week are adjusted for missed entries but we are unable
to reach the reported value.  We are attaching an example e-diary file for Subject 11.  If you
keyword search for “In the past 24 hours” and look at the entries for 11/30-12/6, you get a
total of 35 events over 6 days. If you average that over the seven days, the total is 40.83.  The
table says 46.667, which would be that number averaged over 8 days.  Similarly, there are 39
events for 12/7-12  (a six day time period) but the table states 40.600.
 
For Subject 017, can you explain how you arrived at 2.8 days of nausea/vomiting at week 6? 
There is nausea (severity = 4) and vomiting (3 times) only on 12/19.  No entry was made on
12/18. All other days for 12/11-19 were = 0/0.
 
 
Please acknowledge the receipt of this email.
Please respond immediately.
 
Thanks,
Meghna
 
Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII)/ Office of New Drugs (OND)/ Center of Drug Evaluation
and Research (CDER)
Meghna.jairath@fda.hhs.gov
301-796-4267
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From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Friday, January 08, 2016 3:02:45 PM
Importance: High

Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
 
Hello,
Please submit a response to our comments below.
 
1.     Please provide or direct us to the location of the following:
 

·       The programs used for multiple imputation (including seed number), for the non-
inferiority analysis (using Koch method) for the primary analysis (<30% reduction in
iPTH) for study 21020360.

- We do note that you have sent “Sample Code for Primary Endpoint” in
Appendix B in files such as adrg.pdf (“Analysis Data Reviewer’s Guide”) for
study 20120360. These files also give useful information for analysis data sets
and how flags are used. However some programming is not given but only
described. Also some variables are not included in the dataset referred to in
the code.

·       The dataset which contains every variable needed to do the analysis in #1 above.
·       The programs that generate the randomized treatment assignments, including seed

number.
·       If any subjects were enrolled in more than one study, include a unique subject ID that

permits subjects to be tracked across multiple studies.
·       The SAS programs for pooled data for safety.

 
2.     Submit data files and scripts described below.

·       Script and control stream files used for simulations included in Study Report 119344.
Submit source data for each simulation accordingly.

·       All code files and control stream files used for the external validation and the final
covariate analysis for PKPD. Submit the test dataset for the external validation and
the combined dataset used for the final covariate analysis.

 
Please acknowledge the receipt of this email.
Please respond by January 14, 2016.
 
Thanks,
Meghna
 
Meghna M. Jairath, Pharm.D.
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Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII)/ Office of New Drugs (OND)/ Center of Drug Evaluation
and Research (CDER)
Meghna.jairath@fda.hhs.gov
301-796-4267
 

 
 

Reference ID: 3871010



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

MEGHNA M JAIRATH
01/08/2016

Reference ID: 3871010



From: Jairath, Meghna
To: Steinbock, Jennifer (jsteinbo@amgen.com)
Subject: IR NDA 208325
Date: Monday, December 21, 2015 1:39:12 PM
Importance: High

 
Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
 
Hello,
Please submit a response to our comment below.
 
Please submit all data to the sites, immediately.
 
Please acknowledge the receipt of this email.
Please respond by December 22, 2015.
 
Thanks,
Meghna
 
Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII)/ Office of New Drugs (OND)/ Center of Drug Evaluation
and Research (CDER)
Meghna.jairath@fda.hhs.gov
301-796-4267
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208325
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
One Amgen Center Drive; Mail Stop: 17-1-B
Thousand Oaks, CA 91320-1799

ATTENTION: Cecile Savarin, PhD, MS, RAC
Senior Manager, Regulatory Affairs

Dear Dr. Savarin:

Please refer to your New Drug Application (NDA) dated and received August 24, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Etelcalcetide 
Injection, 2.5 mg, 5 mg, and 10 mg.

We also refer to your correspondence, dated and received August 25, 2015, requesting review of 
your proposed proprietary name, Parsabiv.  

We have completed our review of the proposed proprietary name, Parsabiv and have concluded 
that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your August 25, 2015, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Deveonne Hamilton-Stokes, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-2253.  For any other 
information regarding this application, contact Meghna Jairath, Regulatory Project Manager in 
the Office of New Drugs, at (301) 796-4267.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, 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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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208325
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, Inc.
Attention: Cecile Savarin, Ph.D., M.S., RAC
Senior Manager, Regulatory Affairs
One Amgen Center Drive; Mail Stop: 17-1-B
Thousand Oaks, CA 91320-1799

Dear Dr. Savarin:

Please refer to your New Drug Application (NDA) dated and received on August 24, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
etelcalcetide injection.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR: 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is 
August 24, 2016.  This application is also subject to the provisions of “the Program” under the 
Prescription Drug User Fee Act (PDUFA) V (refer to 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by May 4, 2016. 

In addition, the planned date for our internal mid-cycle review meeting is February 8, 2016.  
We are not currently planning to hold an advisory committee meeting to discuss this application. 
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At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances. 

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI).  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to:

OPDP Regulatory Project Manager
Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf).

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.
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We acknowledge receipt of your requests for a partial waiver and partial deferral of pediatric 
studies for this application.  Once we have reviewed your requests, we will notify you if the 
partial waiver and partial deferral requests are denied.

If you have any questions, call Meghna M. Jairath, Pharm.D., Regulatory Project Manager, at 
(301) 796-4267.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, M.D.
Director 
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Jairath, Meghna
To: Savarin, Cecile (csavarin@amgen.com)
Subject: NDA 208325 IR
Date: Friday, October 09, 2015 2:24:45 PM

Information Request
 
NDA 208325
Drug Name: etelcalcetide injection
Proposed Indication: treat Secondary hyperparathyroidism (HPT) in patients with
chronic kidney disease (CKD) on hemodialysis
Applicant: KAI Pharmaceuticals, Inc., a wholly owned subsidiary of Amgen, Inc.
 
Hello,
Please submit a response to our comment below.
 
Please provide a derived dataset containing the efficacy endpoints and every important
baseline factor (including age, sex, race, and geographical region) for each subject that is
one line per subject. Please also provide the SAS program used to create the derived dataset.
 
Please acknowledge the receipt of this email.
Please respond by October 16, 2015.
 
Thanks,
Meghna
 
Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II (ODEII)/ Office of New Drugs (OND)/ Center of Drug Evaluation
and Research (CDER)
Meghna.jairath@fda.hhs.gov
301-796-4267
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208325
NDA ACKNOWLEDGMENT

KAI Pharmaceuticals, Inc. a wholly owned subsidiary of Amgen, Inc.
Attention: Cecile Savarin, Ph.D., M.S., RAC
Senior Manager, Regulatory Affairs
One Amgen Center Drive; Mail Stop: 17-1-B
Thousand Oaks, CA 91320-1799

Dear Dr. Savarin:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Etelcalcetide Injection

Date of Application: August 24, 2015

Date of Receipt: August 24, 2015

Our Reference Number: NDA 208325

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on October 23, 2015, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 314.50(l)(1)(i)  
in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Metabolism and Endocrinology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

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

If you have any questions, call me, at (301) 796-4267.

Sincerely,

{See appended electronic signature page}

Meghna M. Jairath, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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