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SUBJECT: Review of NDA-Related Establishment Inspection Report 
(EIR) and Exhibits  

Inspection Dates: 03/27/2017 – 03/31/2017 

Application #: NDA 209022 

Product Name: OptiNose Fluticasone, OPN-375 

 Applicant: OptiNose US, Inc. 
10101 Stony Hill Road, Suite 375 
Yardley, PA 19067 

 Inspection Site:  Contract Pharmaceuticals Ltd. 
7600 East Danbro Cres 
Mississauga, Canada L5N 6L6 
FEI: 3001581899 

Inspection Purpose: Pre-Approval Inspection for NDA 209022 

Inspection Type: Abbreviated cGMP surveillance inspection (Management 
Responsibility, Purchasing Controls, CAPA, Final Acceptance 
Activities, and Design Controls)  

Device Covered: OptiNose Fluticasone, OPN-375 

Investigator: Sangeeta M. Khurana, IOG 

ORA Recommendation: NAI 

SITE COMPLIANCE 
DECISION: 

NAI – Facility Clearance 

CDRH 
RECOMMENDATION:  

 
APPROVAL 

  

1. Background Information 
Contract Pharmaceuticals Ltd. (CPL) is a privately-held company which was founded in 1991 
by Peter Wege, Allan MacFarlane, and Anne Hustis. In 2000, the Wege family acquired 
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shares from the other two founders and it became a US company with a Canadian 
subsidiary (Contract Pharmaceuticals Limited Canada). 

CPL has two locations in Mississauga, the Danbro campus manufacturing facility (FEI: 
3001581899) and Meadowpine campus control laboratory (FEI: 3011158222). 

CPL develops and produces pharmaceutical products, specializing in liquid and semi-solid 
products. The Liquid products may be Suspensions and Solutions such as Nasal Sprays, Oral 
Suspensions and solutions and topical sprays. The Semi-Solid products may be Lotions, 
Creams, Ointments and Gels for example Hormone products, Wound care and Anti-
infectives and Corticosteroids. 

The firm continues to operate as a contract manufacturer. They do not own any of the Rx or 
OTC products made for distribution in the US. The Rx and OTC drug products are owned by 
this firm’s clients who contract with them to manufacture the drug products. This firm ships 
finished product to distribution centers designated by the client and the client directs the 
distribution of the drug product into the US market. 

 

2. Regulatory History 
04/07/2014 – 04/11/2014 

Conducted by: IOG 

Part 820 violations found:  820.100 

Classification: VAI 

Regulatory Action: none 

02/21/2012 – 02/24/2012 

Conducted by: IOG 

Part 820 violations found:  820.40, 820.100 

Classification: VAI 

Regulatory Action: none 

3. Quality System Review 
The review of the EIR and exhibits for compliance with the QS regulation has been completed. 
The results of the evaluation did not disclose any QS regulation violations or objectionable 
conditions that justify further FDA action. 

Nonsupportable FDA 483 Quality System Observations 
There are no non-supportable FDA 483 observations. 
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4. Observations Pertaining To Other Regulations 
There are no observations pertaining to other regulations. 

5. Compliance Decision 
Based on the review of the documentation provided, the Division of Manufacturing and Quality 
has determined that this inspection meets the criteria of a Situation II, in Compliance Program, 
CP 7383.001, Part V, dated March 5, 2012. 

Situation II was met because the deficiencies do not qualify as major at this time and the 
inspection is being classified as NAI.  

From the particular product and manufacturing processes involved, the inspection documents 
QS deficiencies of a quantity and/or type which appear to have minimal probability of 
producing nonconforming devices and/or defective finished devices. 

6. Inspection Classification 
The Division of Manufacturing and Quality concurs with the NAI classification of the EIR dated 
03/27/2017 – 03/31/2017 and recommends approval of NDA 209022. 

 

 

     __________________________  

                        Bella Pelina 
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SUBJECT: Review of NDA-Related Establishment Inspection Report 
(EIR) 

Inspection Dates: 5/11/2017 – 5/16/2017 

Application #: NDA 209022 

Product Name: OptiNose Fluticasone, OPN-375 

 Applicant: OptiNose US, Inc. 
10101 Stony Hill Road, Suite 375 
Yardley, PA 19067 

 Inspection Site:  Ximedica, LLC 
55 Dupont Drive 
Providence, RI 02907 
FEI: 3006463947 

Inspection Purpose: PMA Pre-Approval Inspection for P130023/S002  

Inspection Type: Comprehensive Baseline Level 2  

Device Covered: 

Investigator: Maryam  Tabatabaie, NWE-DO 

ORA Recommendation: NAI 

SITE COMPLIANCE 
DECISION: 

NAI – Facility Clearance 

CDRH 

RECOMMENDATION:  

 

APPROVAL 

  

On June 12, 2017, the Office of Compliance at CDRH received an email from CDER regarding a 
consult to complete an EIR Review of a recent medical device inspection conducted at Ximedica 
LLC to be leveraged in lieu of a preapproval inspection for approval of NDA 209022.   
 

Mary Wen of the Abdominal and Surgical Devices Branch of the Division of Manufacturing and 
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Quality completed the EIR Review for the inspection conducted at Ximedica LLC conducted on 
May 11-16, 2017. Her review memo is attached and indicates concurrence with the NAI 
classification. 
 

As the pre-approval inspections for the facilities involved in the manufacture of the device 
constituent of OPN-375, the subject combination device under application NDA 209022 have a 
NAI classification, CDRH recommends approval of NDA 209022. 

 

 
     __________________________  
                      Bella Pelina 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
Public Health Service 
Food and Drug Administration 
Center for Devices and Radiological Health 
Office of Compliance, Division of Manufacturing & Quality  
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 

 
 
Date:   

 
January 4, 2017 
 

To: Craig M. Bertha, CDER/OPQ/ONDP/DNDPII/NDPBIV, WO21 Rm 2548, 
Craig.Bertha@fda.hhs.gov 

  
Julia Pinto, CDER/OPQ/ONDP/DNDPII/NDPBIV, WO21 Rm 2675, 
Julia.Pinto@fda.hhs.gov 
  
Office of Combination Products at combination@fda.gov   
 
RPM: Steven Kinsley, CDER/OPQ/OPRO/DRBPMI/RBPMBI, WO75 Rm 
4668, Steven.Kinsley@fda.hhs.gov 
 
Bamidele (Florence) Aisida, CDER/OPQ/OPRO/DRBPMI/RBPMBI, WO75 
Rm 4509, Bamidele.Aisida@fda.hhs.gov 

 
Through: 

 
Vesa Vuniqi, Acting Branch Chief, CDRH/OC/DMQ/POND, 
Vesa.Vuniqi@fda.hhs.gov 
 
                      
  
___________________________________ 

 
From: 

 
Bella Pelina, CDRH/OC/DMQ/POND, Arabella.Pelina@fda.hhs.gov 

 
Applicant: 

 
OptiNose US, Inc. 
1010 Stony Hill Road, Suite 375 
Yardley, PA 19067 

 
Application # 
 
Consult #  

 
NDA 209022 
 
ICC1600847 

 
Product Name: 

 
OptiNose Fluticasone, OPN-375  

 
Pre-Approval Inspection: Yes 
 
Documentation Review:  Additional Information Required  
 
Final Recommendation: DELAY  
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You may find useful information regarding the types of documents to provide in the document 
called ‘Quality System Information for Certain Premarket Application Reviews; Guidance for 
Industry and FDA Staff,’ (2003).  This document may be found at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm0
70897.htm  
 
RECOMMENDATION 
The approvability of application NDA 209022 for OptiNose Fluticasone, OPN-375 should be 
delayed for the following reasons: 

 
(1) Deficiencies were identified during the documentation review. Additional information 

from the firm is needed to complete the documentation review. 
 

(2) A pre-approval inspection is recommended for the following facilities: 
 

a. Ximedica 
55 Dupont Drive 
Providence, RI 02907 
FEI: 3006463947 
 

b. Contract Pharmaceuticals Limited (CPL) 
7600 Danbro Crescent 
Mississauga, Ontario 
L5N 6L6, Canada 
FEI: 3001581899 
 
 

 
 
 
 
 
      __________________________   
                      Bella Pelina 
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Prepared: APelina: 01/4/2017  
Reviewed:   
 
CTS: ICC1600847 
NDA 209022 
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INSPECTIONAL GUIDANCE 
 
Firms to be inspected: 
 
a. Ximedica 

55 Dupont Drive 
Providence, RI 02907 
FEI: 3006463947 

 
b. Contract Pharmaceuticals Limited (CPL) 

7600 Danbro Crescent 
Mississauga, Ontario 
L5N 6L6, Canada 
FEI: 3001581899 

 
CDRH recommends the inspection under the applicable Medical Device Regulations of the two 
aforementioned facilities.   
 
 A limited inspection is recommended focusing on Management Responsibility (21 CFR 820.20), 
Purchasing Controls (21 CFR 820.50), CAPA (21 CFR 820.100), Final Acceptance Activities (21 CFR 
820.80), and Design Controls (21 CFR 820.30) for the OptiNose Fluticasone, OPN-375 (NDA 
209022). 
 
Additionally, evaluate the manufacturing activities associated with the manufacturing/assembly 
of the finished combination product, including in process and final acceptance activities.  
Detailed inspection guidance will be provided upon request. 
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REGULATORY STRATEGY 
The establishment inspection report (EIR) for the firm should be shared with CDRH (The EIR 
should be assigned to CDER and then sent to CDRH as a consult for review).  If the inspection is 
being classified Official Action Indicated (OAI), the District should consider recommending 
appropriate regulatory action with consultation from CDER and CDRH and whether the violation 
is drug or device related.   
 
Questions regarding this consult should be referred to one of the following individuals: 
 
Primary Contact 
Bella Pelina 
Consumer Safety Officer 
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 
Division of Manufacturing and Quality  
Office of Compliance, WO66 Rm 3453 
Phone: 240-402-6010 
 
Secondary Contacts (if Primary is unavailable and a timely answer is required) 
Vesa Vuniqi 
Acting Branch Chief  
Physical Medicine, Orthopedic, Neurology, and Dental Devices Branch 
Division of Manufacturing and Quality  
Office of Compliance, WO66 Rm 3438 
Phone: 301-796-6614 
 
THIS ATTACHMENT IS NOT TO BE PROVIDED TO THE FIRM OR SHOWN TO THEM DURING THE 

INSPECTION. THIS ATTACHMENT CONTAINS PREDECISIONAL INFORMATION 
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OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
3. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet?  For a naturally-
derived API only, are the facilities responsible for 
critical intermediate or crude API manufacturing, or 
performing upstream steps, specified in the 
application?  If not, has a justification been 
provided for this omission? For each site, does the 
application list:
 Name of facility,
 Full address of facility including street, city, 

state, country 
 FEI number for facility (if previously registered 

with FDA)
 Full name and title, telephone, fax number and 

email for on-site contact person. 
 Is the manufacturing responsibility and 

function identified for each facility, and
 DMF number (if applicable)

 sites listed on 356h:

 Contract Pharmaceuticals Ltd. (FEI 
3001581899)

 Contract Pharmaceuticals Ltd. (FEI0 
3011158222)

4. Is a statement provided that all facilities are ready 
for GMP inspection at the time of submission?
For BLA: 
 Is a manufacturing schedule provided?
 Is the schedule feasible to conduct an 

inspection within the review cycle?
DRUG SUBSTANCE INFORMATION

5. For DMF review, are DMF # identified and 
authorization letter(s), included US Agent Letter of 
Authorization provided?

There is one DMF for the , 
DMF 

6. Is the Drug Substance section [3.2.S] organized 
adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

 general information
 manufacture 

o Includes production data on drug substance 
manufactured in the facility intended to be 
licensed (including pilot facilities) using 
the final production process(es)

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots – 
BLA only

o Includes complete description of product 
lots and their uses during development – 
BLA only

 characterization of drug substance
 control of drug substance

Most information for the API is provided 
by reference to DMF  
(electronic file reviewed recently for an 

application and found 
to be “adequate with information 
request.”

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
o Includes data to demonstrate comparability 

of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots) – BLA only

 reference standards or materials
 container closure system
 stability

o Includes data establishing stability of the 
product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?
 Description and Composition of the Drug 

Product 
 Pharmaceutical Development 

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots

o Includes complete description of product 
lots and their uses during development

 Manufacture 
o If sterile, are sterilization validation studies 

submitted? For aseptic processes, are 
bacterial challenge studies submitted to 
support the proposed filter?

 Control of Excipients 
 Control of Drug Product 

o Includes production data on drug product 
manufactured in the facility intended to be 
licensed (including pilot facilities) using 
the final production process(es)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots)

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Analytical validation package for release 
test procedures, including dissolution

 Note that as part of the clinical 
program, there was a BE study 
performed (relative to an RLD, 
Flonase Nasal Spray) in support of 
this NDA

 See P.2 for (one-time) drug product 
characterization study results as per 
Agency guidance recommendations 
for nasal sprays

 See P.5.4 for CoAs for clinical and 
registration batches

 P.2.4 outlines “minor” modifications 
that were made to the CCS after 
clinical phase III (in the  of 15-
JUL-2015, we recommended that the 
sponsor use the final to-be-marketed 
version of the device in important 
clinical and other supportive studies)

 The process reviewer will need to 
evaluate the microbiology attributes 
in P.2.5.2

 Excipients are all compendial grade 
and tested with compendial 
methodology (no novel excipients)

 “Registration batches” were 
produced at , which has 
discontinued manufacture of  

 thus the new drug 
product manufacturer is  Note 
that the applicant does provide 
stability data (up to 18 months long 
term) for drug product manufactured 
at the intended  commercial site; 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)





OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
The in-process controls, and controls on 
input materials, container closure system 
and drug product remain principally the 
same for commercial production at the 

 and  However, 
minor differences in the execution of 
specific tests or testing have been made 
over the course of the product 
development. (Module 2.3.P Page 55).

Depending on the extent of  changes in 
formulation, process and assembling 
system and the potential impact on the 
product quality and in vivo performance 
associated with the manufacturing site 
change, in vitro and/or in vivo data may 
be needed to ensure that the to-be-
marketed product is comparable to the 
pivotal clinical batch.  It is noted that the 
batch release and stability data for clinical 
or registration batches from  are 
provided in the submission (Module 
3.2.P.5.4 and 3.2.P.8.3) but whether the 
data is adequate to show the equivalence 
of products manufactured at the two sites 
could be a review issue. The evaluation 
and comments from product quality and 
process reviewers regarding the 
manufacturing site change will be needed 
for the evaluating the manufacturing site 
change from biopharmaceutics 
perspective.

10. Does the application include a biowaiver request?  
If yes, are supportive data provided as per the type 
of waiver requested under the CFR to support the 
requested waiver?  Note the CFR section cited.

11. For a modified release dosage form, does the 
application include information/data on the in-vitro 
alcohol dose-dumping potential?

12. For an extended release dosage form, is there 
enough information to assess the extended release 
designation claim as per the CFR?

13. Is there a claim or request for BCS I designation?  If 
yes, is there sufficient permeability, solubility, 
stability, and dissolution data?  

REGIONAL INFORMATION AND APPENDICES
14. Are any study reports or published articles in a 

foreign language?  If yes, has the translated version 
been included in the submission for review?

15. Are Executed Batch Records for drug substance (if 
applicable) and drug product available?  

See box 2 above

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

(b) (4)



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
16. Are the following information available in the 

Appendices for Biotech Products [3.2.A]?
 facilities and equipment

o manufacturing flow; adjacent areas
o other products in facility
o equipment dedication, preparation, 

sterilization and storage
o procedures and design features to prevent 

contamination and cross-contamination
 adventitious agents safety evaluation (viral and 

non-viral) e.g.:
o avoidance and control procedures
o cell line qualification 
o other materials of biological origin
o viral testing of unprocessed bulk
o viral clearance studies
o testing at appropriate stages of production

 novel excipients
17. Are the following information available for Biotech 

Products:
 Compliance to 21 CFR 610.9: If not using a 

test method or process specified by regulation, 
data are provided to show the alternate is 
equivalent to that specified by regulation.  For 
example:

o LAL instead of rabbit pyrogen
o Mycoplasma

Compliance to 21 CFR 601.2(a):  Identification by 
lot number and submission upon request, of 
sample(s) representative of the product to be 
marketed with summaries of test results for those 
samples



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW Attachment 1 – Draft Instructions for Use

________________________________________________________

________________________________________________________

Start of Applicant Material
(b) (4)



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW Attachment 1 – Draft Instructions for Use

End of Applicant Material

________________________________________________________

________________________________________________________

(b) (4)
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