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                                                                                                                                                                 Public Health Service

DEPARTMENT OF HEALTH & HUMAN SERVICES                                   Food and Drug Administration

                                                                Memorandum

Date: May 16, 2016

From: Juandria Williams, PhD
OPQ/OPF/DIA/Branch III

Subject:: Update on the Facility Status and OPF Overall 
Recommendation to support NDA 208010

Thru: Grace McNally, Branch Chief, OPF/OPF/DIA/Branch III

To: Danae Christodolou, PhD; Branch Chief, OPQ/ONDP/Branch VI

Applicant: OPKO Ireland Global Holdings Ltd.
4400 Biscayne Blvd.
Miami, FL  33137

Establishment
:

A pre-approval and surveillance inspection was performed at  
.  The DO initially classified the inspection OAI and determined 

the facility unacceptable due to significant GMP observations under the surveillance coverage.  
Deficiencies in the production control systems, laboratory controls, cleaning validation, standard 
operating procedures, deviation and OOS investigations, and employee training were observed.  
However no significant deficiencies specific to RAYALDEE® were observed.  Due to the GMP 
concerns, the DO placed a pOAI alert on the facility in Panorama and recommended 
withhold; OPF further recommended a “withhold” based on the district’s recommendation.  A CR 
was submitted March 28, 2016.

The Agency received the applicant’s (OPKO Ireland Global Holdings Ltd.) response to the CR on 
April 22, 2016, the start date of the current review cycle.  The DO Compliance Branch 
proceeded to review and evaluate the inspection results, including  response to the 483 

 and the investigator’s EIR (completed ; they subsequently
classified (final) the inspection as VAI. The DO Compliance Branch determined that the 
firm’s response was largely adequate.  The district will request additional responses from 

to address remaining concerns.  

The DO Pre-approval Manager (PAM) notified OPF  of the final VAI 
classification, removed the pOAI alert in Panorama, and recommended the facility be approved to 
support the NDA.  Based on the district’s recommendation, OPF considers the facility acceptable 
to support NDA 208010.
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If you have any questions, please contact me at (phone number) or by email at
juandria.williams@fda.hhs.gov.

Juandria Williams, PhD
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