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Pramod K. Sharma, Ph.D., Vice President, Quality 

FIRM NAME 
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STREET ADDRESS 
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Outsourcing Facili1y 

'THIS DOCUMENT LISTS OSSERVATIONS MADE BY THE FOA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL OBSERVATIONS. ANO 00 NOT 
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO 
IMPl.EMENT, CORRECTIVE ACTION INRESPDNSE TOAN OBSERVATION, YOUIJAY DISCUSS THE OBJECTION O~ACTION WlTH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION 
OR SUBMIT THIS INFORMATION TO F'OAAT THE ADDRESS ABOVE. IF YOU HAVE »ff QUESTIONS, PLEASE CONTACT FOAAT THE PHONE NUMBER ANOAOORESSASOVE. 

DURING AN INSPECTION Of YOUR FIRM WE OBSERVED: 

OBSERVATJON 1 

Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, 

a. The following batches of ophthalmic sterile drug products that were manufactured, released, and distributed to the 

market were not environmentally monitored for non-viable and viable airborne particles counts. During these 

manufacturing operations the 1 <l?J (4) 1 and the @(4) ! 
were not operational. Additionally, the media fills that were produced to support .the sterile manufacturing 

operations of the below lots were also not environmentally monitored for non-viable and viable particle counts. 

. 

Product Lot Number 

PrednisolDne (l.0%)/Garifloxacin (0.5%)/Nepafenac (0.1 %)
(PGN) - Droppers 

JAN007 and FEB002 

Triamcinolone (l 5mg/mL)/Moxifloxacin HCI (l mglmL) 
(TM)- vials for injection 

JAN008, JAN009, JANOIO, IANO J7, JAN0 l8, JANOl9, and 
JAN026. 

Triamcinolone (15mg/mL)/Moxifloxacin HCI (I mg/mL)/ 
Vancomycin (IO mg/ml) (TMV) - vial s for injection 

JAN021, JAN022, JAN023, FEB006, FEB007, and FEB008 

Media Fills JANOOl, JAN002, JAN003, JAN004, JAN005, JAN006, and 
JAN025 

-

. 

Triamcinolone (15 mg/mL)/Moxi tloxacin HCl (I mg/ml), lots JANO l 0 and JAN026 received customer complaints in 

regard to foreign particles. 

Triamcinolone (1 5 mg/mL)/Moxifloxacin HCI (I mg/mL), Jots JANO l 9 and JAN026 received a customer complaint in 
regard to a patient who developed endopbthalmitis and Staphylococcus epidennidis that was identified by a hospital 

clinical laboratory. 
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THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTlONAl OBSERVATIONS, ANO 00 NOT 
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IMPLEMENT, CORRfCTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WITH THE FOA REPRESENTATIVE($) DURING THE INSPECTION 
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b. Personnel monitoring is limited to the employee'({6H ..ilH taken[(I:)) (4) iThere is no 
monitoring of the employee's sleeves, chest, or forehead despite observance that they enter the ISO 5 area during 
manufacturing. 

c. There is no procedure on how to use the information that can be collected during environmental monitoring in order 
to assess and prevent situations that could impact drug product sterility. 

OBSERVATION 2 

. ... 
Procedures designed to prevent microbiological contamination of drug products purporting to be sterile do not include adequate 
·validation of the sterilization process. 

Specifically, the smoke study of the ISO 5 laminar air flow hood was either not provided or Jacked critical activities to 
demonstrate that the HEPA filtered air supply can maintain aseptic conditions. For example: 

a. The initial visualization of the unidirectional air flow (smoke study) to support the sterile filling operations in 
the lSO 5 n o) (~)] laminar air flow hood during faIJuary and February 2017 was not found or provided . 
during the inspection. 

b. The air flow pattern visualization (smoke study) conducted onL (~) (4) failed to include critical 
activities, such as product filling, manipulation and actions whwth-el (b) (4) is present with '(6)(4}' 

operators in the laminar air flow hood. The smoke study was conducted with:(b) ( 4) 'present 
without the I (oH4) I that holds the bulk product while no product filling occurred. 

n
This smoke study also 

failed to demonstrate a continued pattern of unidirectional air flow. The video lasted on.zi:ri. 
OBSERVATION 3 

Written procedures for cleaning and maintenance fa il to include description in sufficient detail of methods, equipment and 
materials used. 

SEE 
REVERSE 

OF THIS 
PAGE 

Specifically, cleaning procedure EQU-UMR-NJR-007, Cleaning, Disinfection, and Decontamination of Clean 
Rooms and Equipment, fails to describe in sufficient detail the cleaning techniques and necessary steps to clean 
and disinfect the laminar air flow hood (ISO 5), used for filling sterile drug products. Additionally, this SOP also 
fails to describe the method used to clean various fixtures in the ISO 7 filling room suc'h as the plastic curtain, 
doors, and piping located on the wall. 

In addition, the effectiveness of the sanitization procedures have not been demonstrat·ed through surface samples 
before and after cleaning and disinfection of the ISO 7 and laminar air flow hood (ISO 5) areas. 
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rTHIS DOCUMENT USTS OBSERVATIONS MADE BY THE FOAREPRESENTATIVE(S) DURING THE INSPECTION OFYOURFAClUTY. THEY ARE INSPECTIONAL OBSERVATIONS, ANO 00 NOT 
[REPRESENT A FINAL AGENCY OETERl.'lNATK>N REGARCJNG YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTEO, OR PLAN TO 
MPLEMENT. CORRECTIVE ACTIOll I» RESP()t.ISE TOAN OBSERVATION, YOU MAY OISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESEflTATIVE(S) OURJNG THE INSPECTION 

OR SUBMIT THIS INFORW. TION TO FDA AT Tl-IE A00R£SS ABOVE. IF YOU HAVE ANY OUESTIOllS, Pl.EASE CONTACT FDA AT THE PHONE NUMBER ANO AOORESS ABOVE. 
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OBSERVATION 4 

There is a failure to thorougbly review any unexplained discrepancy whether or not the batch bas been already distributed. . . . 

Specifically, thorough investigations for the following customer complaints were not conducted and corrective actions 
were not implemented or documented. 

a. On 04/04/2017, a consumer complaint reported the presence of black/grey particles in Triamcinolone (15 

mg/mL)/MoxHloxacin HCI (1 mg/mL), lot numbers JAN026 and FEBO! I. Lot JAN026 was released and 

commercially distributed to approximately (t>) (4) I customers without environmental monitoring of non-

viable and viable airborne particle counts during the filling operation because the I (t>) (4) I 
(b) 4 and the [ (t>)(4) I were not operational. Lot FEBO I I was released and 

commercially distributed to approximately! (I:) <4) t customers. The retain samples for both lots were not 
evaluated to determine if they were contaminated with particles. The investigation into Lot JAN026 was not 

extended to other batches that were also processed without non-viable and viable airborne particle monitoring. 
The black/grey particles were not analyzed by a laboratory to determine their identity. Additionally, a root 

cause was not identified and corrective and preventive actions were not put into place. 

b. On 04128/2017, a consumer complaint reported the presence of unknown particles in Triamcinolone ( 15 
mg/mL)/MoxiOoxacin HCI (I mg/mL), Jot number JANO 10. This lot was released and commercially 

distributed to approximately 6J 4 customers without environmental monitoring of non-viable and viable 
airborne particle counts during the filling operation because the I (bf(4) l and thelbH41 

I (b) (4) I were not operational. The retain sample was not evaluated to determine if 
it was contaminated with particles. The action to obtain the vials with particles was not completed as of 

-05/30'2017 despite receiving the complaint over 1 month ago. No root cause has been identified or corrective 

and preventive actions put into place. 

c. In March 2017, Moxifloxacin 5 mg/mL (0.5%) Injectable lot MAR034 designated as the first validation lot 

was manufactured and rejected due to unknown crystallization pa11icles observed during the visual inspection 

process. The visual inspection was stopped, the batch record was not fmished, no investigation was initiated, 
and no root cause has been detennined. The second Moxifloxacin 5 mg/mL (0.5~) Injectable validation lot 

MAR035 was manufactured using an identical process as MAR034, released, and commercially distributed to 
the market without assurance that it might be impacted by the same root cause. 
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THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRfSENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAI. OBSERVATIONS, ANO DO NOT 
REPRESENT A ANAL AGENcY DETERMINATION RE~NG YOJR COMPLIANCE. IF YOU HAVE AN OBJECTION RE~ROING AN OBSERVATION, OR HAVE IYPlEMENlED. OR PIAN TO 
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DURING AN INSPECTION OF YOUR ARM WE OBSERVED: 

OBSERVATION 5 

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

Specifically, there is no establisbed procedure that details how to conduct the I (D) (4) I test for Moxifloxacin 5 
rng/mL (0.5%) Injectable as well as what equipment and materials are needed for the test. In addition, the gauge of the 
r(o) (4) used to perfonn this I(~ (4)1 test is not calibrated and there is no establisheo(b) (4) calibration procedure. 

OBSERVATION 6 

Production personnel were not practicing good sanitation and hi:alth habiis. 

Specifically, on 04/26/2017, during the filling operation of Prednisolone (l.0%)/Gatifloxacin (0.$%)/Nepafenac (0.1 %} 
- Droppers lot APR024 we observed two occasions when the sterile operator's band passed a bag and a tray from the 
ISO 7 to the ISO 5 area without spraying their gloved hands with sterile'(l:l) (ill , 

OBSERVATION 7 

Examination of a lot of a component, drug product container or closures liable to contamination with extraneous adulterant is 
deficiently examined against established specifications for such contamination. 

Specifically, there is no assurance that the incoming plastic bottles sterilized byl (o) (4J---l and used for filling the 
following fin ished drug products are free ofC {D) (4 )I residue. Neither Imprimis nor the bottle supplier perform 
testing or have documentation to show that they are free of residue. 

• 

• 

• 

Prednisolone (1.0%)/Gatifloxacin (0.5%)/Nepafenac (0.1%)- Droppers 

Prednisolooe {I .0%)/Gatifloxacin (0.5%)- Droppers 

Prednisolooe (1.0%)/Nepafenac (0.1%) - Droppers 
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REPRESENT A ANAL AGENCY DETERMINATION REGARllNG YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PIAN TO 
MPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY OISCUSS THE OBJECTION OR ACTIOI~ WITH THE FDA REPRESENTATIVE(S) OURJNG THE INSPECTION 
ORSUBl.'JT THIS IWFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS. PLEASE CONTACT FOAAT THE PHONE NUMBER ANO ADDRESS ABOVE. 

(>U!~ING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 8 

The identity of each component of a drug product is not verified by conducting at least one test to verify the identity, using 
specific identity tests if they exist. 

Specifically, the following lots of API were used to manufacture sterile drug products without having a certificate of 
analysis from the supplier and their identification was not verified by conducting at least one test. 

a. Vancomycin Hydrochloride, lot number (15) @JJ used to manufacture the validation batch Triamcinolone (15 
mg/mL)/Moxifloxacin HCL ( 1 mglmL)/Vancomycin (l 0 rng/mL) Injection lot# JAN02 l. This finished sterile 
drug product was commercially distributed in 0212017. 

b. Vancomycin Hydrochloride, lot oumberr<of Fr)l used for the manufacture of Triamcinolone (15 
mg/mL)/Moxifloxacin HCL (1 mg/mL)/Vancomycin (10 mg/ml) lot numbers JAN022, JAN023, FEB006, 
FEB007, and FEB008. These finished drug products were corrunercially distributed throughout February and 
March 2017. 

OBSERVATION 9 

Adequate lab facilities for testing and approval or rejection of drug products are not available to the quality control wiit. 

Specifically, contract laboratory fac ilities have not been audited or qualified to detennine their adequacy for testing of 
drug products and media fills: 

SEE 
REVERSE 

OF THIS 
PAGE 

a. There are no agreements or procedures in place with any of the contract laboratories (chemical and 
microbiological) to infonn Imprirnis about issues that occur during laboratory testing such as deviations and 
out of specification (OOS) results. 

b. There is no assurance that the contract laboratory used for the sterility and endotoxin testing for Triamcinolone 
(15 mg/mL)/Moxifloxacin HCI (1 mg/mL)/Vancomycin (I 0 mg/mL) Injectable lot numbers JAN021 and 
FEBO I 4, and endotoxin testing for Prednisolone (1.0%)/Gatifloxacin (0.5%)/Nepafenac (O.l %) lot number 
APR024 has the capability to perfonn the required testing in an accurate, precise, and reliable way. 

c. There is no assurance that the contract laboratory used for the detennination and identification of 
microbiological growth in media .fill batches (e.g., JANOO I, JAN002, JAN003 , JAN004, JANOOS, JAN006, 
JAN025, FEB06 l, MAR002, and MAR003) has the capability to perform the required testing in an accurate,­
precise, and reliable way. 
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OATE(S) OF INSPECTION 
04124!2017-0711012017• 

Parsippany. Ni 070S4 
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THIS DOCUMENT LISTS O!ISl:RVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL OBSERVATIONS. AND DO NOT 
REPRESElfT A ANAL AGENCY DETERMINATION REGARDING YOUR COMPUAllCE. IFYOU HAVE AN OBJECTION REGARDING AN OBSERVATION. OR HAVE IMPt£tJ.ENTEO. OR PLAN TO 
MP'LEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY OlSCUSS THE OBJECTION OR ACTION WlTH THE FDA REPRESEtflATIVE(S) DURING THE INSPECTION 
OR SUBMIT THIS INFORMATION TO FDA AT THE AOOAESS ABOVE. IF YOU HAVE ANY QUESTIONS, Pl..£ASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE. 

DURING AN lNSPCCTlON Of YOUR FIRM WE OBSERVED: 

OBSERVATION 10 

Laboratory controls do not include the establishment of scientifically sound and appropriate sampling plans designed to assure 
that drug products confonn to appropriate standards of identity, strength, quality and purity. 

Specifically, the number of finished product samples taken per batch is dictated by the contract laboratory. There is no 
Imprim.is procedure or sampling pJan that is used to detennine if a representative quantity of drug product was taken. 
The following sterile drug products were involved in a customer complaint where a patient developed endophthalmitis 
and Staphylococcus epidermidis was identified by a hospital clinical laboratory. 

SEE 
REVERSE 

OF THIS 
PAGE 

a. Triamcinolone (15 mg/mL)/Moxifloxacin HCl (1 mg/mL) Injectable lot JANOI9, commercially released 
to the market to approximately · H customers during 2017 bad a batch size of approximately !bl 4< > vials. 
The sample size for chemical analysis (potency) Wa.!(bH•l vials and the sample size for sterility and 
endotoxin testing was H ' vials. 1 (15) (4) I was analyzed for eudotoxiritesting. 

b. Triamcinolone (15 mg/mL)/Moxifloxacin HCl (I mg!mL) Injectable lofJAN026, commercially released 
to the market to approximately 14> >custorners during 2017 bad a batch size of approximately (b) (4)vials. 
The sample for chemical analysis (potency) wasltitt'l vials and the sample size for sterility and endotoxin 
testing wa~ vials. l (b) (4)1 was analyzed for endotoxin testing. 

c. Triamcinolone (15 mg/mL)/Moxifloxacin HCI (I mg/mL) Injectable lot FEB036, commercially released 
to the market to approximately~ customers during 2017 had a batch size of approximately (6)1'1) vials. 
The sample for chemical analysis (potency) wasEj vials and the sample size for steri lity and endotoxin 
testing was!ti>C vials. l (b) (4)1 was analyzed for endotoxin testing. 

d. Triamcinolone (15 mg/mL}/Moxifloxacin HCl (I mg/mL) Injectable lot FEB037, commercially released 
to the mar~et to approximately w· customers during 2017 had a batch size of approximately rcDI C4l vials. 
The sample for chemical analysis (potency) was '!bH~Xvials and the sample size for sterility and cndotoxin 
testing w~H4I vials. [(15) (4) iwas analyzed for endotoxin testing. 
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Carolyn E. Becker, Director/CDER/OUOLC · 07/10/2017 
Louis An, Consumer Safety Officer/COER/OUDL 
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OURING AN INSPECTION Of YOUR ARM WE OBSERVED: 

OBSERVATION 11 

Establishment of the reliability of the container closure supplier's report of analyses is deficient in that the test resu Its are not 
appropriately validated at appropriate intervals. 

Specifically, the suppliers of the following container closure systems have not been qualified or audited. Jn addition, 
there has not been any testing conducted of these containers and closures to demonstrate reliability of the supplier's 
COA. 

a. The supplier that provides the 2 ml amber vials and 13 mm grey stoppers 

b. The supplier that provides the plastic bottles and I (b) (4) I 
--~~~---

OBSERVATJON 12 

The quality control unit lacks the responsibility and authority to approve or reject all packaging material. 

Specifically, the quality unit failed to identify discrepancies in the sterilization method ofthe1 (15) (4) I (the (b (4 
r-(15) (4)------i, lot numbers [{b) (4)] and [ (b) (4 ) used for sterile drug products containing Prednisolone. The label indicates 
sterilization by (b) (4) 1.; however, during the inspection, the supplier stated that the sterilization method was actually 
r--(b)(4J I 

On 05/10/2017, we observed the above deficiency which bad not been identified during the incoming inspection and release of 
this component. No explanation regarding the discrepancy in sterilization methods was provided. 

"DAT ES OF INSPECTION: 
04/24/2017 (Mon), 04/2512017 ( fue), 0412612017 (Wed), 05/0112017 (Mon), 05/02/2017 (Tue), 05/03/2017 (Wed), 05/08/2017 
(Mon), 05/09120 17 (Tue), 05/I 0/2017 (Wed), 05/15/~017 (Mon), 05/J 6/2017 (fue), 05/17/2017 (Wed), 05/18/2017 (Thu), 
05/2212017 (Mon), 0513012017 (Tue), and 07/10 /2017 (Mon). 
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