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This document lists observations made by the FDA representative(s) during the inspection of yotu· facility. TI1ey are inspectional 
observations, and do not represent a final Agency detennination regarding yom compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, con-ective action in response to an observation, you may discuss the objection or 
action v.,ith the FDA representative{s) dtu-ing the inspection or submit this infonnation to FDA at the address above. If you have any 
questions, please contact FDA at the phone ntunber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
OBSERVATION 1 

There are no written procedures for production and process controls designed to assure that the chug 
products have the identity, strength, quality, and purity they pmpo1t or are represented to possess. 

Specifically, 

The fnm failed to validate the manufacturing processes for sterile chug products. For example: 

• At the time of the inspection (12/10/2018), the firm had not completed the Process Validation for 
the 3mL and 5mL Triamcinolone Acetonide Suspension 40mg/mL for Injection chu g products. 

• At the time of the inspection (12/10/2018), the firm had not staited the Process Validation for the 
5mL Methylprednisolone Acetate Suspension 40mg/mL for injection. 

Fmthe1more, the fnm has manufactured- lots of Methylprednisolone Acetate SusJ)ension 40mg/mL 
for injection,l lots of Triamcinolone Acetonide Suspension 40mg/mL (3mL), and · lots of 
Triamcinolone Acetonide Suspension 40mg/mL (5mL) without validating the manufacturing processes 
since their Regulato1y Meeting with the FDA on January 8, 2018. 

OBSERVATION 2 
Aseptic processing areas ai·e deficient regarding the system for monitoring environmental conditions. 
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Specifically, 

a. The fnm does not have scientific justification for not monitoring environmental conditions 
throughout manufacturing operations within the ISO 5 Laminar Flow Hood (LFH). The 
r 1macY..echnicians will remove the non-viable paii iculate monitor from the ISO 5 LFH after 
£IQ) J of nm time. The haimac technicians will remove the viable air sampler after 

measuring with • 1.i ...--- each. The remaining manufacturing 
operations whicfi can e • aepenamg on the fill size are conducted without 
monitorin= environmental conditions. The manufacturing activities within this hood include 
[t;JICJ) _J sterilized products, Methylprednisolone Acetate (40mg/mL), Triamcinolone 
Acetonide (40mg/mL) and one aseptically filled product, Betamethasone Sodium (6mg/mL). 

b. The fnm does not monitor the differential pressure of the ISO 5 Laminai· Flow Hood during 
manufacturin~ he fnm uses this ISO 5 LFH to manufacture (b) (4) sterilized 
products and~ filled product on a routine basis. 

The fnm has man
I 

ufactured and released approximately batches of Betamethasone Sodium
(6mg/mL), 3mL; batches of Methylpredni

I 
solone Acetate (40mg/mL), 5mL; · batches of

Triamcinolone Acetonide (40mg/mL), 3mL; and batches of Triamcinolone Acetomae (40mg/mL), 
5mL since April 2017. 

I  
 

OBSERVATION 3 
Aseptic processing areas ai·e deficient regarding the system for cleaning and disinfecting the room and 
equipment to produce aseptic conditions. 

Specifically, 
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The firm failed to conduct a disinfectant efficacy study to determine the effectiveness of the cleaning agents 
utilized by the firm on the surfaces of the facilit y and equipment used in the manufacturing process of the firm's 
steri le drug product s. 

OBSERVATION 4 
Each lot of a component that is liable to microbiological contamination that is objectionable in view of 
its intended use is not subjected to microbiological tests before use. 

Specifically, 

The fnm' s process for evaluating incoming Active Pha1maceutical Ingredients (Bulle Drng Substances) 
used to manufacture sterile drng products Methylprednisolone Acetate ( 40mg/mL ), Triamcinolone 
Acetonide ( 40mg/mL) and Betamethasone Sodium ( 6mg/mL) is inadequate in that the fnm has not 
established specifications for or routinely test for bioburden and endotoxins as pait of their release 
specification. For example, the following was noted: 

• On 08/22/2018, Betamethasone Sodium Phosphate lot numbe1{QJJQ)was used to manufacture 
illvial of Betamethasone Sodium ( 6mg/mL) batch number 082318-1 which were released by 
Quality on 09/24/201 8 without having endotoxin testing completed prior to use in production. 

• On 10/ 08/ 2018, Methylprednisolone Acetate lot numbe (b) (4) as used to manufacture 
lllvials of Methylprednisolone Acetate (40mg/ ml) batch number 100818-1 w hich w ere released by 
Quality on 11/ 02/ 2018 without having bioburden or endotoxin test ing completed prior to use in 
product ion. 

• On 10/ 01/ 2018, this lot of Triamcinolone Acetonide lot numberWJIQljvas used to manufactur~ 
vials of Triamcinolone Aceton ide (40mg/ ml), 5ml lot number 100118-1 which was released by Qua lit y 
on 11/ 19/ 2018 without having bioburden or endotoxin testing completed prior to use in production. 
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OBSERVATION 5 
Procedures designed to prevent microbiological contamination of diu g products purpo1i ing to be sterile 
are not followed. 

Specifically, 

On December 13, 2018, we observed the fo llowing: 

• Operatorsllandllwere observed moving sterile vials and equipment within the 1S0-5 hood during 
the manufacturing of Triamcinolone Acetonide lot# 121318-1 and several instances were noted in which 
the top of the head and parts of the shoulders of these operators entered the hood. 

• Operator was observed conducting end of day cleaning operations within the firm's classified areas 
(1S0-8, 1S0-7, and 1S0-5). The operator was noted to be wearing sterile gloves, a sterile hood, sterile 
goggles and a sterile smock. The operator's lower legs were exposed with non-sterile scrubs, socks and 
footwear during the cleaning operations. 

• 

OBSERVATION 6 
Equipment and utensils are not maintained at appropriate intervals to prevent malfunctions that would 
alter the safety, identity, strength, quality or purity of the diug product. 

Specifically, 

• The fi rm utilizes balance - in the we ighing of all[tiJIQI raw materials used to 
manufacture the firm's fin ished drug products. The fi rm conducts calibration of the balance prior to use 
with the fol lowing certified weights: Review of the firm 's batch records for 
Methylprednisolone Acetate revealed that the firm routinely weighs the Methylprednisolone Acetate 
active ingredient in increments o- and the - raw material in increments of • . 
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• The firm utilizes pH meters to check the pH of the formulation prior to filling of the firm 's finished drug 
products. The firm conducts ca libration of the pH meter with the fo llowing pH buffer solutions:­
(b) ( 4) Review of the firm's batch records for Betamethasone Sod ium 
Phosphate revealed that the pH specifications for the Betamethasone drug product are betweeniii-

11 

OBSERVATION 7 

The fnm has failed to collect retain samples for any of the finished diug products (Triamcinolone 
Acetonide, Methylprednisolone Acetate and Betamethasone Sodium Phosphate) that have been 

manufactured since the fnm began operations in 2015. 

OBSERVATION 8 

You compound di11gs that are essentially a copy of one or more approved di·ugs within the meaning of 
sections 503B(a)(5) and 503B(d)(2). 

Specifically, 

You compound di11g products that: a) are identical or nearly identical to an approved di11g that is not on 
the di11g shortage list in effect under section 506E at the time of compounding, distribution, and 
dispensing; or b) are not identical or nearly identical to an approved diug, but contain a bulk diug 
substance that is also a component of an approved di11g, and for which there is no change that produces 
for an individual patient a clinical difference, as dete1mined by the prescribing practitioner, between the 
compounded diug and the comparable approved di11g. 
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Examples of compounded chug products that are essentially a copy of one or more approved ch11gs 
include: Methylprednisolone Acetate Suspension 40mg/mL and Triamcinolone Acetonide Suspension 
40mg/mL. 

*DATES OF INSPECTION 
12/10/2018(Mon), 12/11/2018(Tue), 12/12/2018(Wed), 12/13/2018(Thu), 12/14/2018(Fri), 
12/21/2018(Fri) 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Robert J Martin, I nvestigat or 
Erik W Koester, I nvestigat or """"' """' ~RocertJ. Marln.S X oJe,,~ 12-21-201s111156 

DATE ISSUED 

12/21 /201 8 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS PAGE 6 of 6 PAGES 




