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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 Initiatives 
Division of Medical Policy Programs 
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October 01, 2012 

 
To: 
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Division of Anti-Infective Products (DAIP) 

 
Through: 
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Division of Medical Policy Programs (DMPP) 

 
From: 

 
Shawna Hutchins, MPH, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

 
Subject: 

 
DMPP Review of Patient Labeling: Patient Package Insert 
(PPI) and Instructions for Use (IFU) 
 

 
Drug Name (established 
name):   

 
Tobramycin Inhalation Solution 
 

Dosage Form and Route: Solution for Oral Inhalation  

Application 
Type/Number:  

NDA 201-820 

Applicant: Chiesi Pharmaceuticals  
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1 INTRODUCTION 

On April 12, 2012, Chiesi Pharmaceuticals re-submitted for the Agency’s review a 
New Drug Application (NDA 201-820) for Tobramycin Inhalation Solution, an 
aminoglycoside antibacterial indicated for the management of cystic fibrosis patients 
with pseudomonas aeruginosa.   NDA 201-820 was originally submitted on October 
22, 2010, and received a Complete Response (CR) letter on August 25, 2011, citing 
Chemistry, Manufacturing, and Control (CMC) deficiencies.   

On May 17, 2012, the Division of Anti-Infective Products (DAIP) requested that the 
Division of Medical Policy Programs (DMPP) review the Applicant’s proposed 
Patient Package Insert (PPI) and Instructions for Use (IFU) for Tobramycin 
Inhalation Solution.  This review is written in response to a request by DAIP for 
DMPP to review the Applicant’s proposed Patient Package Insert (PPI) and 
Instructions for Use (IFU) for Tobramycin Inhalation Solution.   
 

2 MATERIAL REVIEWED 

• Draft Tobramycin Inhalation Solution PPI and IFU received on June 18, 2012 and 
received by DMPP on September 24, 2012  

• Draft Tobramycin Inhalation Solution Prescribing Information (PI) received on 
June 18, 2012, revised by the Review Division throughout the review cycle, and 
received by DMPP on September 24, 2012 

• DMPP review of TOBI Podhaler (tobramycin inhalation powder) Patient 
Information (PPI) and Instructions for Use (IFU) dated August 28, 2012 

 
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 and IFU document using the Verdana 
font, size 11. 

In our review of the PPI and IFU we have:  

• simplified wording and clarified concepts where possible 

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

• removed unnecessary or redundant information 

• ensured that the PPI and IFU meets the criteria as specified in FDA’s Guidance 
for Useful Written Consumer Medication Information (published July 2006) 

• The enclosed IFU review comments are collaborative DMPP and DMEPA.  
 

4 CONCLUSIONS 
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The PPI and IFU are acceptable with our recommended changes. 
 

5 RECOMMENDATIONS 

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

• Our review of the PPI and IFU is appended to this memorandum.  Consult DMPP 
regarding any additional revisions made to the Package Insert (PI) to determine if 
corresponding revisions need to be made to the PPI and IFU.   

 Please let us know if you have any questions.  
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 

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

    
 

Memorandum 
 
Date:  September 26, 2012 
  
To:  Carmen DeBellas, Pharm.D., RPh, Regulatory Project Manager 
  Division of Anti-Infective Products 
 
From:   Christine Corser, Pharm.D., Regulatory Review Officer 
  Division of Professional Drug Promotion   
 
Subject: NDA #201820 
  Tobramycin Inhalation Solution 
 
   
 
As requested in your consult dated May 10, 2012, the Division of Professional 
Drug Promotion (DPDP) has reviewed the draft labeling for Tobramycin 
Inhalation Solution. 
 
DPDP’s, PI comments are based on the clean version of the 
labeling titled, “201820 #2 label.doc” which was sent via email from 
Carmen DeBellas on September 24, 2012. 
 
DPDP’s comments are provided in the attached, clean version of the labeling. 
If you have any questions about DPDP’s comments on the PI, please contact 
Christine Corser at 6-2653 or at Christine.Corser@fda.hhs.gov. 
 
Thank you for the opportunity to provide comments on this label.  

 

 1
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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
2) List the information essential to the approval of the proposed drug that is provided by reliance 

on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature.  (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.) 

  
Source of information* (e.g., 
published literature, name of 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

NDA 50-753 TOBI (tobramycin) 
Inhalation Solution USP 

 

  

  

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 Phase 1 bioavailability study and pharmacokinetic study. 
 

 
 
 
 
 

RELIANCE ON PUBLISHED LITERATURE 
 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES X       NO 
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES X       NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES X       NO 

 
NDA 50753 TOBI
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RELIANCE ON LISTED DRUG(S) 
 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

TOBI 50753 Y 

   

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A    X       YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO X 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:  
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO X 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO X 

If “YES”, please list which drug(s). 
 

                                                                                                                   YES X       NO  
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Name of drug(s) described in a monograph:       
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO X 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   
YES 

       NO  

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 
 
The applicant is request a new concentration 300 mg/4mL Tobramycin Solution.  The 
approved TOBI is 300 mg/5mL. 

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES        NO x 
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 If “NO” to (a) proceed to question #11. 

If “YES” to (a), answer (b) and (c) then proceed to question #12.  
  

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES        NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES        NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s):       
 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES X       NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES X       NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES X       NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s): Tobrex Oint (NDA 50-555); Tobrex Opth Solution (NDA 50-541) 
+ generics; Tobramycin Sulfate Injection (NDA 50-789) + generics  
 

PATENT CERTIFICATION/STATEMENTS 
 

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):  TOBI (tobramycin) 300 mg/5mL Solution Patent 
number 5508269 
 

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES X      NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 

 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
 X 21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   
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  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):        
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s):       
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

 
Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
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1 INTRODUCTION 
This review evaluates the proposed labels and labeling for Bethkis (Tobramycin) 
Inhalation Solution, 300 mg/4 mL LDPE ampules, NDA 201820, for areas of 
vulnerability that could lead to medication errors.    

2 BACKGROUND AND REGULATORY HISTORY 
Tobramycin Inhalation Solution, 300 mg/4 mL, is a 505 (b)(2) application that was 
submitted to the FDA on October 22, 2010.  The application references Tobi 
(Tobramycin) Inhalation Solution, 300 mg/5 mL (NDA 050753).  The OSE label and 
labeling review #2010-2309, dated June 30, 2011 made several recommendations, 
however these recommendations were not initially sent to the Applicant.  The 
recommendations were sent to the Applicant on June 22, 2012 and the Applicant 
submitted revised label and labeling for their product on July 20, 2012.   

3 MATERIALS REVIEWED 
DMEPA reviewed the revised labels and labeling submitted by the Applicant on  
July 23, 2012. See Appendix for samples.  We also reviewed OSE review #2010-2309 to 
ensure our recommendations were incorporated into the revised labels and labeling. 

4 DISCUSSION 
The Applicant followed most but not all of the recommendations made in our prior 
review.  One of the recommendations that the Applicant did not implement was 
DMEPA’s request that the Applicant follow the FDA/CDER Guidance for Industry 
(dated July 2002) titled "Inhalation Drug Products Packaged in Semipermeable Container 
Closure Systems", which recommends to overwrap each semipermeable container 
individually within the protective secondary packaging.  However, the referenced listed 
drug (RLD) for this application, Tobi uses similar packaging (4 ampules per pouch) and 
the AERS search for our prior label and labeling review for this application (OSE review 
2010-2309) did not identify errors related to the Tobi packaging.  Therefore, we find the 
Applicant’s proposed packaging acceptable.  However, on September 6, 2012 an 
information request was sent to the Applicant inquiring why the Applicant decided not to 
follow the recommendations as requested by DMEPA.  We await the Applicant’s reply.   

Additionally, the Applicant made changes beyond our recommendations such as 
changing the appearance of the proprietary and established names by changing the letter 
case from title to all capitals.  These changes result in decreased readability of the 
established and proprietary names on the pouch foil and carton labeling.   

5 CONCLUSION  
DMEPA concludes that the proposed labels and labeling can be improved by increasing 
the readability of important information and by improving the instructions for use by 
adding illustrations and including lay-person terms. 
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6 RECOMMENDATIONS 
Because the Applicant made additional changes beyond our recommendations, we 
recommend that our outstanding concerns be forwarded to the Applicant for further 
revisions of the labeling.  Our outstanding recommendations include: 

6.1   COMMENTS TO THE DIVISION 

A.  Full Prescribing Information - Instructions for Use 
1. Revise the instructions for use to include illustrations, such as diagrams of the 

product and steps in the use process, to aid consumers understanding of the 
product.  Refer to the Tobi instructions for use as an example.    

6.2   COMMENTS TO THE APPLICANT 

A.   Foil Pouch Labeling  

Principal Display Panel 
1. We acknowledge that you followed our recommendation to ensure the size of the 

established name is at least half as large as the letters comprising the proprietary 
name and has a prominence consistent with the proprietary name (type, size, 
color, font) in accordance with 21 CFR 201.10(g)(2). However you also changed 
the letter case from title to all capitals, which decreases readability.  Change the 
established name statements from all capital letters to title case letters.    

2. Incorporate the proprietary name “Bethkis” in title case.  

3. Add the NDC number to the top portion of the labeling.  

B.  Carton Labeling 

All Panels 
1. See A1 and A2 above.   

2. Revise the appearance of the NDC number from xxxxx-xxx-xx to the actual 
number you plan on using in the marketplace. 

3. Revise the appearance of the telephone number from 1-800-xxx-xxxx to the 
actual number you plan on using in the marketplace.   

4. The numbers expressing the strength are in different font size, specifically the 3 as 
compared to the zeros in 300 mg.  Revise the appearance of the strength          
“300 mg / 4 mL” so that the zeros are the same font size as the number 3.  
Additionally, increase the prominence of the product strength statement.    

5. Remove the bolding from the statements “For Oral Inhalation Only by Nebulizer” 
and “Single-Use Only, Discard Each Ampule After One Use”, because they 
compete for prominence with the storage statement.   
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C.  Ampule Label 
1.  See A2 above.  

 

If you have questions or need clarification, please contact OSE Regulatory Project 
Manager, Karen Townsend, at 301-796-5413. 
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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:   November 7, 2011 
 
TO:   John Alexander, M.D., Team Leader, DAIP 

Shrimant Mishra, M.D., Medical Officer, DAIP 
Division of Anti-Infective Products 
 

FROM:    Kassa Ayalew, M.D. 
   Good Clinical Practice Assessment Branch  
   Division of Good Clinical Practice Compliance 
   Office of Scientific Investigations 
 
THROUGH:  Susan D. Thompson, M.D, 
   Team Leader (Acting) 
   Good Clinical Practice Assessment Branch 
   Division of Good Clinical Practice Compliance 
   Office of Scientific Investigations 
 
THROUGH:    Tejashri Purohit-Sheth, M.D. 
   Division Director (Acting)   
   Division of Good Clinical Practice Compliance  

Office of Scientific Investigations  
 
SUBJECT:    Evaluation of Clinical Inspections. 
 
NDA or BLA:  NDA 201820  
 
APPLICANT:  Chiesi Farmaceutici S.p.A. (Chiesi) 

Via Palermo 26/A, 43122 Parma, Italy 
E-mail:  info@chiesigroup.com 
Sponsor’s Responsible Officer: Helen G. Cicirello, M.D. 

 
DRUG:  Proposed ® (CHF 1538)     
 
NME:   No 
 
THERAPEUTIC CLASSIFICATION: Standard  
 
INDICATIONS:   Management of cystic fibrosis patients with Pseudomonas aeruginosa 
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Page 2                                           Addendum Clinical Inspection Summary
                                                                                               NDA 201820/ Proposed ® (CHF 1538) 

 

CONSULTATION REQUEST DATE:   December 13, 2010   
 
 
I. BACKGROUND:  
  
This CIS Addendum is submitted to addend the CIS for CHF 1538 entered into DARRTS on 
July 14, 2011 to provide supplemental information regarding the inspection of Chiesi 
Farmaceutici. 
 
NDA 201820 for CHF 1538 was submitted by Chiesi Pharmaceuticals Inc. on October 22, 
2010 to support a labeling claim for the management of cystic fibrosis patients with 
Pseudomonas aeruginosa. In support of the application, the sponsor submitted data from two 
double-blind, randomized, placebo-controlled efficacy and safety studies (CT01 and CT02) 
and one open-label, active-control (TOBI versus CHF 1538) comparator study (CT03).  A 
consult from DAIOP (now DAIP) was received on December 13, 2010 for inspection of the 
clinical sites enrolling in the pivotal trials CT01 and CT03 in order to verify the quality of 
conduct of these studies for this NDA. The PDUFA date for this NDA was August 25, 2011.  
DSI requested foreign inspections of four sites (including Chiesi Pharmaceuticals Inc).  This 
CIS Addendum will provide information which has become available since finalization of the 
CIS on July 14, 2011. There is no change in the previous conclusion regarding data integrity 
for the three clinical investigator sites. This findings and recommendation in this addendum 
pertain to the sponsor/monitor Chiesi Farmaceutici S.p.A. (Chiesi).  Please see the original CIS 
for further background, including outlines of the protocols audited and a brief summary of 
study results. 
  
 

II. RESULTS (by Site):  
 
Name of CI or Sponsor  
Location 

Protocol #/ 
Site #/  
# of Subjects: 

Inspection Date Preliminary 
Classification 

Final 
Classification
 

Dr. Henryk Mazurek 
Klinika Bronchologii I 
Mukowiscydozy  
Oddzial Terenowy Instytutu 
Gruzlicy I Chorob Pluc 
Ul. Marii Sklodowskiej – Curie 2 
34-700 Rabka-Zdroj, Poland 

Study CT02 
Site #21 
N=33 
 
 
Study CT03  
Site #301 
N=50 

March 28, 2011- 
April 05, 2011 

NAI NAI 

Dr. Maria Trawinska Bartnicka
Cystic Fibrosis Centre  
Specialistic Mother And Child 
Care Centre 
Polanki St. 119 
80-308 Gdansk, Poland 

Study CT02 
Site #26 
N=29 
 
Study CT03  
Site #308 

April 7, 2011- 
April 15, 2011 

VAI  VAI 
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Name of CI or Sponsor  
Location 

Protocol #/ 
Site #/  
# of Subjects: 

Inspection Date Preliminary 
Classification 

Final 
Classification
 

N=16 

Dr. Nikolai Kapranov 
The Cystic Fibrosis Department, 
Research Centre Of Medical 
Genetics Rams 
Matweewskaya St. 10-4-293 
Moscow, Russia 

Study CT02 
Site #32 
N=24 

April 11, 2011- 
April 15, 2011 
 

VAI VAI  

Chiesi Farmaceutici S.p.A. 
(Chiesi) 
Via Palermo 26/A, 43122  
Parma, Italy 
 

Study CT02 
With focus on 
oversight of 
Drs. Mazurek, 
Bartnicka, and 
Kapranov, 
Iwona 
Stelmach, 
Ferenc 
Gonczi and 
Maciej 
Kaczmarski 
 
Study CT03 
With focus on 
oversight of 
Drs. Mazurek 
and Bartnicka 
 

June 27, 2011-
July 8, 2011 

VAI VAI 

Key to Classifications 
 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   

Pending = Preliminary classification based on information in 483 or preliminary 
communication with the field; EIR has not been received from the field and complete 
review of EIR is pending. 

 
PLEASE SEE FULL SUMMARY IN THE CIS COMPLETED JULY 14, 2011 
UPDATED INFORMATION IS PROVIDED BELOW. 
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1. Dr. Maria Trawinska Bartnicka 
Cystic Fibrosis Centre  
Specialistic Mother & Child Care Centre 
Polanki St. 119 
80-308 Gdansk, Poland 
 
There is no change in the previous conclusion regarding data integrity. Please see full 
summary in the CIS finalized July 14, 2011. 
  
 

2. Dr. Henryk Mazurek 
Klinika Bronchologii I Mukowiscydozy  
Oddzial Terenowy Instytutu Gruzlicy I Chorob Pluc 
Ul. Marii Sklodowskiej – Curie 2 
34-700 Rabka-Zdroj, Poland 
 
There is no change in the previous conclusion regarding data integrity. Please see full 
summary in the CIS finalized July 14, 2011. 
 

3. Dr.  Nikolai Kapranov 
Filatov Children’s City Clinical Hospital #13 (current location) 
Outpatient Department 
15 Zoologicheskaya Str. 
Moscow, Russia 123242 
 
There is no change in the previous conclusion regarding data integrity. Please see full 
summary in the CIS finalized July 14, 2011. 
 

4. Chiesi Farmaceutici S.p.A. (Chiesi) 
Via Palermo 26/A, 43122 Parma, Italy 
E-mail:info@chiesigroup.com 
Sponsor’s Responsible Officer: Helen G. Cicirello, M.D. 
 

a.  What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 
7348.810 between June 27, 2011 and July 8, 2011. This was a directed inspection 
that was concentrated on sponsor/monitor obligations as related to the conduct of 
Protocol DM/PR/10000/002/01 (Study CT02) and Protocol CMA-0631-PR-0010 
CT03, to support a labeling claim for CHF 1538 for the management of cystic 
fibrosis patients with P. aeruginosa. The inspection covered the sponsor/monitoring 
responsibilities for CT02 and CT03. 
 
During the inspection the following items were reviewed in detail: sponsor 
selection of monitors, monitoring plans and contracts with monitors used, and test 
article accountability. In addition, monitoring files for three CIs previously 
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inspected for conduct of these studies (Dr. Henryk Mazurek, Dr. Nikolai Ivanovich 
Kapranov Dr. Maria Trawinska Bartnicka) and 3 additional CIs ( Dr. Kalman 
Gyurokovits, Dr. Alexander Chuchalin and  Dr. Yarema Voznetsya)  for  the 
adequacy of sponsor/CRO oversight. There were no limitations to the inspection. 
 

b. General observations/commentary:  
 
There were 210 subjects enrolled into the study at the inspected clinical sites. An 
audit of 44 subjects’ records, out of a total of 210 subjects enrolled, was conducted. 
Specifically, the inspection of the sponsor’s site revealed that there was inadequate 
monitoring of the study. A Form FDA 483, Inspectional Observations, was issued 
to the sponsor for: 
 

1) Failure to monitor studies; inadequate monitoring of studies [21CFR50]. For 
example: 

 
a. Respiratory function measurement input variables (i.e. age and 

height ) entered into the spirometry software were not retained and 
the predicted values were inconsistent despite changes in subjects’ 
input variables such as age and height, during Study CT02 at  Site 26  
(Dr. Maria Trawinska Bartnicka, Poland, n=29), Site 23 (Dr. Iwona 
Stelmach, Poland, n=12), Site 13 (Dr Ferenc Gonczi, Hungary, 
n=14) and Site 29 (Dr. Maciej Kaczmarski, Poland, n=11)  This 
should have been identified during monitoring. At Site 26 (Dr. Maria 
Trawinska Bartnicka), there were duplicate height measurements, 
one which was recorded in the source documents during the physical 
examination and some data which was entered directly into the 
spirometer by the technician, but was not documented in the source 
document. For example, for Subject 26001 the height was 
documented to be 146 cm on 12/10/02 at Visit 1 during the physical 
examination. The FEV1 % predicted normal value was recorded as 
72.0%. At Visit 2, the predicted normal value was documented as 
68% on 12/16/02 and 88% on 12/30/02. The same height should 
have been used for each visit, but there is no record of height which 
would have been entered in the spirometer to account for the 
different values. 

 
b.  At Site 26 (Dr. Maria Trawinska Bartnicka), the input data on the 

CRF was height, birth date, and gender; however the FEV1 % of 
Predicted Normal did not change when the input data was changed. 
Alternatively, in some patients, if the input did not change the output 
changed. 

 
OSI Reviewer Comments:  The CI/Sponsor submitted documentation 
containing the corrected FEV1 predicted normal values and FEV1 % of 
predicted normal values using the subject heights as recorded in the CRF 
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from Site # 26 (Dr. Maria Trawinska Bartnicka) to the NDA.  The original 
analysis found that in the ITT population, the changes in FEV1 % predicted 
normal from baseline were significantly greater in the CHF 1538 group 
than in the Placebo group at all visits except Visit 5, the end of the first 
"OFF" cycle.  The mean change from baseline to primary endpoint in FEV1 
% of predicted normal was higher in the CHF 1538 group (6.97%) than in 
the Placebo group (0.59%) (p <0.001). The efficacy in the CHF 1538 arm 
on FEV1 % of predicted normal was significantly superior compared to that 
of the placebo in all visits, except at Visit 5 (end of the first "OFF" cycle). 
The results from the reanalysis using the recalculated FEV1 % from this site 
did not alter the overall conclusions of the study. Specifically for the 
primary endpoint, the mean change from baseline in FEV1 % predicted at 
the end of the 3rd treatment cycle (Visit 8, Week 20) continued to be higher 
in the CHF 1538 group (7.03%) than in the Placebo group (0.58%) (p< 
0.001).  This issue was discussed with the review division Medical Officer 
and Team Leader. Given that recalculation of FEV1 % from this site did not 
alter the overall conclusions of the study, the changes observed may not 
impact the review division’s analysis. 
 
The sponsor acknowledged in a letter dated July 21, 2011 that it has 
requested verification of the source data  from two additional sties, Site #13 
(Dr Ferenc Gonczi)  and Site #29 (Dr. Maciej Kaczmarski) and that they 
plan to verify the source data against the CRFs of those sites.  The sponsor 
also recovered the spirometer source input data for Site # 23 from Dr. 
Iwona Stelmach  and they plan to compare the source data against the 
CRFs. 
 

2) Failure to submit a protocol amendment [21CFR312.30]. There are no 
protocol amendments or exemptions requested for approval by the Ethics 
Committee to allow various sites not to perform respiratory function 
measurements per protocol for Study CT02.  Whole body plethysmograph 
equipment was not available at 16 investigational sites in order to perform 
respiratory function measurements for Residual Volume (RV) and Total 
Lung Capacity (TLC) during Visits 1-9 per Section 7.105 of the protocol  

 
OSI Reviewer Comments: Since the wording in the study protocol, section 7.105 
allows the use of a spirometer instead of whole body plethysmograph, OSI does not 
consider the failure to collect Residual Volume and Total Lung Capacity to be a 
regulatory violation.  In addition, since spirometry adequately characterizes the key 
changes in lung function that are of interest in CF trials, the absence of whole-body 
plethysmograph at this site does not appear to impact data reliability, nor did it 
compromise the rights, safety and welfare of subjects in the study. 

 
c. Assessment of data integrity:  

 
Although regulatory violations were noted, it is unlikely that they significantly impact 
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overall data reliability. Based on the provided Establishment Inspection Report (EIR), 
overall the study appears to have been conducted adequately, and the data submitted by the 
sponsor may be used in support of the respective indication. 
 
The review division may wish to consider excluding data from the sites of Drs. Stelmach,  
Gonczi, and Kaczmarski  from the efficacy analysis for this application if the sponsor fails 
to submit the recalculated FEV1 % predicted normal. 
 

III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
 

Three clinical investigator sites and the sponsor/monitor were inspected in support of this 
application. While regulatory violations occurred at two of the three CI sites and at the sponsor 
Chiesi Farmaceutici S.p.A., the primary efficacy and safety data from each site appears to be 
reliable (with updates as noted below) to support a regulatory approval decision based upon 
submission of corrected information with respect to spirometry data. Please see full summary 
in the CIS finalized July 14, 2011 for the inspectional findings for the three clinical 
investigator sites. There is no change in the previous conclusion regarding data integrity for the 
three CI sites. The overall assessment of findings and OSI recommendations in this addendum 
pertain to the sponsor/monitor Chiesi Farmaceutici S.p.A..  
 
Regulatory violations documented at Chiesi Farmaceutici S.p.A.’s site were failure to ensure 
proper monitoring of the study.  Monitors failed to identify that respiratory function input 
variables (i.e. age and height) were not properly retained at the site.  In addition, the predicted 
values were inconsistent despite changes in subjects’ input variables such as age and height, 
during Study CT02 at Site 26 (Dr. Maria Trawinska Bartnicka),  Site 23 (Dr. Iwona Stelmach), 
Site 13 (Dr. Ferenc Gonczi), and Site 29 (Dr. Maciej Kaczmarski).   
 
Although Chiesi Farmaceutici S.p.A. did not adequately monitor the respiratory function input 
variables and predicted values at the two sites, the sponsor provided results from the reanalysis 
using the recalculated FEV1 % from Dr. Maria Trawinska Bartnicka’s site (Site #26).  The 
recalculations did not alter the overall conclusions of the study. The results of the recalculation 
was submitted to the NDA. In addition, in a letter dated July 21, 2011, the Applicant stated that 
improvements to Chiesi’s oversight of Clinical Research Organizations (CROs) have been 
implemented since the time of study CT02 including the oversight of study monitors. In 
addition, the sponsor’s letter indicates that it has requested verification of the source data from 
two additional sites, Site #13 (Dr Ferenc Gonczi)  and Site #29 (Dr. Maciej Kaczmarski), and 
they plan to verify the source data against the CRFs for those sites.  The sponsor also recovered 
the spirometer source input data for site # 23 from Dr. Iwona Stelmach and plan to compare the 
source data against the CRFs.  The letter from Chiesi also shows that the sponsor plans to 
address the above observations in an SOP on Clinical Research Organization. 
 
In order to assess the potential impact of the data from Site #s 13, 29 and 23, on the study 
outcome, the review division should consider requesting that the sponsor recalculate the FEV1 
% predicted at the sites of Drs. Stelmach, Gonczi and Kaczmarski. The review division may 
wish to consider excluding data from Site #s 13, 29, and 23 from the efficacy analysis if the 
sponsor fails to submit recalculated FEV1 % predicted normal. 
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{See appended electronic signature page} 
 
Kassa Ayalew, M.D. 
Medical Officer 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  

 
 
CONCURRENCE:     

{See appended electronic signature page} 
 
Susan Thompson, M.D. 
Acting Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  

 
 
 

{See appended electronic signature page} 
 
Tejashri Purohit-Sheth, M.D. 
Acting Division Director 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  
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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:   July 7, 2011 
 
TO:   John Alexander, M.D., Team Leader, DAIP 

Shrimant Mishra, M.D., Medical Officer, DAIP 
Division of Anti-Infective Products 
 

FROM:    Kassa Ayalew, M.D. 
   Good Clinical Practice Assessment Branch  
   Division of Good Clinical Practice Compliance 
   Office of Scientific Investigations 
 
THROUGH:  Susan D. Thompson, M.D, 
   Team Leader (Acting) 
   Good Clinical Practice Assessment Branch 
   Division of Good Clinical Practice Compliance 
   Office of Scientific Investigations 
 
THROUGH:    Jean Mulinde, M.D. 
   Branch Chief (Acting) 
   Good Clinical Practice Assessment Branch 
   Division of Good Clinical Practice Compliance  

Office of Scientific Investigations  
 
SUBJECT:    Evaluation of Clinical Inspections. 
 
NDA or BLA:  NDA 201820  
 
APPLICANT:  Chiesi Farmaceutici S.p.A. (Chiesi) 

Via Palermo 26/A, 43122 Parma, Italy 
E-mail:  info@chiesigroup.com 
Sponsor’s Responsible Officer: Helen G. Cicirello, M.D. 

 
DRUG:  Proposed ® (CHF 1538)     
 
NME:   No 
 
THERAPEUTIC CLASSIFICATION: Standard  
 
INDICATIONS:   Management of cystic fibrosis patients with Pseudomonas aeruginosa 
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II. RESULTS (by Site):  
 
Name of CI or Sponsor  
Location 

Protocol #/ 
Site #/  
# of Subjects: 

Inspection Date Preliminary 
Classification 

Final 
Classification
 

Dr. Henryk Mazurek 
Klinika Bronchologii I 
Mukowiscydozy  
Oddzial Terenowy Instytutu 
Gruzlicy I Chorob Pluc 
Ul. Marii Sklodowskiej – Curie 2 
34-700 Rabka-Zdroj, Poland 

Study CT02 
Site #21 
N=33 
 
 
Study CT03  
Site #301 
N=50 

March 28, 2011- 
April 05, 2011 

NAI Pending 

Dr. Maria Trawinska Bartnicka
Cystic Fibrosis Centre  
Specialistic Mother And Child 
Care Centre 
Polanki St. 119 
80-308 Gdansk, Poland 

Study CT02 
Site #26 
N=29 
 
Study CT03  
Site #308 
N=16 

April 7, 2011- 
April 15, 2011 

VAI Pending 

Dr. Nikolai Kapranov 
The Cystic Fibrosis Department, 
Research Centre Of Medical 
Genetics Rams 
Matweewskaya St. 10-4-293 
Moscow, Russia 

Study CT02 
Site #32 
N=24 

April 11, 2011- 
April 15, 2011. 
 

VAI Pending 

Chiesi Farmaceutici S.p.A. 
(Chiesi) 
Via Palermo 26/A, 43122  
Parma, Italy 
 

Study CT02 
With focus on 
oversight of 
Drs. Mazurek, 
Bartnicka, and 
Kapranov 
 
Study CT03 
With focus on 
oversight of 
Drs. Mazurek 
and Bartnicka 
 

Pending Pending Pending 

Key to Classifications 
 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   

Pending = Preliminary classification based on information in 483 or preliminary 
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communication with the field; EIR has not been received from the field and complete 
review of EIR is pending. 

 
1. Dr. Maria Trawinska Bartnicka 

Cystic Fibrosis Centre  
Specialistic Mother & Child Care Centre 
Polanki St. 119 
80-308 Gdansk, Poland 
 

a.  What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 7348.811, between 
April 7, 2011 and April 15, 2011. 
 
This inspection covered subjects enrolled in Study CT02 (protocol DM/PR/10000/002/01) 
and Study CT03 (Protocol CMA-0631-PR-OO10). Subjects were enrolled in the CT02 
study at this site from December 10, 2002 to November 25, 2003.  There were 31 subjects 
screened, 29 subjects were randomized to treatment, and 29 subjects completed the CT02 
study.  Nineteen of the 29 randomized subject’s files were reviewed for completeness and 
accuracy.  All 29 subjects’ files were reviewed for the presence of signed ICF’s and to 
verify the primary and secondary efficacy and safety endpoints. 
 
Subjects were enrolled in the CT03 study at this site from May 12, 2009 to March 29, 
2010.  There were 17 subjects screened for entry into the study, and 16 subjects were 
randomized to treatment.  All 16 subjects that were randomized completed the initial 8 
week phase of Study CT03.  Eight of the 16 randomized subject’s files were reviewed for 
completeness and accuracy.  All 16 subjects’ files were reviewed for the presence of signed 
ICF’s and to verify the primary and secondary efficacy and safety endpoints. 
 
Study subject files were reviewed for verification of: 1) entry criteria, 2) diagnosis of target 
disease, 3) efficacy variables, 4) adequate adverse experience reporting. In addition, drug 
accountability records, IRB approval and dates, and sponsor monitoring records were 
reviewed.  There were no limitations to the inspection. 
 
The observations noted are based on the Form FDA 483 and the EIR. 

 
b. General observations/commentary:  

 
There was no evidence of under reporting of adverse events or protocol deviations. The 
primary efficacy endpoint was verifiable for all subject records reviewed.  The inspection 
of  Dr. Maria Trawinska Bartnicka’s site revealed that the studies were not conducted in 
accordance with the investigational plan. A Form FDA 483, Inspectional Observations, was 
issued to this investigator, mainly for failure to prepare or maintain adequate and accurate 
case histories with respect to observations and data pertinent to the investigation. For 
example: 
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i. Study CT02:  The primary efficacy variable, FEV1 expressed as percentage of 
predicted normal could not be verified for several instances of the lung function 
measurements in 21 of the 29 subjects because the predicted values remained 
constant despite changes in subjects’ input variables, i.e. age and height, 
throughout the length of the study. The MES Lung Test 1000 Spirometer 
generates predicted results based on the input values of sex, age and height. When 
changes in height and age occurred, the resulting predicted values failed to 
change. Therefore, the predicted values were not always consistent with 
documented changes. Examples of inconsistencies include: Subjects #26011, 
#26012, #26014, and #26031. 

 
OSI Reviewer Comments: The CI failed to maintain adequate and accurate 
case histories with respect to the primary efficacy variable, FEV1 expressed as 
percentage of predicted normal. The CI should have properly utilized the 
correct input variables (age and height) to calculate the primary efficacy 
variable.  
 
In response to the Form FDA 483 observation, the CI presented documentation 
(received May 4, 2011) that shows the input variables (i.e. age and height ) 
entered into the spirometry software were not retained during Study CT02. 
Height measurements were taken twice; once during physical examination and 
once by site staff performing spirometry. The height measurement taken during  
the physical examination is the height recorded in the source data. The height 
measurement taken for the spirometry measurement was the one entered 
directly into the spirometer. The spirometry software used at the time did not 
retain and record the height measurement on the spirometry printout during the 
spirometry evaluation. This resulted in the discrepancy of the input variables.    
 
The CI presented documentation containing the corrected FEV1 predicted 
normal values and FEV1 % of predicted normal values using the subject heights 
as recorded in the CRF. With the help of the study sponsor, Chiesi 
Farmaceutici, SpA., the CI presented recalculated FEV1 % predicted values 
used in the reanalysis of FEV1 % mean change from Baseline at each study visit, 
i.e., replacing all FEV1 % predicted values in the original study database 
originating from this site while maintaining all other values of FEV1% 
predicted from the other sites involved in the study. The original analysis found 
that in the ITT population, the changes in FEV1 % predicted normal from 
baseline were significantly greater in the CHF 1538 group than in the Placebo 
group at all visits except Visit 5, the end of the first "OFF" cycle.  The mean 
change from baseline to primary endpoint in FEV1 % of predicted normal was 
higher in the CHF 1538 group (6.97%) than in the Placebo group (0.59%) (p 
<0.001). The efficacy in the CHF 1538 arm on FEV1 % of predicted normal was 
significantly superior compared to that of the placebo in all visits, except at 
Visit 5 (end of the first "OFF" cycle).  
 
The results from the reanalysis using the recalculated FEV1 % from this site did 
not alter the overall conclusions of the study. Specifically for the primary 
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endpoint, the mean change from baseline in FEV1 % predicted at the end of the 
3rd treatment cycle (Visit 8, Week 20) continued to be higher in the CHF 1538 
group (7.03%) than in the Placebo group (0.58%) (p< 0.001).  This issue was 
discussed with the review division Medical Officer and Team Leader. Given that 
recalculation of  FEV1 % from this site did not alter the overall conclusions of 
the study, the changes observed may not impact the review division’s 
analysis. 

 
Dr. Maria Trawinska Bartnicka’s response (received May 4, 2011) to the Form 
FDA 483 acknowledges the above observation and provided documentation 
containing the corrected FEV1 predicted normal values and FEV1 % predicted 
normal values using the subject heights and age  as recorded in the CRF.   
 
The EIR of the inspectional findings from Dr. Bartnicka’s site indicates that the 
FEV1 values for Study CT02 entered into the spirometry software were not 
retained. OSI made an Information Request (IR) to the applicant requesting an 
assessment be provided of how pervasive this type of software data retention 
error was across study sites that enrolled subjects in Study CT02.  In  addition, 
the applicant was asked to address how the procedure for correcting the FEV1 
predicted values and FEV1% predicted values was validated and to provide 
assurance that the revised submitted values are accurate.  This information will 
be presented and discussed in Part III below.  

 
ii. The tabulated pulmonary function tests Study CT02, i.e., FEV1, FVC, and FEF 

expressed as a percentage of predicted normal were incorrectly rounded to whole 
numbers while the protocol defined case report forms provided for the FEV1, 
FVC, and FEF (% of predicted normal) values to be recorded to the tenth digit or 
one number to the right of the decimal point.  Specifically: 

 
1) The FEV1, FVC, and FEF (% of predicted) for Subject #26012 were 

reported as 85, 81, and 95% respectively at Visit 8.  The actual % of 
predicted values were 85.4, 80.7, and 94.9%. 

 
2) The FEV1, FVC, and FEF (% of predicted) for Subject #26014 were 

reported as 77, 87, and 52 respectively at Visit 8.  The actual % of 
predicted values were tabulated as 76.9, 86.7, and 52.3%. 

 
 

OSI Reviewer Comments: The CI failed to maintain adequate and accurate 
case histories with respect to the results of the pulmonary function tests (FEV1, 
FVC, and FEF) expressed as percentage of predicted normal values. The CI 
incorrectly rounded  the values to whole numbers while the protocol defined 
case report forms provided for the FEV1, FVC, and FEF (% predicted normal) 
values to be recorded to the tenth digit or one number to the right of the decimal 
point. 

  
Dr. Maria Trawinska Bartnicka’s response (received May 4, 2011) to the Form 
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FDA 483 acknowledges the above observation and describes a plan to 
implement corrective actions to prevent incorrect rounding of values to whole 
numbers in future studies. Rounding to the whole number for FEV1 is unlikely to 
significantly impact the data.  

 
There were no Form FDA 483 observations made related to CT03. 
 

c. Assessment of data integrity:  
 
Regulatory violations were observed at this site, including failure to retain source data in 
the spirometry software during Study CT02.  Availability of the same information (subject 
height and age) in the case report form allowed recalculation of the FEV1 % predicted 
which do not appear to have significantly altered the efficacy conclusions from this study.  
In the Applicant’s response dated June 28, 2011, to OSI’s Information Request, the 
Applicant submitted a revised recalculation of the efficacy outcome, which still showed no 
significant effect.  The methodology used by Chiesi appears to be valid.  The data are 
considered reliable in support of the application.   
 
 
 

2. Dr. Henryk Mazurek 
Klinika Bronchologii I Mukowiscydozy  
Oddzial Terenowy Instytutu Gruzlicy I Chorob Pluc 
Ul. Marii Sklodowskiej – Curie 2 
34-700 Rabka-Zdroj, Poland 
 

a.  What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 7348.811, between 
March 28, 2011 and April 05, 2011.  This inspection covered Study CT02 (Protocol 
DM/PR/10000/002/01) and Study CT03 (Protocol CMA-0631-PR-OO10).  
 
Subjects were enrolled in Study CT02 study at this site from November 29, 2002 to July 
21, 2004.  There were 41 subjects screened for entry into the study, and 33 subjects were 
randomized to treatment.  All 33 subjects that were randomized completed the CT02 study.  
Seventeen of the 33 randomized subject’s files were reviewed for completeness and 
accuracy.  All 33 subjects’ files were reviewed for the presence of signed ICF’s and to 
verify the primary and secondary efficacy and safety endpoints. 
 
Subjects were enrolled in Study CT03 at this site from April 20, 2009 to February 22, 
2011.  There were 62 subjects screened for entry into the study, and 50 subjects were 
randomized to treatment.  Forty-nine of the 50 randomized subjects completed the initial 
phase of Study CT03.  Twenty-five of the 50 randomized subject’s files were reviewed for 
completeness and accuracy.  All 50 subjects’ files were reviewed for the presence of signed 
ICF’s and to verify the primary and secondary efficacy and safety endpoints. 
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Study subject files were reviewed for verification of: 1) entry criteria, 2) diagnosis of target 
disease, 3) efficacy variables, 4) adequate adverse experience reporting.  In addition, drug 
accountability records, IRB approval and dates, and sponsor monitoring records were 
reviewed.  There were no limitations to the inspection. 
 
There was no evidence of under reporting of adverse events or protocol deviations. The 
primary efficacy endpoint was verifiable for all subject records reviewed.  
 

b. General observations/commentary:  
 
The inspection of  Dr. Henryk Mazurek’s site did not reveal regulatory violations.  A Form 
FDA 483, Inspectional Observations, was not issued. 
 

c. Assessment of data integrity:  
 
Based on inspectional findings and the observations noted, efficacy and safety data 
obtained from this site are considered reliable. 
 
Note: Observations noted above are based on communications with the field 
investigator; an inspection summary addendum will be generated if conclusions 
change upon receipt and review of the EIR. 
 
 

3. Dr.  Nikolai Kapranov 
Filatov Children’s City Clinical Hospital #13 (current location) 
Outpatient Department 
15 Zoologicheskaya Str. 
Moscow, Russia 123242 
 

a.  What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 7348.811, between 
April 11, 2011 and April 15, 2011.  This inspection covered Study CT02 (Protocol 
DM/PR/10000/002/01). 
 
At this site, a total of 31 subjects were screened, 24 subjects were enrolled, and 21 subjects 
completed the study.  Subject #3206 was withdrawn due to SAEs (a reaction to the drug 
both during and after administration). Two other subjects withdrew:  Subject #32004 was a 
minor whose parents withdrew consent and Subject #32025 withdrew because his parents 
thought he was in the placebo group due to poor response and wanted him to get the actual 
drug.  During the inspection primary efficacy endpoint data (FEV1 values) and informed 
consent forms for all study subjects were evaluated. The primary efficacy endpoint data 
were verifiable. 
 
Comprehensive subject file reviews were performed for a total of 12 study subjects.  Study 
subject files were reviewed for verification of: 1) entry criteria, 2) diagnosis of target 
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disease, 3) efficacy variables, 4) adequate adverse experience reporting.  In addition, drug 
accountability records, IRB approval and dates, and sponsor monitoring records were 
reviewed.  There were no limitations to the inspection. 
 
There was no evidence of under reporting of adverse events or protocol deviations. The 
primary efficacy endpoint was verifiable for all subject records reviewed.  
 
b. General observations/commentary:  
 
The inspection of  Dr. Nikolai Kapranov’s site revealed that the studies were not conducted 
in accordance with the investigational plan. A Form FDA 483, Inspectional Observations, 
was issued to this investigator for: 

 
1. Failure to prepare and maintain adequate and accurate records. For example : 

 
i. In nearly all cases reviewed, the "Treatment No." of the study drug or placebo kits 

dispensed was not recorded at the time of dispensing. Records completed at the 
time of dispensing, including physician notes (visit notes) and subsequently, line 
entries in the subject specific Drug-Dispensing Logs, failed to include the 
"Treatment No.” of the boxes or bags dispensed. Thus, study records do not allow 
confirmation that the correct treatments (drug or placebo) were dispensed to 
subjects. Protocol Section 6.301 states that the external box (70 vials per box), and 
each 5-vial interior bag, contain labeling that includes a "Treatment No." (1 to 360) 
and a "Cycle" (1, 2 or 3). By study design, the “Treatment No” on the boxes and 
bags corresponded to the randomization numbers of the subjects for whom the 
treatments were intended. The "Cycle" numbers (1-3) corresponded to the start of 
the treatment cycle at which the boxes were to be dispensed. In most records 
reviewed, dispensing records (physician visit notes) state that 70 vials of study drug 
were dispensed, but fail to specify the "Treatment No."or cycle number that 
appeared on the boxes and bags that contained the vials. 

 
OSI Reviewer Comments:  In response to the Form FDA 483 observation, the CI 
submitted pages from the drug dispensing log provided by  which 
contain the randomization number  (which is identical to  the "Treatment No")  that 
indicates medication was dispensed to subjects in Study CT02.  

 
The CI also provided an example of the Drug Dispensing Log, which shows the 
randomization number (that is also the "Treatment No.") and the cycle in which the 
treatment was dispensed. The EIR also includes a tear-off label from each patient 
kit (containing the randomization/"Treatment No."), which was affixed to the first 
page of the subject's CRF.  

 
The data presented by Dr. Kapranov in his response letter contains adequate 
documentation to confirm that study drug correctly dispensed to subjects, as 
identified in the data listings. Therefore, this observation does not impact data 
reliability.  
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ii. For Subject #32006, study records and source documents fail to include source 

documents, including physician visit notes, lab test results (hematology, chemistry, 
sputum analysis), and pulmonary function test results including spirometry readings 
were missing. The original study file for this subject was given to the subject five 
years after the study was completed, and it was reportedly lost in a fire. 
 
OSI Reviewer Comments: The CI’s response (dated April 5, 2011) to the Form 
FDA 483 acknowledges the above observation. To prevent this from happening in 
the future, the CI has instituted a Clinical Study Conducting Policy to ensure that 
original documents will never be out of the control of the Principal Investigator in 
the future. 
 
Corrective actions to prevent similar occurrences in future studies appear to be 
adequate, and this isolated finding is unlikely to impact overall data reliability.  
 

iii. Dr. Kapranov failed to retain control of source records. Two additional study 
subjects (#32012 and #32018) were given their original medical files, including 
source documentation, which were retained outside of the control of the Principal 
Investigator. Subjects #32012 and #32018 were given their medical files, containing 
source documentation, in March 2008. These files were not returned to the Principal 
Investigator until February, 2011 in anticipation of this FDA inspection. 
 
OSI Reviewer Comments: The CI response (dated April 5, 2011) to the Form FDA 
483 acknowledges the above observation.  Although the records were out of the 
control of the Principal Investigator for a period of time, the records were later 
retrieved for Subjects #32012 and #32018. According to the CI, the retrieved 
records were unaltered and complete.  
 
While it is common practice for patients to maintain their own medical records in 
some regions, given their participation in this clinical study, the clinical 
investigator should have retained at least copies of relevant source documents with 
the study records for all subjects. While the above finding is a regulatory violation, 
as records were recovered, the finding is unlikely to impact overall data reliability. 
Corrective actions to prevent similar occurrence in future studies proposed by the 
CI appear to be adequate. No significant deficiencies were noted with the returned 
source records and data listings. 
 

iv. Study records fail to identify who collected the required blood samples throughout 
the study, and source document visit records (including physician notes) do not 
indicate that blood samples were collected.  
 
OSI Reviewer Comments:  The CI response (dated April 5, 2011) to the Form FDA 
483 acknowledges the above observation.  
 
The study delegation log does not list the nurse who collected blood samples for the 
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study. However, exhibits contained in the EIR demonstrate that laboratory results 
from the hospital laboratory exist, which demonstrates that blood samples were 
collected. In his response letter dated April 5, 2011, the CI states that he has 
instituted a Clinical Study Conducting Policy to ensure all study staff and their 
responsibilities are identified in the study delegation log. 
 
While the above finding is a regulatory violation, the observation does not 
significantly impact overall data reliability, nor did it compromise the rights, safety 
and welfare of subjects in the study.   
 

v. There is no record of any study-specific training provided to nurses who collected 
blood samples, although this was the first study at Dr. Kapranov’s site that required 
use of vacutainer tubes for the collection of blood samples. 
 
OSI Reviewer Comments:  The CI response (dated April 5, 2011) to the Form FDA 
483 indicates that the study nurse had prior training regarding the use of 
vacutainers. Therefore, the observation does not appear to impact data reliability, 
nor did it compromise the rights, safety and welfare of subjects in the study.   
 

vi. Review of source data values for the primary efficacy parameter FEV1 against 
values recorded in the CRF and NDA data listings revealed four data discrepancies 
as follows: 
 
(1) Subject #32028, Visit 7:  The source data for FEV1 shows value of 1.12; 

CRF & CSR listing shows value of 1.09; 
(2) Subject #32027, Visit 5:  The source data for FEVl shows value of 1.08; 

CRF & CSR listing show values of 1.07; 
(3) Subject #32031, Visit 7:  The source data for FEV1 shows value of 3.27; 

CRF & CSR listing show values of 2.82; 
(4) Subject #32031, Visit 2:  The source data for FEV1 shows value of 2.60; 

CRF & CSR listing show values of 2.58 
 
OSI Reviewer Comments: Source data and CRF values should have been 
recorded accurately.  An investigator is required to ensure the accuracy of 
the data in the CRF and all required reports. 
 
Although the clinical investigator failed to adequately document the FEV1 
values according to the investigational plan, which is a regulatory violation, 
this observation had impact on a small percentage of the values from this 
site making it unlikely that the observed discrepancies significantly 
impacted analyses or overall data reliability.  This issue was discussed with 
the review division Medical Officer and Team Leader and they concurred 
with this assessment.  
 

2. Failure to ensure the study was conducted in accordance with the general 
investigational plan and protocol.  
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For all study subjects, the CI did not measure and report Residual Volume and Total 
Lung Capacity values as required by Section 7.105 of the protocol. It was known at the 
start of the study that the laboratory used by the site to perform lung function testing 
did not have the equipment necessary (whole-body plethysmograph) for the 
measurement of Residual Volume or Total Lung Capacity. There is no record of an 
exemption from the protocol requirement for this test being requested by the site or 
provided by the sponsor. Although this deviation from the protocol was documented in 
the CRA’s initiation visit report, there is no record of notification to the Ethics 
Committee or notification to the FDA prior to submission of the clinical study report 
regarding this protocol deviation. 

 
 

OSI Reviewer Comments: Study CT02 protocol, section 7.105, states "A self-
calibrated spirometer and/or a whole body plethysmograph will be used for all 
respiratory function measurements at the clinic visits." The CI response (dated 
April 5, 2011) indicates that the CI interpreted the "and/or" statement to mean that 
Residual Volume and Total Lung Capacity were optional. Since the wording in the 
study protocol, section 7.105 allows the use of a spirometer instead of whole body 
plethysmograph, OSI does not consider the failure to collect Residual Volume and 
Total Lung Capacity to be a regulatory violation.  In addition, since spirometry 
adequately characterizes the key changes in lung function that are of interest in CF 
trials, the absence of whole-body plethysmograph at this site does not appear to 
impact data reliability, nor did it compromise the rights, safety and welfare of 
subjects in the study.   

 
c. Assessment of data integrity:  

 
Although regulatory violations were observed at this site, it is unlikely based on the nature of 
the violations and the availability of alternative source documentation to confirm subject 
dosing, that they significantly affect the overall reliability of safety and efficacy data from the 
site.  The data are considered reliable in support of the application. 
 
4. Chiesi Farmaceutici S.p.A. (Chiesi) 

Via Palermo 26/A, 43122 Parma, Italy 
E-mail:info@chiesigroup.com 
Sponsor’s Responsible Officer: Helen G. Cicirello, M.D. 
 

a.  What was inspected?  
 
This inspection is pending. 
 

b. General observations/commentary:  
 
This inspection is pending. 
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c. Assessment of data integrity:  
 
This inspection is pending. 

 
 

III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
 

Three clinical investigator sites were inspected in support of this application.  While regulatory 
violations occurred at two of the three sites, primary efficacy and safety data from each site 
appears adequately reliable (with updates as noted below) to support a regulatory approval 
decision. 
 
The inspections documented regulatory violations at Dr. Bartnicka’s site involving inadequate 
recordkeeping.  FEV1 expressed as a percentage of predicted normal was calculated incorrectly 
because the required input variables (age and height) were not appropriately changed in at least 
one instance during the study in 21 of the 29 subjects.  Dr. Bartnicka responded with a 
recalculation of FEV1 using appropriate input data.  The resultant recalculated FEV1s did not 
result in alteration in the conclusions of the study.  The sponsor also provided an adequate 
response to queries regarding validation methods for recalculation of FEV1 % predicted. 
Although, several regulatory violations were observed at Dr. Maria Trawinska Bartnicka’s site, 
the data from Dr. Bartnicka’s site appear generally reliable.  The preliminary classification for 
this inspection is Voluntary Action Indicated (VAI).   
 
Regulatory violations documented at Dr. Kapranov’s site include inadequate recordkeeping 
and failure to follow the protocol.  Although the Treatment No. of the study drug was not 
recorded at the time of dispensing, the Clinical Investigator provided pages obtained from 

 which contained the randomization number (identical to the Treatment No.) 
which documents that subjects actually received study drug.  The remainder of the valid 
observations at Dr. Kapranov’s site do not appear to significantly impact data integrity or 
subject protection.  The preliminary classification for the this inspection is VAI. 
 
The inspection of Dr. Mazurekis’ site did not reveal regulatory violations and preliminary 
classification for this inspection is No Action Indicated (NAI).   
  
OSI submitted an Information Request (IR) to the Applicant requesting that they provide an 
assessment of how pervasive this type of software error (failure to retain source data) identified 
at Dr. Bartnicka’s site was across Study CT02 study sites. In a letter dated June 28, 2011, the 
Applicant provided a response to the IR. The software error identified during the inspection of 
Dr, Bartnicka’s site was an issue at only one additional site of the 21 sites enrolling in Study 
CT02.  Dr. Iwona Stelmach’s site (Site #23) in Poland also had software which did not retain 
the source date (subject height and age).  Dr. Stelmach screened 12 subjects and enrolled 11 for 
CT02 study.  Although the number of subjects enrolled at this site is small, the review division 
may wish to consider requesting that the sponsor recalculate the FEV1 % predicted at Dr. 
Stelmach’s site based on case report form source data (subject height and age) in order to 
assess the potential impact on study outcome.  
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Follow-Up Actions:   The inspection of the sponsor, Chiesi Farmaceutici S.p.A. (Chiesi), is 
pending.  The observations for Dr. Mazurek are based on preliminary communications with the 
FDA Field investigators.   A CIS addendum will be generated after receipt of the EIR from the 
sponsor inspection and Dr. Mazurek.  
 
 

 
{See appended electronic signature page} 
 
Kassa Ayalew, M.D. 
Medical Officer 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  

 
 
 
 
 
 
CONCURRENCE:     

{See appended electronic signature page} 
 
Susan Thompson, M.D. 
Acting Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  

 
 
 
 

{See appended electronic signature page} 
 
Jean Mulinde, M.D. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  
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• Abuse Liability/Potential 
 
 
 
Comments:       
 

X  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:       

 

X  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
 

CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
• Clinical pharmacology study site(s) inspections(s) 

needed? 
 

  YES 
X  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

 X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 
X  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:       
 

  Not Applicable 
 
X 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: Comments for 74 day letter 

 

  Not Applicable 
 
X YES 

  NO 
 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 
X  YES 

  NO 
 
X  YES 

  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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X Conduct labeling review and include labeling issues in the 74-day letter 
 

 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 (BLAs/BLA supplements only) [These 
sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
2) List the information essential to the approval of the proposed drug that is provided by reliance 

on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature.  (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.) 

  
Source of information* (e.g., 
published literature, name of 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

NDA 50-753 TOBI (tobramycin 
Inhalation Solution USP 

Clinical 

  

  

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 
 

 300 mg/4mL Solution is basically the same product as TOBIO 300 mg/5mL except 
for the amount of tobramycin solution in the vial, the nebulizer and the compressor used to 
deliver the dose. 
 
 
 

RELIANCE ON PUBLISHED LITERATURE 
 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO X
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO X
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES X       NO 
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RELIANCE ON LISTED DRUG(S) 
 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

   

   

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
 

                                                                                                                   YES        NO x 
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Name of drug(s) described in a monograph:       
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 
      

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES X       NO 
 

 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  
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(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s):       
 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s):       
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PATENT CERTIFICATION/STATEMENTS 

 
12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 

drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):  TOBI (tobramyin) 300mg/5mL Solution 
   Patent number 5508269 
 

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES X      NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 

 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
 X 21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   

 
  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 

NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 
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  21 CFR 314.50(i)(1)(ii):  No relevant patents. 
   

 
  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 

and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):  5,508,269 
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES X       NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO X 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s):       
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

 
Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES x NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
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