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Per the response to a CMC 
request for information received on Sept. 20th,  current NDA sponsor (Hikma) has added a new drug product 
manufacturing facility (West-Ward Columbus Inc.  FEI 1510690) while withdrawing originally proposed facility 
(Insys). Per the Form 356h, new manufacturing facility is not ready for inspection until end of June 2020 

Effective August 29, 2019, the new owner for the application referenced above is Hikma Pharmaceuticals USA Inc. 
(Hikma). Hikma acquired ownership of this application from Insys Therapeutics, Inc. Hikma commits to honoring the 
agreements, promises and conditions made by lnsys Therapeutics, Inc. and will advise the FDA of any changes in the 
conditions in the application….Hikma is currently in the process of transferring equipment and manufacturing 
processes to WWCI. The analytical methods are also being transferred to WWCI at this time with the exception of the 
testing performed by outside labs as indicated in the application. 
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8.2.2. Reliability Verification Testing: 

Based on this feedback, Insys tested at least 480 devices each from two lots of combination product packaged in 20 
shippers each to verify reliability. 
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Of the 20 shippers that were opened, only 1 device in one shipper was found to have a loose vial holder (plunger), 
wherein the bridges connecting the plunger to the actuator were broken. It was suspected that the loose vial plunger 
would not affect functionality, so this device was actuated with the other devices for spray actuation content. 
 

 

Two lots were tested for reliability (Lot #s 10361017 and 10291017). For one lot, 10 devices out of 504 inspected from 21 
shippers showed vial holder separated. The damage was traced back to the root cause of shipping drop test not being 
performed as per the protocol. The damage was a result of higher impact during the drop test. All the devices tested 
including the ones where vial holder separated, actuated properly to deliver the desired dose and have no impact on the 
device functionality. 
 
For the second lot all the devices actuated properly to deliver the desired dose. One device thathad vial holder separated 
also actuated properly to deliver the dose. Results show that for devices that have aged for 8 months at 40°C/75%RH 
condition and subjected to shipping simulation of vibration, drop and low altitude, the device performed as designed.  
 
There were no device failures. 
 
As specified in the protocol, the damage to the device was reviewed and the root cause was determined to be higher 
impact stress applied during shipping simulation. In order to mitigate this kind of damage to the device, shipping 
procedures will be reviewed further, and additional controls will be added prior to commercial launch if appropriate. 
 

 
The damage was traced back to the root cause of shipping drop test not being performed as per the protocol. The 
damage was a result of higher impact during the drop test. All the devices tested including the ones where vial holder 
separated, actuated properly to deliver the desired dose and have no impact on the device functionality. 
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To replicate this diverse potential user base, the sample for this study included lay user adults ages 20 to 70 with normal 
literacy levels, youth ages 12 to 17, and adults with low-literacy levels. Lay users were included for this research because 
they represent the worst case scenario. 
 

There were additional tasks that resulted in a missed dose, which could be considered critical tasks. However, all the 
tasks involving a missed dose (for e.g., opening the blister to take device, preparing the device for administration) lead to 
the above two critical tasks. Therefore, by testing the above two critical tasks all the other tasks involving missed dose 
will be covered.  
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and Quality System processes are governed through our Quality Manual 
and Quality Control Unit (QCU) internal procedures. 

: 
 
Hikma acknowledges the Agency’s request to provide a summary of our 
design control system for the device constituent part and combination 
product. Design controls are a structured method of ensuring that the 
device and drug function together as required. A design control process 
requires the following steps, which are separated into three distinct 
phases: 
 

Phase 1: Development and Design: 
Product Identification 
Design Planning 
Design Input 
Design Output 
Design Verification 
Design Validation 

Phase 2: Design Transfer: 
Design Transfer 
Process Validation 

Phase 3: Lifecycle Management: 
Design Changes 

 
Design Control incorporates periodic Design Reviews at designated 
stages within the design control process (i.e. at the end of each design 
phase or as applicable). The Design Review consists of a documented, 
comprehensive, systematic examination of a design to evaluate the 
adequacy of the design requirements, evaluation the capability of the 
design to meet those requirements and identify potential design 
problems early in the development process. 
 
A Design History File (DHF) is maintained for each combination 
product. The DHF is a compilation of records which describes the 
design history of the medical device and is subjected for design reviews. 
Hikma will maintain the DHF for portions of the device/combination 
product, which are under Hikma control with references to the specific 
contract manufacturer(s) responsible for their parts of the DHF (e.g. 

. 
 
All design control process steps are described in the design control 
internal procedure for development and for transfer and lifecycle, while 
design changes are controlled by the change control internal procedure. 
Design controls ensure that specified design requirements are met 
including user needs and the intended use of the finished product. The 
design control process is defined in three distinct phases: Design and 
Development, Design Transfer, and Lifecycle management and 
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commercial manufacture. These phases are aligned with the stages of 
drug process validation. Hikma’s internal procedures are available for 
review on site. 
 

 

Hikma acknowledges the Agency’s request to provide a summary of our 
purchasing control system for the device constituent part for use in this 
combination product. Purchasing control processes are established and 
maintained to ensure that all purchased or otherwise received product 
and services conform to specific approved specifications and 
requirements. Suppliers are selected and evaluated as a part of the 
company's supplier management program. This evaluation 
comprehensively assesses the supplier’s financial status, business 
operations, regulatory/cGMP compliance as well as safety and social 
performance. Supplier performance data for purchased or otherwise 
received product is managed through purchasing agreements, quality 
agreements, and testing specifications. These agreements contain a 
requirement that the supplier will provide prior notice of changes. 
Hikma’s purchasing control processes are described in the Hikma’s 
internal procedures. Hikma’s internal procedures are available for 
review on site. 

Hikma acknowledges the Agency’s request to provide a summary of our 
corrective and preventive actions (CAPA) system. Hikma’s CAPA 
process is described in the CAPA internal procedures. Hikma’s CAPA is 
the mechanism that identifies, implements, and verifies effectiveness of 
actions to correct the root cause of deviations, trends, complaints and 
other nonconformance's. The device component, assembly and design 
are considered during root cause analysis during investigations to 
identify existing and potential cause of nonconformances. The CAPA 
process also includes preventative measures to prevent occurrence of 
potential issues. Hikma’s internal procedures are available for review 
on site. 
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Plume Geometry Determination for Nasal Sprays

Guidance for Industry, Nasal Spray and Inhalation Solution, 
Suspension and Spray Drug Products – Chemistry, Manufacturing, and Controls Documentation 
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Hikma wishes to inform the Agency 
that commercial manufacturing will be moved to West-Ward Columbus Inc. (WWCI) in Columbus, Ohio
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Insys tested at least 480 devices each from two lots of combination 
product packaged in 20 shippers each to verify reliability
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To support verification of your system level reliability you provide spray actuation content performance
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shipping drop test not being performed as per the protocol

it was suspected that the loose vial plunger would not affect functionality.

In order to mitigate this kind of damage to the device, 
shipping procedures will be reviewed further, and additional controls will be added prior to commercial 
launch if appropriate
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Hikma acknowledges that the % alcohol formulation may have 
slightly different spray characteristics compared to that of the 20% alcohol formulation due to minor 
differences in  solution properties including viscosity, specific gravity, and density”. 
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