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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  February 25, 2015 
  
To:  Angela Ramsey 
  Regulatory Project Manager 

Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

 
From:   Matthew Falter, Pharm.D. 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC:  Kathleen Klemm, Pharm.D., RAC 
  Group Leader, OPDP 
 
Subject: OPDP Labeling Consult Response 
  NDA # 207925 

KALYDECO® (ivacaftor) Granules, for oral use 
 
   
In response to DPARP’s, September 24, 2014, consult request, OPDP has reviewed the 
proposed Prescribing Information (PI), Patient Package Insert (PPI), and Carton/Container 
labeling for KALYDECO® (ivacaftor) Granules, for oral use (Kalydeco). 
 
OPDP has reviewed the proposed PI.  Our comments on the proposed PI are based on the 
proposed draft-marked up labeling titled “SCPI_PI for consultants”, which was sent via e-mail 
from DPARP to OPDP on February 11, 2015.  OPDP comments on the proposed PI are provided 
directly in the marked-up document attached (see below). 
 
OPDP has reviewed the proposed Carton and Container Labeling submitted by the applicant and 
available in the EDR at: 
 

 \\cdsesub1\evsprod\nda207925\0000\m1\us\wallet-50.pdf 
 \\cdsesub1\evsprod\nda207925\0000\m1\us\wallet-75.pdf 
 \\cdsesub1\evsprod\nda207925\0000\m1\us\carton-50.pdf 
 \\cdsesub1\evsprod\nda207925\0000\m1\us\carton-75.pdf 
 \\cdsesub1\evsprod\nda207925\0000\m1\us\stick-50.pdf 
 \\cdsesub1\evsprod\nda207925\0000\m1\us\stick-75.pdf 

 
OPDP does not have any comments on the proposed Carton and Container labels at this time. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 3707221
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OPDP’s review and comments on the proposed PPI was conducted jointly with the Division of 
Medical Policy Programs (DMPP).  This review was provided under separate cover and submitted 
into DARRTS on February 17, 2015. 
 
Thank you for the opportunity to comment on the proposed labeling.  If you have any questions 
regarding this review, please contact me at matthew.falter@fda.hhs.gov or at 6-2287. 
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: February 17, 2015

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP)

Application Type and Number: NDA 207925

Product Name and Strength: Kalydeco (Ivacaftor) Granules, 50 mg and 75 mg

Product Type: Single Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Vertex Pharmaceuticals Incorporated

Submission Date: September 17, 2014

OSE RCM #: 2014-1987

DMEPA Primary Reviewer: Lissa C. Owens, PharmD

DMEPA Team Leader: Kendra Worthy, PharmD                                                           

Reference ID: 3703397
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4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the proposed container label and prescribing information can be 

improved to increase the readability and prominence of important information on the label and 

labeling to promote the safe use of the product and to mitigate any confusion.

Based on this review, DMEPA recommends the following be implemented prior to approval of 

this NDA:

4.1 RECOMMENDATIONS FOR THE APPLICANT

A. Granules Container Label 
1. Relocate the statement ‘Mfd for…’ to the bottom of the label to decrease clutter and 

increase readability.

B. Prescribing Information

1. The symbol ‘<’ and ‘≥’ were utilized in the Dosage and Administration section of the 

insert labeling to represent “less than” and “greater than or equal to”.  These 

symbols can be misinterpreted as the opposite of the intended symbol or mistakenly 

used as the incorrect symbol. As part of a national campaign to decrease the use of 

dangerous symbols, the FDA agreed to not use such error-prone symbols in the 

approved labeling of products because these abbreviations can be carried over to 

prescribing. Therefore we recommend that the reference symbols are replaced with 

words (i.e. less than, etc.) or the specific range (i.e. ‘pediatric patients 2 to 5’ vs. 

‘pediatric patients 2 to <6’)

Reference ID: 3703397







6

support the FDA's postmarket safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the FAERS database adheres to the international safety 
reporting guidance issued by the International Conference on Harmonisation.  FDA’s Office of 
Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology. Product names are coded 
using the FAERS Product Dictionary. More information about FAERS can be found at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseD
rugEffects/default.htm.

Reference ID: 3703397
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,2 along with 
postmarket medication error data, we reviewed the following Epinephrine Injection labels and 
labeling submitted by Vertex Pharmaceuticals Incorporated on September 17, 2014.

 Container label

 Carton  labeling

 Full Prescribing Information

G.2 Label and Labeling Images

                                                     
2 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.

Reference ID: 3703397
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

February 17, 2015  
 
To: 

 
Badrul Chowdhury, MD 
Director 
Division of Pulmonary, Allergy, and Rheumatology  
Products (DPARP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 

Melissa Hulett, MSBA, MSN, FNP-BC, RN  
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Sharon W. Williams, MSN, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 
Matthew J. Falter, Pharm.D., R.Ph. 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI)  
 

Drug Name (established 
name):   

KALYDECO (ivacaftor, VX-770) 
 

  
Application 
Type/Number:  

 
NDA 207925 

  

  

Applicant: Vertex Pharmaceuticals Incorporated 
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1 INTRODUCTION 

On September 17, 2014, Vertex Pharmaceuticals Incorporated submitted for the 
Agency’s review an original new drug application (NDA) for KALYDECO 
(ivacaftor, VX-770) granules to support a proposed indication for the treatment of 
cystic fibrosis (CF) in patients 2 years of age and older who have one of the 
following mutations in the CFTR gene:  G551D, G1244E, G1349D, G178R, G551S, 
S1251N, S1255P, S549N, or S549R.  KALYDECO (ivacaftor, VX-770) tablets is 
currently approved for the treatment of cystic fibrois (CF) in patients age 6 years and 
older who have one of the mutations. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to 
requests by the Division of Pulmonary, Allergy, and Rheumaology Products 
(DPARP) on September 24, 2014, for DMPP and OPDP to review the Applicant’s 
proposed Patient Package Insert (PPI) for KALYDECO (ivacaftor, VX-770) 
granules.   

 
2 MATERIAL REVIEWED 

• Draft KALYDECO (ivacaftor, VX-770) PPI received on September 17, 2014, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on February 10, 2014.   

• Draft KALYDECO (ivacaftor, VX-770) Prescribing Information (PI) received on 
September 17, 2014, revised by the Review Division throughout the review cycle,  
and received by DMPP and OPDP on February 10, 2014. 

• Approved KALYDECO (ivacaftor, VX-770) dated December 29, 2014. 

 
3 REVIEW METHODS 

In 2008 the American Society of Consultant Pharmacists Foundation (ASCP) in 
collaboration with the American Foundation for the Blind (AFB) published 
Guidelines for Prescription Labeling and Consumer Medication Information for 
People with Vision Loss. The ASCP and AFB recommended using fonts such as 
Verdana, Arial or APHont to make medical information more accessible for patients 
with vision loss.  We have reformatted the PPI document using the Arial font, size 
11. 

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 
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• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

____________________________________________________________________________

DATE: February 12, 2015

TO: Badrul Chowdhury, M.D., Ph.D.
Director
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of New Drugs

FROM: Sripal R. Mada, Ph.D. 
Division of Generic Drug Bioequivalence Evaluation
Office of Study Integrity and Surveillance 
Office of Translational Sciences 

Li-Hong Yeh, Ph.D.
Division of New Drug Bioequivalence Evaluation
Office of Study Integrity and Surveillance 
Office of Translational Sciences 

THROUGH: Sam H. Haidar, Ph.D., R.Ph.
Acting Director
Division of Generic Drug Bioequivalence Evaluation
Office of Study Integrity and Surveillance 
Office of Translational Sciences 

SUBJECT:  Review of EIR covering NDA 207925, Kalydeco granules 
(Ivacaftor) from Vertex Pharmaceuticals Incorporated, 
USA

At the request of the Division of Pulmonary, Allergy, and
Rheumatology Products (DPARP), the Division of Generic Drug 
Bioequivalence Evaluation (DGDBE) conducted inspection of the 
analytical portions of the following study:

VX12-770-015: “A Phase 1, Randomized, Open-Label Study to 
Evaluate the Relative Bioavailability, Food 
Effect, and Dose Proportionality of a
Formulation of Ivacaftor in Healthy Adult Male 
Subjects”

Inspection of the analytical portions at Vertex 
Pharmaceuticals Incorporated, Boston, MA (Vertex) was 
conducted by Sripal R. Mada, Ph.D. and Li-Hong Yeh, Ph.D.

Reference ID: 3701763
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Page 2 - NDA 207925, Kalydeco granules (Ivacaftor) from Vertex 
Pharmaceuticals Incorporated, USA

from January 20-23, 2015. The audit at Vertex included a 
thorough review of study records, examination of facilities 
and equipment, and interviews and discussions with the 
firm’s management and staff.

At the conclusion of the inspection, no Form FDA-483 was issued.

Please note that Vertex Pharmaceuticals Incorporated (analytical 
site) moved from their location at “130 Waverly Street, 
Cambridge, MA 02139” to “50 Northern Avenue, Boston, MA 02210”
during January 2014.  

Conclusion:

Based on the review of the inspectional outcome, these reviewers
conclude that the data from the analytical portions of study # 
VX12-770-015 are acceptable for further review.

Sripal Mada, Ph.D. 
Division of Generic Drug Bioequivalence Evaluation, OSIS

Li-Hong Yeh, Ph.D. 
Division of New Drug Bioequivalence Evaluation, OSIS 

Final Classification: 

NAI: Vertex Pharmaceuticals Incorporated, Boston, MA

FEI: 1000513211

cc:
OSIS/Taylor/Dejernett/Nkah/Fenty-Stewart/Johnson
OSIS/DGDBE/Mada/Choi/Haidar
OSIS/DNDBE/Yeh/Dasgupta/Bonapace
OND/DPARP/Chowdhury/Ramsey

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good
Laboratory Practice Compliance/INSPECTIONS/BE Program/Analytical
Sites/Vertex Pharmaceuticals, Cambridge, MA

Draft: SRM 02/09/2015; LPY 02/09/2015
Edit: YMC 02/10/2015; SHH 02/12/2015
OSI: BE6771; O:\Bioequiv\EIRCover\207925.ver.iva.doc

FACTS: 11499639
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 

DATE: January 06, 2015 
 
TO: Badrul Chowdhury, M.D. 

Director, Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP) 
Office of New Drugs 

 
FROM: Srinivas Rao Chennamaneni, Ph.D. 

Bioequivalence Branch  
 Division of Bioequivalence and GLP Compliance  
 Office of Scientific Investigations  

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph. 

Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations 
 
 William H. Taylor, Ph.D. 
 Director 
 Division of Bioequivalence and GLP Compliance  
 Office of Scientific Investigations 
 

SUBJECT: Recommendation to Accept Bioanalytical Data for 
NDA 207925, Kalydeco Granules (Ivacaftor) sponsored by 
Vertex Pharmaceuticals Incorporated without On-site 
Inspection of the Analytical Site 

 
The Division of Bioequivalence and GLP Compliance (DBGLPC) 
recommends accepting bioanalytical data for NDA 207925, studies 
VX12-770-015 and VX11-770-108, without on-site inspection of the 
bioanalytical site, 
This memo provides the rationale for this recommendation and why 

clining to inspect 
Please note that an inspection of the other bio-

analytical site (Vertex Pharmaceuticals Incorporated, Cambridge, 
MA) for studies VX12-770-015 and VX11-770-108 will be scheduled. 
A review memo for this inspection will be provided soon after 
completion of the inspection.

Reference ID: 3683046
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Background 
 
The Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) requested inspections of clinical and bioanalytical 
sites for the following studies  
 
VX12-770-015: “A Phase 1, Randomized, Open-Label Study to 

Evaluate the Relative Bioavailability, Food 
Effect, and Dose Proportionality of a
Formulation of Ivacaftor in Healthy Adult Male 
Subjects” 

   
VX11-770-108:  “A Phase 3, 2-Part, Open-Label Study to Evaluate 

the Safety, Pharmacokinetics, and 
Pharmacodynamics of Ivacaftor in Subjects With 
Cystic Fibrosis Who Are 2 Through 5 Years of Age 
and Have a CFTR Gating Mutation” 

 
Bioanalytical portions of the above studies were conducted at 
the following site: 

 
Bioanalytical Site:

 
OSI-DBGLPC inspected 
twice in the last three years, covering two applications. The 
following is a list of applications with studies audited during 
those inspections, the inspection dates, and the final 
inspectional classifications. 
  

Application Facility Type Inspection 
Start Date 

Inspection End 
Date 

Final 
Class 

NDA Bioanalytical VAI 

NDA Bioanalytical VAI 

 
Each inspection included a thorough review of all records 
associated with the studies and correspondence with the sponsors, 
records of subject sample receipt and storage, notebooks and 
electronic records, standard operating procedures (SOPs), as well 
as examination of facilities, and interviews and discussions with 
the firm's management and staff. No significant adverse 
observations were identified during the 2014 inspection.  DBGLPB 
recommended excluding data from one subject in NDA study, 
because of the inadequate thawed matrix stability data, however, 

addressed other inspectional observations.  The 

Reference ID: 3683046
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inspectional outcomes from the inspections were classified as 
Voluntary Action Indicated (VAI). 
 
Thus, the inspectional outcomes from previou
provide reasonable assurance to DBGLPC that 

conducted studies VX12-770-015 and VX11-770-108 without 
significant irregularities.         
 
Conclusion: 
 
Based on the satisfactory inspections in recent years and their 
final inspectional classifications, this reviewer concludes that 
bioanalytical data from studies VX12-770-015 and VX11-770-108 
are acceptable
inspection at
 
Srinivas Rao Chennamaneni, Ph.D.  
BE Branch, DBGLPC, OSI  
 
DARRTS cc: 
OSI/Kassim/Taylor/Haidar/Bonapace/Skelly/Choi/Dasgupta/ 
Chennamaneni/Dejernett/Nkah/Fenty-Stewart/Johnson 
CDER/OND/ODEII/DPARP/Chowdhury/Ramsey 
 
Email cc: 
ORA MIN BIMO mailbox 
Draft: SRC 12/09/2014 
Edit: MFS 12/17/2014; SHH 12/18/2014 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence and Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program 
/Analytical Sites/ 
 
File:  (NDA 207925) 
FACTS: enerated 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 

DATE: December 17, 2014 
 
TO: Badrul Chowdhury, M.D. 

Director, Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP), 
Office of New Drugs 

 
FROM: Srinivas Rao Chennamaneni, Ph.D. 

Bioequivalence Branch  
 Division of Bioequivalence and GLP Compliance  
 Office of Scientific Investigations  

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph. 

Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations 
 
 William H. Taylor, Ph.D. 
 Director 
 Division of Bioequivalence and GLP Compliance  
 Office of Scientific Investigations 
 

SUBJECT: Recommendation to Accept Bioequivalence Clinical Data 
for NDA 207925, Kalydeco Granules (Ivacaftor) 
Sponsored by Vertex Pharmaceuticals Incorporated 
without On-site Inspection of the Clinical Site 

 
The Division of Bioequivalence and GLP Compliance (DBGLPC) 
recommends accepting clinical data for NDA 207925, studies  
VX12-770-015 & VX11-770-108, without on-site inspection of the 
clinical site, PRA International in Lenexa, KS. This memo 
provides the rationale for this recommendation and why DBGLPC is 
declining to inspect PRA International in Lenexa, KS. Please 
note that an inspection of the analytical site, Vertex 
Pharmaceuticals, Cambridge, MA, will be scheduled. A review memo 
for this inspection will be provided soon after completion of 
the inspection.
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Background 
 
The Division of Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) requested inspections of clinical and 
analytical sites for the following studies  
 
VX12-770-015: “A Phase 1, Randomized, Open-Label Study to 

Evaluate the Relative Bioavailability, Food 
Effect, and Dose Proportionality of a
Formulation of Ivacaftor in Healthy Adult Male 
Subjects” 

   
VX11-770-108:  “A Phase 3, 2-Part, Open-Label Study to Evaluate 

the Safety, Pharmacokinetics, and 
Pharmacodynamics of Ivacaftor in Subjects With 
Cystic Fibrosis Who Are 2 Through 5 Years of Age 
and Have a CFTR Gating Mutation” 

 
Clinical portions of the above studies were conducted at the 
following site: 

 
Clinical Site: PRA International  

Lenexa, KS  
 
OSI-DBGLPC has inspected PRA International in Lenexa, KS two 
times in the last three years, covering two applications. The 
following is a list of applications with studies audited during 
those inspections, the inspection dates for the audited studies, 
and the final inspectional classifications. 
  

Application Facility 
Type 

Inspection 
Start Date 

Inspection 
End Date 

Final 
Class 

BLA Clinical NAI 
NDA Clinical NAI 

 
Each inspection included a thorough review of all records 
associated with the studies and correspondence with the sponsors, 
records of subject sample receipt and storage, notebooks and 
electronic records, standard operating procedures (SOPs), as well 
as examination of facilities, and interviews and discussions with 
the firm's management and staff. No significant adverse 
observations were identified during these inspections and the 
inspectional outcomes from two most recent inspections were 
classified as No Action Indicated (NAI). 
 
Thus, the inspectional outcomes from previous inspections 
provide reasonable assurance to DBGLPC that PRA International in 

Reference ID: 3674307
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Lenexa, KS, has conducted studies VX12-770-015 & VX11-770-108 
without significant irregularities.         
 
Conclusion: 
 
Based on the satisfactory inspections in recent years and their 
final inspectional classifications, this reviewer concludes that 
clinical data from studies VX12-770-015 & VX11-770-108 are 
acceptable for further Agency review without on-site inspection 
at PRA International in Lenexa, KS.   
 
Srinivas Rao Chennamaneni, Ph.D.  
BE Branch, DBGLPC, OSI  
 
DARRTS cc: 
OSI/Kassim/Taylor/Haidar/Bonapace/Skelly/Choi/Dasgupta/ 
Chennamaneni/Dejernett/Nkah/Fenty-Stewart/Johnson 
CDER/OND/ODEII/DPARP/Chowdhury/Ramsey 
 
Email cc: 
ORA DO BIMO mailbox 
Draft: SRC 11/26/2014 
Edit: MFS 12/01/2014; SHH 12/09/2014 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program 
/Clinical Sites/PRA International  
 
File: BE6771 (NDA 207925) 
FACTS# Not Generated  
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Clinical Pharmacology Reviewer: Jianmeng Chen Y

TL: Satjit Brar Y

Biostatistics Reviewer: Lan Zeng Y

TL: David Petullo Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer:

TL:

Statistics (carcinogenicity) Reviewer:

TL:

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Craig Bertha Y

TL: Julia Pinto N

Quality Microbiology (for sterile 
products)

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer:

TL:

OSE/DRISK (REMS) Reviewer:

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:
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 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA , include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO
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BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application:

Application Type: NDA

Name of Drug/Dosage Form: Kalydeco (ivacaftor) granules

Applicant: Vertex Pharmaceuticals  

Receipt Date: September 17, 2014

Goal Date: March 17, 2015

1. Regulatory History and Applicant’s Main Proposals
Vertex Pharmaceuticals submitted a New Drug Application dated, September 17, 2014 for Kalydeco 
(ivacaftor) granules in the treatment of Cystic Fibrosis patients ages 2 – 5 years old with mutations in 
the CFTR gene.

The proposed labeling submitted for Kalydeco includes Prescribing Information in SPL format, patient 
information, and carton/container labeling.

OSE, OPDP and PLT were consulted to review the proposed labeling.

2. Review of the Prescribing Information
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).   

3. Conclusions/Recommendation

No SRPI format deficiencies were identified in the review of this PI.

Reference ID: 3676140
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 Initial U.S. Approval Required

 Boxed Warning Required if a BOXED WARNING is in the FPI

 Recent Major Changes Required for only certain changes to PI*

 Indications and Usage Required

 Dosage and Administration Required

 Dosage Forms and Strengths Required

 Contraindications Required (if no contraindications must state “None.”)

 Warnings and Precautions Not required by regulation, but should be present

 Adverse Reactions Required

 Drug Interactions Optional

 Use in Specific Populations Optional

 Patient Counseling Information Statement Required 

 Revision Date Required

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:  

HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement 

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug product).”
The name of drug product should appear in UPPER CASE letters.

Comment:  

Product Title in Highlights

10. Product title must be bolded.

Comment:  

Initial U.S. Approval in Highlights

11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S. 
Approval:” followed by the 4-digit year.

Comment:  

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

YES

YES

YES

YES

N/A

N/A
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Comment:  

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement should be centered immediately beneath the heading 
and appear in italics.

Comment:  

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).  

Comment:  

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.  RMC must be listed in 
the same order in HL as the modified text appears in FPI.   

Comment:  

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”. 

Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date).

Comment:  

Indications and Usage in Highlights

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.

Comment:  

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.

Comment:  

Contraindications in Highlights

N/A

N/A

YES

YES

YES

YES

YES

YES
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21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.

Comment:  

Adverse Reactions in Highlights

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 

Comment:  

Patient Counseling Information Statement in Highlights

23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

If a product does not have FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling” 

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide” 

Comment:

Revision Date in Highlights

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).  

Comment:  

YES

YES

YES
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Contents: Table of Contents (TOC)

See Appendix A for a sample tool illustrating the format for the Table of Contents.

25. The TOC should be in a two-column format.

Comment:  

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded.

Comment:  

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded.

Comment:  

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.

Comment:  

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:  

30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.

Comment:  

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.” 
Comment:  

YES

YES

N/A

YES

YES

YES

YES
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:  

33. The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”. 

Comment:

YES

YES

Reference ID: 3676140



Selected Requirements of Prescribing Information

SRPI version 4:  May 2014 Page 8 of 10

34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:  

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL
PRESCRIBING INFORMATION”. This heading should be in UPPER CASE.

Comment:  

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  

Comment:  

CONTRAINDICATIONS Section in the FPI

38. If no Contraindications are known, this section must state “None.”

Comment:  

ADVERSE REACTIONS Section in the FPI

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:  

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:  

PATIENT COUNSELING INFORMATION Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A

YES

N/A

N/A

YES

YES

N/A

YES
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment:

YES
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Appendix A:  Format of the Highlights and Table of Contents 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
       PUBLIC HEALTH SERVICE 
         FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
_______________________________________________________________ 
 
DATE: December 16, 2014 
 
TO: Badrul Chowdhury, M.D. 

Director, Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP), 
Office of New Drugs 

 
FROM:   Sam H. Haidar, Ph.D., R.Ph. 

Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance (DBGLPC)  
Office of Scientific Investigations (OSI) 

 
SUBJECT:  FY 2015, CDER PDUFA NDA, Pre-Approval Data Validation 

and Surveillance Inspection, Bioresearch Monitoring, 
Human Drugs, CP 7348.001 

 
      RE: NDA 207925 
    DRUG: Kalydeco granules (Ivacaftor) 
 SPONSOR: Vertex Pharmaceuticals Incorporated  
  
This memo acknowledges receipt of your request for inspections of 
the analytical portion of the following bioequivalence (BE) 
studies:  
 
Study #:   VX12-770-015 
Study Title:    “A Phase 1, Randomized, Open-Label Study to 

Evaluate the Relative Bioavailability, Food 
Effect, and Dose Proportionality of a 

Formulation of Ivacaftor in 
Healthy Adult Male Subjects” 

 
Study #:   VX11-770-108 
Study Title:    “A Phase 3, 2-Part, Open-Label Study to 

Evaluate the Safety, Pharmacokinetics, and 
Pharmacodynamics of Ivacaftor in Subjects 
With Cystic Fibrosis Who Are 2 Through 5 
Years of Age and Have a CFTR Gating Mutation” 

 
Analytical Site:  Vertex Pharmaceuticals Incorporated  

130 Waverly Street 
Cambridge, MA 02139 
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Page 2 - NDA 207925, Kalydeco Granules (Ivacaftor), Sponsored by 
Vertex Pharmaceuticals Incorporated. 

 

 

 

 

Principal 
Investigator:  Jianbo Zhang 
 
OSI requests that OND not reveal information regarding the 
inspection to the applicant or to the study site prior to the 
start of the inspection. The site will receive this information 
during the inspection opening meeting. The inspection will be 
conducted under Bioresearch Monitoring Compliance Program CP 
7348.001, not under CP 7348.811 (Clinical Investigators). 
 
DBGLPC POC: Srinivas Rao Chennamaneni, Ph.D. 
   Office of Scientific Investigations 

Tel: 1-240-402-6622 
  Fax: 1-301-847-8748  

   E-mail: SrinivasRao.Chennamaneni@fda.hhs.gov 
 
 
DARRTS cc: 
OSI/DBGLPC/Taylor/Bonapace/Haidar/Choi/Dasgupta/Skelly/ 
OSI/DBGLPC/Chennamaneni/Fenty-Stewart/Nkah/Dejernett/Johnson 
CDER/OND/DPARP/Chowdhury/Ramsey 
 
Draft: SRC 12/01/2014  
Edit: MFS 12/01/2014; SHH 12/09/2014 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program/Analytical 
Sites/Vertex Pharmaceuticals, Cambridge, MA 
 
BE: 6771 (NDA 207925) 
FACTS: 11499639  
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