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NAME AND TITl.E OF INDIVIDUAl TO WHOM REPORT ISSUED 

Jason E. Prokopik , Chief Operating Officer 
FIRM NAME 

Pharmakon Compounding Pharmacy, Inc . 
CITY, STATE, ZIP CODE , COUI'll"RY 

Noblesville, IN 46060 - 3303 

STREET ADDRESS 

14460 Getz Rd Ste 300 
TYPE ESTABliSHMENT INSPECTED 

Compounder of sterile drugs 

This document lists observations made by the FDA representative(s) during the inspection o f your facility. They are i nspectional 
observations, and do not represen t a fina l Agency determination regarding your compliance. If you have an objection regarding an 
observation , or have implemented, or plan to implement, corrective actio n in response to an observation, you rna} discuss the objection or 
action with the FDA rcprcsentative(s) during the inspection or submit th is information to FDA at the address above. lfyou have any 
quest ions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSE RV ATIO N 1 
Procedures designed to prevent microbiological contamination ofdrug products purporting to be sterile 
do not include adequate validation of the sterilization process. 

Specifically, 

i. Adequate validation of aseptic process simulations (media fills) has not been performed under worst­
case condi tions/scenarios to assure that sterile processing techniq ues are maintained throughout the 
process, thus ensuring steri lity of drug products. 
must demonstrate the 

does not include, for 
example, use worst-case lot sizes (e.g . 
• units), and representative vV. closure systems (e.g. eye droppers) used in typ ical and often I H<lLU 

routine aseptic processing operations. 

Individuals performing aseptic processes have not been validated for proper technique via a media 
fill test. Batch records covering the following lots of steri le products indicate that they were 
produced by an individual without a documented media ti ll test, as evidenced by the personal aseptic 
technique test log: 

• Epinephrine 1 mg/ml in 2 ml vial, lot #C 16723 159, . units produced on 04/05/2016 by technician 
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• Epinephrine 1 mg/ml in 2 ml via l, lot #C 16723 160, . units produced on 04112/20 16 by 

pharmacist • 
• Cefuroxime 10 mg/ml in balanced salt solution 0.5 ml in 1 ml slip tip syringe, lot # 146025.204, . 

units produced on 03/2112016 by technician . 

ii. "In Situ" smoke studies performed by 
qualification/certification of the 
A comment in the certification 

Moreover, there was no documentation stating that these studies were performed under 
dynamic cond itions simu lating aseptic processing to show a sweep ing action over and away from the 
critical processing area. 

OBSERVATION2 
Procedures designed to prevent microbiological contam ination of drug products purporting to be sterile 
are not established and written. 

Specifically, during the production of epinephrine 1 mg/mL, lot #C16723161 on 04/19/20 16 and 
phenylephrine 2.5%/tropicamide 1%, lot # 125441/B59 on 04/20/2016 we observed: 

i. Syringes containing non-sterile 
not sanitized before being 

The ins ide of 
to 

ii. Airflow appears to be obstructed by the rack of supplies placed on the Top(b)(4 ) 
of rack is approximately 8-10 inches from the HEPA fi Iter, and boxes of syringes were placed on the 

(b)(4 ) higher shelves. Buildup of wrappers/waste in the during 

Il l. 

of epinephrine was also observed. 
uently 

are not checked 
vJJ!Civ,,u with new, sterile 

before use . 
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OBSERVATION 3 
Aseptic processing areas are deficient regarding systems for maintaining any equipment used to control 
the aseptic conditions. 

Specifically, 

; (b)(4) i. Th (ISO 5), used in aseptic processing ofsterile drug products, are located in an 
unclassified room/area: 

• serial number (b)(4 ) , with (b)(4 ) used 

• (b)(4) serial number (b)(4 ) , used for (b)(4) drugs 
only 

11. ualification/certification of the -

(b)(4) are located within an unclassified room, the potential for 
contamination is increased; especially, when considering that personnel frequently 

a failure 

(b)(4 ) activities are during 
the course of asep tic processing, environmental monitoring, or cleaning/sanitizing operations, as 
necessary. For example, observed during production of the following lots: 

• Epinephrine 1 mg/mL (EPIO 1 ), lot #C 16723161, II units produced on 04119/2016 
• Phenylephrine 2.5%/Tropicamide l% (PT002), lot # 125441/B59. units produced on 04/20/2016 

under static condi 
ed and it is not clear whether 

EMPLOYEE($) SIGNATURE OATEISSUEO 

0 -·Constantin Y Philopoul os , InvestigatorSEE REVERSE 5 / 6 / 2016 
Charles L Zh o u , InvestigatorOF THIS PAGE X Constantin YPhll(lj)Oulos 

fORM FDA <83 (09/0 8) PREVIOUS EDITION OBSOI.ETE JNSPECTIONAL OBSERVATIONS PACE 3 OF 10 PAGES 



DEPARTMENT OF HEALTH A ND HUMAN SERVI CES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE I<UMBER 

300 River Place , Suite 5900 
Detroit, MI 48207 
(3 1 3 ) 393 -8100 Fax: (313)393 - 8139 

DATE(S) OF INSPECTION 

4/18/2016-5 / 6/2016 * 
fEr NUM6ER 

3012248018 

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED 

Jason E. Prokopik , Chief Operating Officer 
FIRM NAME 

Pharmakon Compounding Pharmacy, Inc. 

STREET IIDORESS 

14460 Getz Rd Ste 300 
CITY. STATE, ZIP CODE, COUNTRY 

Noblesville, IN 46060 - 3303 
TYPE ESTABUSHMENT INSPECTED 

Compounder of sterile drugs 

, used for sterilization of the following has not been 

nor 1s peno mamtenance emg on as r Pr,,..,rrP /1 

• Finished drug product batches ofhydroxyprogesterone (17HP/1 7I-:IPS), (b)(4) 
• ) used in glycerin 48%/lidocaine 1%/epinephrine 1: I00,000, [1111](b)(4) 

(b)(4 ) iv. The , used to sterilize glass vials, rubber stoppers, and aluminum lids for 
production ofhydroxyprogesterone (17HPS/ 17HP), has not been adequately qualified (not 

(b)(4) 

v. The~ incubators, (b)(4 ) 
used to incubate media for sterility testing, media fills, and environmental monitoring, have not been 
adequately qualified (temperature mapped). Thermometers used in . incubators have not been 
calibrated, as reported. Additionally, there is no record of the date when media is visually examined 
so as to assure that the required incubation time period has been met ; only the 
- in the corresponding logs. For example: 

• incubation on 02116/16 
• on 02/ 18/16(b)(4 ) 

OBSERVATION 4 

(b)(4 ) 

Aseptic processing areas are deficien t regarding the system for monitoring environmental cond itions. 

Specifically, 

SEE REVERSE 
OF THIS PAGE 
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i. Environmental sampling listed below is not performed at least daily during production in the 
processing areas, to evaluate the quality of the aseptic processing environment and assess whether 
aseptic conditions are maintained. 

a. Non-viable mo nito ring ofthe (ISO 5) is performed (b)(4 ) (b)(4) 

b. 

located. 
c. Active air monitoring of the (ISO 5) is performed(b)(4 ) (b)(4 ) 

monitoring is not performed under dynamic aseptic processing conditions. Active air 
monitoring is not performed fo r the room in which the IGJIUIIare located. 

ll (b)(4 ) 

iii. Media plates used for surface and fingertip sampling prior to February 2016 did not contain 
disinfectant neutralizers to assure microbial contamination can be detected, as reported. 

OBSERVATION 5 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and 
equipment to produce aseptic conditions. 

Specifically, the suitability, efficacy, and limitations of cleaning equipment and disinfecting agents have 
not been appropriately assessed to ensure potential contaminants are adequately removed from surfaces 
in the (ISO 5). (b)(4) 
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Disinfectant efficacy studies have not been performed to demonstrate that (b)(4 ) 
and its lication method, including contact time and worst-case ...........· _ IHYI ... -. . -

can sufficiently reduce bioburden. (b)(4 ) . (b)(4 ) 
is used to sterilize the (b)(4 ) J (b)(4 ) 

'lized are (b )( 4 ) 

in addition to supplies to be used for the next 
week such as sterile, packaged syringes, vials, caps, etc., which are (b)(4 ) -
OBSERVATION 6 
Clothing of personnel engaged in the manufacturing , processing and packing of drug products is not 
appropriate for the duties they perform. 

Specifically, 

During the production of epinephrine 1 mg/mL, lot #C 16723 161 on 04/19/2016 and phenylephrine 
2.5%/tropicamide 1%, lot # 125441/B59 on 04/20/2016 we observed: 

i. Not all garb worn into is sterile. Examples include hair nets, beard nets, cotton 
gloves , and street clothes and shoes 
not covered gar . 

ii. Exposed skin (hands, forehead) in 
iii. Street clothes and shoes are worn into and are not completely covered by sterile 

garb. Sterile gown is open in back, leaving non-sterile street clothes partially uncovered. 

OBSERVATION 7 
Testing and release of drug product for distr ibutio n do not include appropriate laboratory determination 
of satisfactory conformance to the identi ty and strength of each active ingredient prior to release. 

Specifically, 
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i. Aseptically processed sterile drug products are released and distributed without having been tested for 
potency, as reported. For example: 

• Epinephrine 1 mg/mL (EPIO I), lot #C 16723161, produced on 04/19/2016 
• Phenylephrine 2.5%/Tropicamide 1% (PT002), lot # 125441/859, produced on 04/20/2016 
• L idocaine 4%/Epinephrine 0.18%/Tetracaine 0.5% (LETO 1 ), lot # 5C95A12, produced on 

03/03/2016. This product is (b)(4 ) 

ii. Finished lots of sterile drug products containing preservative are not tested for preservative content. 
Examples include: 

• Cyclopentolate l%/Phenylephrine 2.5% (CPOO 1 ), contains as a (b)(4 ) 
preservative, refrigerated 

• Phenylephrine 2.5%/Tropicamide 1 %/Ketoraolac 0.5% (PTK002), contains 
(b)(4 ) as a preservative, refrigerated 

• Lidocaine 4%/Epinephrine 0.18%/Tetracaine 0.5% (LETOl), , refrigerated (b)(4 ) 

OBSERVATION 8 
Each batch of drug product purporting to be sterile and pyrogen-free is not laboratory tested to 
determine conformance to such requirements. 

Specifically, 

i. No method suitability studies using the required organisms and appropriate testing media (TS8 and 
FTM), as per USP <71> Sterility Tests, have been performed in support of the following ste rility 
MGJIQII used by your firm when determining sterility results for finished drug product batches 
produced: . For example: 

• Epinephrine l mg/mL (EPIOl), lot#C16723161, produced on 04/19/2016, (b )(4) 
• Phenylephrine 2.5%/Tropicamide 1% (PT002), lot # 125441/859, produced on 04/20/2016, 11 

(b)(4 ) 
• Hydroxyprogesterone (17HPS), lot # 126199/C04, produced on 02/ 17/16, (b)(4) 
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ii. Aseptically processed sterile injectable drug products produced from non-sterile ingredients are 
released and distributed without having been tested for endotoxins, as reported. For example: 

• 	 Epinephrine 1 mg/mL (EPIOl), lot #C16723159, . units produced on 04/04/2016 
• 	 Epinephrine l mg/mL (EPIOl), lot #C16723161 , . units produced on 04/19/2016 
• 	 Phenylephrine 2.5%!Tropicamide 1% (PT002), lot # 125441/BSSII units produced on 04/20/2016 

OBSERVATION 9 

There is no \vritten testing program designed to assess the stability characteristics of drug products. 


Specifically, 


i. Potency and sterility testing has not been performed in support of assigned Beyond Use Dates (BUDs) 
for several sterile drug products that are aseptically prepared. Unless stability studies have been 
performed, BUDs are, by default, 7 or 14 days for refrigerated sterile drug products with no 
preservatives and 14 days for sterile drug products containing preservatives stored at ambient 
temperature, as reported. Examples include: 

• 	 Lidocaine 1 %/Bupivacain 0.75%/Hylenex 150U/mL MGJIIJII no preservative, refrigerated, BUD 
7 days; pertains to all [1111] products. 

• 	 Mitomycin lmg/mL (MITOl), no preservative, refrigerated, BUD 14 days 
• 	 FluorouracillmL (5FU01), no preservative, ambient storage, BUD 14 days 

ii. Testing results provided by the contract laboratory in support of BUDs for the following sterile drug 
products were purported to have used analytical methods that are not considered validated or have 
not met all the requirements for sampling and/or method suitability: 

• 	 Hydroxyprogesterone Caproate (sesame oil) 250 mg/mL (17HPS), no preservative, ambient 

storage, BUD 45 days (tested for potency and particulate matter) 


• 	 Epinephrine HCL 1 mg/mL (EPIOl ), no preservative, refrigerated, BUD 14 days (tested for 

potency aiGJIQI) 


• 	 Vancomycin 10 mg/mL (Vanc l ), no preservative, refrigerated, BUD 30 days (tested for potency) 
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• Phenylephrine HCL 1 0%/tropicamide 1 %/ketorolac 0.5% (PTKOO 1 ) , IGJIQJ as a preservative, 
refrigerated, BUD 30 days (tested for potency, sterility, endotoxins, and particulate matter) 

• Phenylephrine 2.5%/tropicamide 1 %/ketorolac 0.5% as a preservative, 
refrigerated, BUD 30 days (tested for potency and sterility at 

• Cyclopentolate 1 %/phenylephrine 2.5% (CPOO 1 as a preservative, 
refrigerated, BUD 30 days (tested for potency at and sterility aiGJIQJI) 

CoAs for the following products carried a notation that methods for potency testing are not considered 
validated: 17HPS, EPIOl, Vancl , CP00 1, and PTK002 

CoAs for the following products carried a notation that sterility testing does not meet all requirements 
for sampling and/or method suitability specified in USP<71 > Sterility Tests: PTKOO 1, CPOO1, and 
PTK002 

OBSERVATIO N 10 
Routine calibration of equipment is not performed according to a written program designed to assure 
proper performance. 

Specifically, equipment used for confirmation/assurance ofsterility is not calibrated, as reported. For 
example, the used in the production of 
epinephrine 1 mg/mllot #C16723161 produced on 04/19/20 16 and phenylephrine 2.5%/tropicamide 1% 
lot#125441/B59 produced on 04/20/20 16. 

OB SERVATION 11 
The operations relating to the processing ofpenicillin are not performed in facilities separate from those 
used for other drug products for human use. 

Specifically, 

No evidence was provided that sterile would be effective in mitigating beta-lactam (b)(4 ) 
residues on contact surfaces should a spill occur in the (ISO 5) during aseptic (b)(4 ) 

SEEREVERSE 
OF THIS PAGE 

E MPLOYEE($} SIGNATURE 

Constantin Y Philopoulos, Invest igator 
Charles L zhou, Investigator 

0 

X Constantin Y PI'Oiopoolos 
c-·Y!IIIIY~...,,.._, 
s..- tr¢arl•~<~"""· ~• ' 

DATE ISSUED 

5/6/2016 

FORM FOA 483 (09'08} PRE \'IOUS EDI'l'IOI< DBSO~ETE INSPECriONAL OBSERVATI ONS I'AOE 9 OF 10 PAGES 



--

DEPARTMENT OF HEALTH AND IIUI\lAN SERVICES 

FOOD AND DRUG ADMTNISTRATlON 
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processing. Cefuroxime 10 mg/mL (O.SmL in 1 mL syringes) is routinely aseptically processed in the 
(b)(4) (ISO 5) that are also used for non-beta lactam products. Following production ofa 

beta-lactam product, a sporicidal agent is not used before a non-beta-lactam product is produced in the 
sam«GJJQI, as reported. 

*DATES OF INSPECTION 

4/18/20 16(Mon),4/ 19/20 16(Tue),4/20/20 16(Wed),4/21120 16(Thu),4/22/20 16(Fri),5/05/20 16(Thu),5/06/ 

20 16(Fri) 
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