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This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or 
action with the FDA representative(s) during the inspection or submit this information to FDA at the address above. If you have any 
questions, please contact FDA at the phone number and address above. 

Decatur, IL 62522 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

Observation 1 

Your firm failed to establish and follow appropriate written procedures that are designed to prevent 

microbiological contamination of drug products purporting to be sterile, and that include validation of 

all aseptic and sterilization processes. 

Aseptic behavior is described in AAI43 Aseptic Technique procedure, revision 32, dated 4.9.18. 

A. During the inspection, our investigators observed poor aseptic processing techniques that were 
previously videotaped at your facility <4 line (aseptic b 4 sterilized) an I line 
(b 4) sterilized)) as well as during a walk-through inspection of b} line on 4/9/18. 
1. Operators were seen reaching over open vials during interventions. These vials were not 

removed from the line. Interventions are not executed using the c1osest door available. 
During the review of the video, we observed interventions on the far side of the filling area 
being executed from the near side of the filling area. 

2. The addition of rubber stoppers is not performed aseptically. 'Ibe stopper bag is held over 
the head of the operator and dangled through the b) 4) The bag touches the inside of the 
hopper and is shook to empty the stoppers bag. Smoke studies show the operator touching 
the inside of the hopper with his glove during addition. The outer bag was removed up to 20 
minutes prior to addition. The inner bag was handled multiple times during this period. 

3. Operators were seen touching their gowning. ln one case the operator touched their lower 
leg/shoe, then proceeded to touch a stopper bag. 

4. Fallen vials wer not removed and instead replaced onto the line. 

SEE REVERSE Michele Perry Williams, Investigator 

OF THIS PAGE Sandra A. Hughes, Investigator 
Michele L. Glendenning, Investigator 
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5. Spraying of the stopper bags before loading is not always perfonned. 
6. The ful] surface the door exposed to the Class 10,000 area is not wiped prior to closing the 

door. In some cases, the door was not wiped at all. 
of 

7. Operators spray and rub their gloves with bl (4 while holdin b) (4 wipes which are later used 
to wipe down the equipment and doors prior to leaving the Class 100 area. In some case the 
operator failed to sanitize gloves prior to entering the Class 100 area. 

8. Toe stopper hopper is periodically jarred to dislodge stoppers. The stopper hopper is located 
above open vials. 

9. Ineffective contact of the " wipe during surface wiping of equipment prior to leaving the 
Class 100 area 

10. Excessive movement and talking in the Class 10,000 areas during filling operations. The 
stopper bag is kneaded and manipulated multiple times ·n the class 10,000 area ]ocated 
immediately adjacent to the class 100 area prior to addition. This could potentially lead to 
particulate contamination from the stoppers. Operators were also seen stretching in the Class 
10,000 immediately adjacent to the aseptic filling area. 

B. The interventions perfonned during media fills are not based on historical data from filling 
operations. Media fills are not reflective of routine operation. 
1. Inherent interventions are not tracked or trended in routine production. Only corrective and 

critical interventions are documented. Management admitted that they only perform the 
interventions required by the media fill. For example, they would only perform the addition 
0£ b) (4 stopper bags in a media fi]) even though1b) (4 )1 stopper bags might be added during 
routine production. Likewise, they would only perform fallen vial interventions in a media 
fill if a vial falls regardless of how many fallen vial interventions occur during routine 
production. They do not simulate any interventions. 

We compared the number of interventions performed during production by watching 
production videos of set-up and fiUing perfonned on the 4 b ( aseptic,{(6)(4) 7 sterilized line 
and noted the following discrepancies: 

SEE REVERSE Miche l e Perry Williams, Investiga~'xr ;{)~ 5/16/2018 

OF THIS PAGE Sandra A. Hughes , Investigator Cj) X 

Michele L. Glendenning , Investigator ~\ll( 
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Video watched Tvne Name # Doc. 
Ketamine HCI 
Injection, USP, 
lOOmg/mL (Base), 
lOmL vial, lot 
031858, dated 
3/30/18 

Inherent Various NA 
Corrective ~n•j $pill cleanup / line sanitation 

11

0 
Corrective "' ' 1Adiustin2~b) (4) I 0 

t'.JAdjust stopper[b) (4iE~times Corrective 2 

Corrective "1(4'1Removal of jammed stoppers post fillinJ? 0 
fl>H4~ Adjust Change Parts 0 

Diltiazem 
Hydrochloride 
Injection, 5 mg/mL, 
lO mL vial, Jot 
041248, dated 4/6/18 

Inherent Various NA 

Methadone HCI 
Injection USP 
1 Omg/m.L, 20cc vial, 
batch 041328 filled 
on 04/05/2018 

Inherent Various NA 
Corrective t:'.JStoppeilfilill Adjustments 0 

Midazolam Injection, 
USP, 5 mg/mL 10 
mL Fill / I OmL Vial 
lot no. 04122 8 which 
was filled on4/5/18 

Inherent Various NA 
Corrective 41~H Removal of jammed stoppers post fillinl?. 0 
Corrective 14P '' IAdiusted needle carria_ge 2 -
Corrective ' ~Kb) (4) I adjustment 0 

#Performed 
Unknown 

~b)(4: -
-

-
-

Unknown 

Unknown 

{6J (4 ) 

Unknown 
,b) (4 

2. Media fill time is calculated lb) ( 4) 
6 4 15 4 AA204 Media Fill Process Simulation Program procedure 

states the filling operation must last a minimum of and will 6 ( the maximum 
filling time. The fill line (b) (4) 

,i:l 

b) ( 4) .----- needs to be present. This does not reflect routine production. 
b (4) performed on 1/5/18 reports the ____ fill _ time as ~-... ..... and ~~~-' however there 

was eye] ing times for b 4 an ............. b 4 

SEE REVERSE Michele Perry Williams, Investigator~ 5/16/2018 
OF THIS PAGE Sandra A. Hughes, I nvestigator ~,1 X 

Michele L. Glendenning, I nvest i gator fv1Lc( 
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C. AA243 Aseptic Processing Qualification and Badge Control procedure states participation in the 
media fill is to be consistent with the nature of the duties of the person during routine production. 

1. The procedure does not define what activities need to be performed by the employees to 
pass the media fiH requirement. Management stated operators need to perfo bl C4> 

6 ~ in a media fill to be qualified to work in the aseptic filling area. Although 
documented, the activities of the media fill participants are not tracked. During media fill 
15) 2J , dated 7/25/2017 for aseptic line bl(4 QA personnel bJ <6 production operator 
bJ cs and engineering technicia ) C did not perform any interventions but were still 
considered qualified. Production operators 15 6 and 6 performed 15 4 and 
were present in the media :fiU for 6 4 minutes respectively. All were considered 
qualified by this media fill. 

2. Set-up and aseptic connections do not have to be perfonned by an operator in a media fill 
prior to being qualified to perform these activities in the aseptic fil1ing area. The set-up 
and aseptic connection prior to the filling of Ketamine HCI Injection, USP, l00mg/mL 
(Base), 10mL vial, lot 031858 performed on March 30, 2018, was perfonned by J 6 and 

Neither of these operators have performed this activity in a media fill. 

D. Smoke studies are not representative of alJ activities: 
1. The Airflow Visualization Study Report for the aseptic filJing room and b 4 

15 room 4>smoke studies are deficient in that: ---

SEE REVERSE 
OF THIS PAGE 

FORM FDA OJ (09/08) 

The b) { ) set-up does not demonstrate unidirectional airflow when two doors 
are open. Two doors being open is not simulated in the smoke studies. Two open 
doors are needed during set-up of the b (4) 

----:7"~:---;;,..__,.......,... 
Not all interventions are simulated, i.e. adjusting 15 ( , removal 
of jammed stoppers post filling and shaking of the rubber stopper hopper. 
The smoke study does not show unidirectional air pattern during the addition of 
stoppers as the hopper blocks all air flow from the filled vials located directly below. 
The Airflow Visualization Study Report Filling Room and _b __ 4 __ _ 

....,__.....,,_.1-.J 4 Room dated 10/31 /16 states "Air flow sweeps over technician in a 
downward direction and out toward the air return". The smoke study did not address 

Michele Perry Williams, Investig~tor.,;;) 
Sandra A. Hughes, Investigator §li'l 
Michele L. Glendenning, Invest igator ~\L,{J 

X 

PREVIOUS EDm ON OBSOLETE INSPECTION AL OBSERVATIONS 

5/16/2018 
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the open vials located directly below the hopper. A]thougb not simulated during the 
smoke study, the filling line can be moving during stopper addition. 

2. The smoke studies for lin were deficient in that not all interventions were simulated 
including: 

• Intervention under the curtain with l ~ people 
• Full body intervention at the stopper bowl 

These interventions were seen during the video review of the filling of Fluorescein 

Injection, lot 031878 dated 3/26/18. 

E. On 04/17/2018, during our initial evaluation o~ 4)~ I wipes from 
Lo~(b) 4) , used in the Class 100 Filling Room~ we found holes in the outer packaging 
which were initially thought to be a stedlity i sue as only the outer package is sprayed with 15) (4 

l b) {4)] prior to entering the aseptic area Preliminary results from the firm's investigation 
indicates that the supplier notified the firm that the outer barrier was never intended by the 
supplier to be a sterile barrier. The firm s current procedures do not account for this as the inner 
package has previously never been subjected to decontamination efforts prior to entering the 
cleanroom environment or upon opening in the aseptic area. 

Repeat observations from I 112004, 9/2006, 8/2007, 6/2009 & 2017 

Observation 2 

Your firm failed to establish an adequate system for monitoring environmental conditions in aseptic 

processing areas . 

SOP EM127 Environmenta1 Monitoring Program for Grand Avenue procedure specifies the 

specifications for environmental and personnel monitoring. 

SEE REVERSE Michele Perry Williams, Investigato~-a-;) 5/16/2018 

OF THIS PAGE Sandra A. Hughes , Investigator $'} I X 

Michele L. Glendenning , Investigator M l4i 
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A. The followmg discrepancies were noted during personnel monitoring: 
1. Adequate scientific justification for holding the recovery rates for personnel working in the 

Class 100 area to Class l 0,000 requirements was not provided. Per the SOP, the action level 
is set at 2 colony forming units (CFU) for the gloves and foreanns in the Class 100 area 
where personnel perform critical interventions during filling, line set-up, and other aseptic 
activities. 

2. No alert levels are listed for gloves, forearms or gowrung. SOP EM1 27 requires the 
identification of CFUs over action or alert levels. This means the firm does not identify all 
CPUs obtained on operators working in the class I 00 area. Adequate justification could not 
be provided for allowing 1 CFU on the operators who perform Class 100 interventions 
without any potential follow-up. These instances are not tracked or trended. 

• First quarter 2017: 611 positive samples were obtained on the gloves, forearms and 
gowning of operators working in the class 100 aseptic area. Of these, 103 were 
categorized as over action level. A total of 203 plates were identified resulting in a 
minimum of 408 positive samples not being identified or trended. 

• Second quarter 2017: 636 positive samples were obtained on the gloves, forearms and 
gowning of operators working in the class 100 aseptic area. Of these, 90 were 
categorized as over action level. A total of 148 plates were identified resulting in a 
minimum 488 positive samples not being identified or trended. 

• Third quarter 2017: 488 positive samples were obtained on the gloves, forearms and 
gowning of operators working in the class 100 aseptic area. Of these, 70 were 
categorized as over action level. A total of 125 plates were identified resulting in a 
minimum 363 positive samples not being identified or trended. 

• Fourth quarter 2017: 510 positive samples were obtained on the gloves, foreanns and 
gowning of operators working in the class 100 aseptic area. Of these, 15 were 
categorized as over action level. A total of 76 plates were identified resulting in a 
minimum 434 positive samples not being identified or trended. 

SEE REVERSE Michele Perry Williams , InvestigatorM 
OF THIS PAGE Sandra A . Hughes, Investigator <g',1 

Michele L . Glendenning, Investigator M l,{_f 
X 

5/16/2018 
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3. PM monitoring takes place immediately following aseptic connections and setup per AA273 
Room [b) (4)1 Interventions procedure, revision 4, dated 1/29/18 and AA143 Aseptic 
Technique procedure, revision 32, dated 4.9 .18. During the review of the videos for the set­
up, and aseptic filling of Ketamine HCI Injection, USP, IO0mg/mL (Base), lOmL vial, lot 
03 1858 on March 30, 2018, Methadone HCl Injection USP 1 0mg/mL, 20cc vial, batch 
041328 filled on 04/05/2018, and Midazolam Injection, USP, 5mg/mL, lOmL fill/lOmL vial 
filled on 4/05/2018, the operators who performed the aseptic connection wiped their gloves 
witH(b) (4) prior to being monitored. 

As a level of 1 CFU is acceptable for gloves and forearms during aseptic personnel 
qualification, 1 cfu obtained after aseptic connection would not be investigated. 1 cfu was 
obtained on the operator who performed the aseptic connection 7 /28/17 for product code 629, 
Clindamycin Injection 600mg, lot 071097. 

B. You do not perform environmental monitoring (EM) sampling in all appropriate locations. 
Specifically, in the Aseptic Fill Room, you perform surface sampling [fil:_(4n plates) 
in multiple areas~ however, you do not perform surface sampling [(b) (4) J plates) on all 
significant objects which are touched and/or handled during filling operations. For 
example: 

• There are ~ lastic containers which are used as reject bins for the rejected product. 
These bins are periodically picked up during processing operations and are not 
included in your EM program. 

• You have a stainless-steel stool which is used throughout manufacturing process 
operations and can be moved throughout the filling activities. Th.is stool is not included 
in your EM program. 

• You have a stainless-steel frame which you attach plastic bags to which is used as 
your trash receptacle. You do not include this frame as a part of your EM program. 

• There is a hand held electrical device which is used during filling operations which is 

SEE REVERSE Michele Perry Wil l i ams, Invest i ga~or,/i).J 5/16/2018 

OF THIS PAGE Sandra A. Hughes, I nvest i gator <;\'\ X 

Michele L . Glendenning, Invest i gator /~IJ.,/ 
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attached to a plastic cord which is not included in your EM program. The hand held 
device is not monitored. 

C. The firm has not established a sufficient understanding of the microbial flora exjsting in the 
aseptic core. The following discrepancies were noted during environmental monitoring: 
I . Scientific justification could not be provided for the frequency of environmental monitoring: 

• Filling Support (Class 10,000 (ISO 7) Areas (this area includes the area immediately 
surrounding the Class 100 (ISO 5) aseptic filling) do not use settle plates during filling 
and instead perform b (4 monitoring. This monitoring can be performed at any time 
during production in the 4 b)( aseptic filling room. For example, Ketamine HCI Injection, 
USP, l00mg/mL (Base). J0mL vial. lot 031858 was set-up frorn'.(b) 4 to b)(4 and filled 
from O 4 to b) (4) on March 30, 2018. b 4) monitoring p]ates were taken between 

to {b 
0> 4> (21 %) took place prior to b 4 

"-:!:=!~~~#=====!~ 
1:i 4 (36%) took place prior to 4 

o b) (4 (71 %) took place prior to b) (4 

• Formulation Areas (Class 10,000 (ISO 7) and 100,000 (ISO 8)) and other Class 100.000 
(ISO 8) support areas 6 4 (dynamic) for 6 4). and particulate (viable and non­
viable air). 

• - ...... ..., monitoring is performed 6 4 for anaerobic organisms in the Class 100 area 
while filling is occurring. The b) (4) monitored are b (4) b (4) by personnel and 
include 6 that directly contact sterile parts. 

2. Changing rooms are monitored ___ times per 4) per procedures and not during 
b 4 conditions. The b 4 data is used to justify the environment in the bl <4 and 

changing rooms used during aseptic filling performed on the 4 bJ line. For example, .....,.,_,...,..,.... 
monitoring of the an b 41 changing rooms was performed on 3/29/18 between b 4 
to ___ ~ when 6 4 was taking place, in support of the aseptic filling of Ketamine 
HCJ Injection, USP, 1 0Omg/mL (Base), l OmL vial, lot 031858 on March 30, 2018. 

Repeal observationfrom I 1/2004 

SEE REVERSE Michele Perry Wil l iams , l nves tigator/,JJ 5/16/2018 
OF THIS PAGE Sandra A. Hughes , Investigator ~1 · 

Michele L. Glendenning , Investigator MU/ 
X 
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Observation 3 
An annual report did not include a full description of the manufacturing and control changes not 

requiring a supplemental application. listed by date in the order in which they were implemented. 

A. The FDA was not notified that you ceased to test Acetylcysteine Injection 200mg/mL for L-
Cystine and L-Cysteine impurities. This has been ongoing since 2016. 

The 2016 Annual report lists the L-Cystine and L-Cysteine impurities as pending on the 6 
months' stability reports for lots 051295LTI and 051315LTI. The stability tables were signed 
5/13/16. The L-Cystine and L-Cysteine impurities were due for 6 months' stability analysis on 
12/19/2015. 

The 2017 Annual report had the L-Cystine and L-Cysteine impurities removed from the 18 
months' stability study reports for lots 051115LTT, 0512951 TT and 05131 SLTT although these 
impurities were still listed on the specification . . The reports submitted to the FDA differs from 
the stability reports reviewed at the firm from this same time period for the same lots. These 
reports lists the L-Cystine and L-Cysteine impurities as {b) (4) J 

B. A critical processing equipment change was made which affected the following eight products 
manufactured at your facility when your processing operations were changed from the use of a 

J to your (b) {4) ~ 4) J 
b) (4) • sterilization operations. 

Product Name Application No. Date of Approval 
Midazolam HCI Iaj. ANDA 75-494 6/30/00 

Orphenadrine Citrate Inj. ANDA 40-484 5/24/06 

Adenosine lnj. ANDA 78-076 I 0/31/08 

Levotloxacin lnj . ANDA91-644 6/20/11 

Ephedrine Sulfate Inj. NDA 208-609 3/1/17 

SEE REVERSE Michele Perry Williams, Investigator_A}) 5/16/2018 

OF THIS PAGE Sandra A. Hughes, Investigator <01, X 

Michele L. Glendenning , Investigator N l,{.f 
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2/19/68 

(b):{4J 

8/14/08 

Your processing change began with Fentanyl Citrate Inj. lot no. 051087 in 7/2017. Your Annual 
Report for Fentanyl Citrate Injection, 50 mcg/ mL, 2 mL, 5 mL, IO mL, and 20mL Ampules 
(NDA no. 016-19) dated April 11 , 2018 does not include the change i b 4 sterilizing 
5 ade from the 5 to the 5 4 ·. You also did not include 

information regarding the equipment' s processing capacities for each along with your 
qualification work performed to support the use of the 

Observation 4 

Your firm failed to establish an adequate system for cleaning and msinfecting the room and equipment 

used to produce aseptic conditions. 

The inspection revealed numerous instances where your operators did not follow AA245 Cleaning & 

Sanitization of Manufacturing Areas, revision 40, designed to clean and disinfect the critical areas of the 

aseptic processing room. Specifically, 

A. SOP AA245 specifies that machine sanitization in the class 100 area consists o leanings, 
and lary (common use) equipment consists of anitizations and floor cleanings can vary from ~ 
t b)I• leaning. During a review of the following videos of cleaning, the following data integrity 
discrepancies were noted. These discrepancies were confmned by the Production Manager: 
• Cleaning performed after the filling of Ketamine HCl Injection, USP, l 00mg/mL (Ba5e), 

10ml v~al, lot 031858 on March 30, 2018: although documented as being performed, only 
ofth cleanings were executed on the machine, none on the ancillary (common use) 
equipment and only; f the: .,leanings was performed on the floor. 

SEE REVERSE Miche l e Perry Williams , Invest i gator_/2) 5/16/2018 
OF THIS PAGE Sandra A. Hughes , Investigator ,5)11 X 

Michele L. Glendenning , Investigaior lv\Ltf 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINlSTRATION 

OISTRICf ADDRESS ANO PHONE NUMBER Cl,6.TE{SJ OF INSPECTION 513 

550 W. Jackson Blvd. 4/9-20/18, 5/3/18, 5/7-11 , 16 / 18 

Chicago, IL 6066 1 FEI NUMBER 

1450114 
(312) 353-5863 (FAX: 312-596-41 90) 

NAME ANO TITLE OF INOIVIOVAL TO WHOM REPORT ISSIJEO 

Jona than D. Shoemaker, Vice President and General Manager 
FlRMNAME STREET AOORESS 

Akorn , I nc. 1222 W. Grand Ave . 
CITY. ST A TE , ZIP CODE. COIJNTRY TYPE ESTABtlSl-1MENT INSPECiEO 

Decatur, IL 62522 Sterile Drug Manufacturer 

• Cleaning performed on 4/10/18 after the filling ofHydralazine 2mL Vial, lot 041478: 
Although documented as being p; ormed fOmmon use equipment b) ( stand, garbage 
frame) was not cleaned, and on1 fth leanings were performed on the floor. 

• Cleaning performed after the filling of Methadone HCl Injection USP lOmg/mL, 20cc vial, 
batch 041328 filled on 04/05/2018: Although documented as being performed, onl)'i fthe 

d eaning 'were executed on the machine. 
• Cleaning performed after the filling ofMidazolam Injection, USP, 5 mg/rnL, IO mL Fill/ 

1 OmL Vial lot no. 041228 filled on 4/5/18: Although documented as being performed, 
common use equipment (cart. b) <4 stand, garbage frame) was not cle_aned. 

B. Floor and wall cleanings are not performed using the 5 system ~'.....\_.4J_ ____ ....,, 
~~4-'-' , or using 5 4 per procedure for all videos reviewed. Common use 
equipment is not moved to access the entire surface of the walls and floors during cleaning. 

C. Cleaning is not performed from most critical area to least critical area, from top to bottom and 
from least dirty to most dirty per AA245. 

D. 

E. An operator was observed stepping onto the 5 4 Class 100 work area during tear down to 
remove the 6 4 . Prior to stepping back out of the class 100 area, the operator scrapped 
off the bottom of their shoe. 

SEE REVERSE Mi chele Perry Williams, I nvestig~~rpJ 5/16 / 2018 

OF THIS PAGE Sandra A. Hughes , Investigator ~Vf X 

Michele L . Glendenning, InvestigatorN_Llf 

FORM FDA ~SJ (09/08) PREVIOUS EDfftON OBSOLEll! INSPECOONAL OBSERVATIONS PAGE 11 OF24 
PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE N!JMBl;R 0A TE{S) OF INSPECTION 513 

550 W. Jackson Blvd. 4/9-20 /1 8 , 5/3/18, 5/7 - 11 , 16/18 
Chicago, IL 60661 FEI NUMl!ER 

1 450114 
(312) 353-5863 (FAX: 312- 596-4190) 

NAME AND Tm.E OF INDMDUAL TO \/VliOM REPORT ISSUED 

Jonathan D. Shoemaker, Vice President and General Manager 
ARM NAME STREET ADDRESS 

Akorn , Inc . 1222 W. Grand Ave. 
CIT',', STATE. ZIP CODE. COUITTRY "TYPE ESTM!LlSHMENl' INSPECTED 

Deca t ur, IL 62522 St erile Drug Manufacturer 

Observation 5 

Failure to maintain complete data derived from all testing and to ensure compliance with established 

specifications and standards pertaining to data retention and management. 

A. The qualification of the 4 aseptic line could not be provided. 8-2-PQLFEM-06 Performance 
Qualification Lyophilization Facility Environmental Monitoring protocol dated 1/13/06 states 
' pi) 
b 4 Only the b) ( 4) interim report 

could be provided. During this time, 238 samples were inadvertently not taken. Deviation 6 was 
written on 7 /3 l /06 regarding the {b 4) an b 4) reports not being written. The 
deviation stated ' b) ( 4) 

4 
There is no evidence that this was completed. 

B. The video corresponding to Media, Vials (Area (4 - Peristaltic Pump lOmL Vial batch record, 
lo t5 4 dated 8/23/17 could not be located. 

C. The video files b 4) through(b 4 corresponding to Media, Vials (Area b) (4 
2mL vial batch record, lo1{b , dated 1/5/18 could not be located. 

D. Testing documents for the Atropine Sulfate API and b 4} used in Atropine Sulfate 
Ophthalmic Solution, USP lot O 1103 7 A. Atropine Sulfate API is tested (b) ( 4) and 
t5 4 1s 4 Management could not find the electronic data from the testing of 

Atropine Sulfate APL 

E. Integration of HPLC chromatograms is performed using 5 
and [5) 4 data system. This results in 5 (4) 
[5 4 . The 

SEE REVERSE Michele Pe r ry Williams, Invest i ga:17tor _,.oJ 5/16/2018 
OF THIS PAGE Sandra A. Hughes, I nvest i ga t or ~ ' ( X 

Mi chele L . Glendenni ng , I nvestigator ftAL,(_( 
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DEPARTMENT OF HEALTH AND IIUMAi'\' SERVICES 
FOOD AND DRUG ADMINISTRATION 

OIS1'RJCT ,-ocRESS ANO PHONE NUMBER O.A TE(S} OF INSPECTION 5/3 

550 w. Jackson Blvd . 4/9-20/18, 5/3/18 , 5/7-11 , 1 6 /1 8 
Chicago, IL 6066 1 FEI NUMBe.R 

(312) 353- 5863 ( FAX: 312 - 596-4 190) 
1450114 

NAME AND TITLE OF INlllVlOUAI. l'O WHOM REl'ORT ISSUED 

Jonathan D. Shoe rna ker , Vice President and Gene ral Manage r 
FIRM NAME STREET ADDRESS 

Akorn , Inc . 12 22 W. Grand Ave . 
ClTV, ST ... 'IE, ZIP cooe. COUNTRY TYPE ES'1"ABUSHMENT INSPECTED 

Decatur, IL 625 22 St e r i l e Drug Ma nufact urer 

~ 4) y 
J 

Observation 6 

An NDA-Field Alert Report was not submitted within three working days of receipt of information 

concerning bacteriological contamination and/or significant chemical, physical, or other change or 

deterioration in a distributed drug product. Specifically, 

A. Testing of your Indocyanine Green (trade name IC Green) NDA no. 11 -525, retain sample lot 

numbers 021656, 31206, 041136, 051216 and 061486 identified a downward trend for the pH 

results for these lots of product. You failed to submit a Field Alert Report regarding this trend 

along with initiate an investigation and/or initiate corrective and preventive actions regarding this 

incident. 

B. On 3/22/18, your Customer Complaint Investigation PR # 78593 documented your findings of 
"some dark spots/mold on the.\ b) (4) ~ in two lots ofl(b) (4) ~ 
~6) (4) ½ANDA b) (4) batches 0C 6)(4J lib) (4) batch ~b) (4) ) an (b) (4) 
b) (4) ;hatch OC b) (4) . Yo:u failed to notify your customer for this product in a timely manner 

which would allow them to submit an NDA Field Alert within the required timeframe, as this 
notification was not done until 4/17 /18 which was a result of this establishment inspection. 

c. The FDA was not notified when ~ ths stability testing for Acetylcysteine Injection 
200mg/mL was not executed for b _(4 7 Assay due to method issues. 

SEE REVERSE Mi c hele Perry Williams , InvestigatorflJ 5/16 / 201 8 

OF THIS PAGE Sandra A. Hughes , Investigato r ~1 X 
Mi c hele L . Glendenning , Inves t i gatoI ~ 
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DISTRICT AOO!lESS ANO PHONE NUM13£::R 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINJSTR.ATION 

llATEjS) OF INSPECTION 513 

550 w. Jackson Blvd . 
Chicago, IL 60661 

4/ 9-2 0/18 , 5 / 3/18, 5/ 7-11 , 16/18 
FEI NUM8ER 

(312) 353-5863 (FAX: 312-596-4190) 
145011 4 

NAME AND TTT\.E OF INDIVI DUAL TO WHOM REPORT ISSUl,Q 

Jonathan D. Shoemaker, Vice President and Gener a l Manager 
ARM NAME 

Akorn , I nc . 
CITY, STATE, ZIP COOE, COUMTRY 

Decatur, IL 62522 

6mEET ADDRESS 

1222 W. Grand Ave . 
TYPE ESTABLISHMENT INSPEC'Tl:D 

Ster ile Drug Manuf a ct u r e r 

Observation 7 

Your firm faile4 to thoroughly investigate any unexplained discrepancy or failure of a batch or any of its 

components to meet any of its specifications, whether or not the batch bas already been distributed. The 

investigations do not always include conclusions and follow-up. 

A. Inadequate investigations were noted during the review of OOS/OOTs obtained during personnel 
monitoring. The firm uses b 4 to address OOT or action levels obtained during 
personnel monitoring. What is reviewed during a 15 4) is not governed by a 
procedure. Management explained the operator gown .,__b-)_ 4 _,__} _________ _.. 
5) 4) _______ __,, ·. No monitoring _______ is performed. The date of the 
b) 4 is documented but not b) 4 o .,_,....,__,_ ( ) 4 _ 

Investigation 7167 5, dated 1 0/25/ 17, identified an over action result obtained during personnel 
monitoring of production 012erator b) 6 exiting the aseptic filling room 4 a 4 , with 10 cfu 
on his chest (action level 4 during the filling of 4>: ptifibatide, lot 101 107 on 10/16/17. 

performs interventions in the Class 100 area. The investigation determined had an actio
level recovery rate o 4l%. Due to the high recover rate, CAP A 72529 was initiated to track 

' s retraining on aseptic procedures an (t5 4 . The results of the ti 4 
b 4 is not documented. Training was completed on 11/21/17 and QA approved on 

11/27 /17. During the execution of CAP A 72529, bl (s continued to work in the filling room on 
10/30/17, 10/31/17, 11/03/17, 11/6/1 7, 11/7/17, 11/8/17, 11 /9/17, and 11/15/17. 

n 

During this time (11 /8/17), investigation 72771 was initiated regarding an over action result 
6 

obtained during the PM monitoring of cs exiting the filling room t 4 4 CFUs on his 
chest (action levet(b 4 during the filling of ° Cyclopentolate, lot 101347 on 10/31/17. 
His ' action level' recovery rate was determined to be % and his ' total personnel bioburden 
recoveries greater than b) (4 ~ was b) (4>%. This exceeded the recovery rate specifications set by 
the firm. CAP A 7 4623 was triggered stated 116 will be monitored an 15 4 by a production 

SEE REVERSE Michele Perry Williams , Investigator 
Of THIS PAGE Sandra A. Hughes, Investigator ({;{1; · 

A0 5/16 / 2018 
X 

Michele L. Glendenning, Investigator M...U., 
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Dll>mlCT ADORESS AND PHONE "'""'SER 

DEPARTMENT OF HEAL TH AND HUMAl ERVICES 
FOOD AND DRUG ADMINISTRATION 

DA TqS) OF INSPECTION S/3 

550 W. Jac kson Blvd . 
Chi cago, IL 60661 

4 / 9-20/18 , 5/3 / 1 8, 5/7 -1 1 ,16/18 
FEINUMBER 

(312) 353-5863 (FAX: 312-596-4190) 
1450114 

NAME "ND TTTI..E OF lNDMDUAL TOlNHOtd REPORT ISSUED 

· Jona than D. Shoemaker, Vice President and General Manager 
FIRM NAME 

Akorn, Inc . 
CITY, ST A TE. ZIP CODE, COUITTRV 

Decatur, IL 62522 

1222 W. Grand Ave. 
TVPE EST"8LISHMENT INSPECTED 

Sterile Drug Manufa cturer 

[ l:5) (4) I- CAPA 74623 was completed on 1/26/18 and QA approved on 2/6/18. 
During the investigation, b 6 continued to work in the aseptic core. 

While these investigations were still ongoing, investigation 73441 was initiated on 11/16/1 7 f
due to the fac((o) (4) I monitoring occasions showed colony forming units belo

action level at the same site number. Due to the ongoing investigations mentioned above, thi
investigation just references CAPA 74623 . 

Effectiveness checks are not perf?rmed on CAP As related to personnel monitoring. 

or 
w 
s 

B. Investigation 66336, dated 8/21/17, regarded the failure to complete replicated interventions 
listed in the media fill simulations for: 

Media fill(b) (4) J dated 7/25/17, Line - r, 

Media fi {b) ( 4) I dated 7 /2/17 . Line 

Media fil l(b) ( 4) j, dated 7 /2 7 / 1 7, Line bl 

Media filU6) (4) J dated 7/28/1 7 Line 4 b){-
The impact was categorized as "There is no product impact. All, currently supported, 
interventions listed in the Media fill records were still performed a number of times that, when 
normalized, is representative of an aseptic fill process. On all Media fills, more interventions 
are performed in a shorter period of time, than the worst case scenario of a commercial run. " 
No data could be provided to support this statement. Batch records were not reviewed to 
determine the number of critical and corrective action interventions during routine production. 
Inherent interventions are not tracked during routine production. Management stated this 
statement was based on review of a risk assessment for filling line interventions perfonp.ed on 
6/30/2016. 

This risk assessment for filling line interventions, dated 6/30/1 6 was not supported by data. 
Managemen1 stated batch records were not reviewed for this assessment. Management stated the 

SEE REVERSE 
OF THIS PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINJSTRATION 

DISTRICT AOORESS ANO PHONE NUMlllaR DA.TE(S) OF INSPe.CTJON 513 

550 w. Jackson Blvd. 4/9-20/18, 5/3/18, 5/7-11, 16/18 
Chicago , IL 60661 ffl NUMIIER 

(312) 353-5863 (FAX : 312-596-4190) 1450114 

NAME ANO TTnE OF INOIVIOIJAL TO IM-IOM REPORT ISSUED 

Jona than D. Shoemaker, Vice President and Gene ral Manage r 
FIRM NAME STREET AOORESS 

Akorn , Inc . 1222 W. Gr and Ave. 
Cl TY, ST A 1E, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED 

Decatur , IL 62522 Sterile Drug Manufacturer 

risk assessment was based on conversations with SMEs. Who was interviewed was not 
documented. 

c. Laboratory events and void analytical errors are not tracked or trended. This has resulted in 
problems with test methods/equipment/analysts not be investigated. For example, an 
investigation was not initiated into the evaluation of[{6 (4 ) I 
[(b (4) I in Pilocarpine Hydrochloride Ophthalmic Solutions method. Suitabi]ity could not 
be obtained during the running of this method and numerous i b) -(4) J were 
executed over a short period due to being unable to obtain adequate chromatography to start 
suitability. [(6) (4) I were confirmed as being{6 (.if) I. 
Lab events were triggered for these runs, but these events were not tracked or trended. 

Date Sequence # of injections Lab Event 
8/9/17 (b) (4J 0) (;:i 65299 
8/9/17 
8/10/17 69147 

8/1 6/ 17 
8/23/17 

8/28/ 17 
8/31/17 

9n/l7 68228 
9/8/1 7 
9/15/17 68864 

9/18/17 
9/18/17 

9/20/17 69147 

9/21/17 

9/21/17 

SEE REVERSE Michele Perry Williams, Investigator,/.)~ 5/16/2018 
OF THIS PAGE Sandra A. Hughes, I nvest igator Y!1 X 

Mi chele L. Glendenning, Investigator ['u\~ 
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Jonathan D. Shoemaker, Vi ce President and General Manager 
FIRMNAME 

Akorn, Inc. 
CflV, STATE, ZII' CODE, COUJ\ITRY 

Decatur , IL 62522 

1222 W. Grand Ave . 
TYPE ESTABUSHMENT INSPECTED 

Sterile Drug Manufacturer 

At this time, an informal investigation ( outside o b 4 ) was initiated in QC with 
sequences being run on 10/2/17, 10/3/17, 10/6/17, 10/11/1 7, 10/16/17, 11/14/17, 11/16/17, 

11/17/17. The informal investigation currently ongoing. 

D. During review of the Investigation PR65403 opened 8/10/2017 due to an ----------b ( 4 
0 4 ti Alarm and later an b) (4 Alarm for Non-Viable Particles during filling 

operations, I observed in the investigation report that the firm did not further address ,,_,_.,,__ the 
unknown cause of the alarm reported. The 6 Alarm occurred 08/09/2017 b 4 
Tray ) ) were segregated/rejected. The 6 ~ occurred at b) (4) Trays b 4 were 
segregated. These were later released from hold. The root cause for the b) (4) was found to be 
due to personnel in the area when the fil1 line had stopped. However, the root cause of the 4 
alarm remains unknown and was not further investigated or addressed in CAP As. 

E. During review of complaint investigation PR674 l 7 for Brimonidine Ophthalmic Solution - the 
firm did not conduct retain sample review adequately to mimic the conditions reported in the 
complaint. The complaint reported that after the customer placed the dose in his eyes and set the 
bottle down on the table the drug product was observed to be coming out of the tip. However, 
during the course of the investigation at Wykles, < etain samples were inspected for leaks. 
When I interviewed the Quality Manager at Wykles, he stated that the retain sample review 
conducted for this investigation as well as others consisted of checking for leaks by inspecting 
the outer bottle for damage. This type of perfunctory examination of the outer container is not 
consistent with the type of issue reported in the complaint. 

F. Brimonidine complaints such as PR77856 for "difficult to deliver drug product" are not 
completely investigated. The firm is using only a reference to their Global Investigation 2014-06 
to address these complaint issues. Global investigation 2014-06 references a peer review study 
suggesting that wetted tips (more frequent/daily use) delivered product more efficiently than 
periodic use. This indicates that the plastic remains malleable and assists in the correct delivery 
of drug product. However, the firm is not corfuming that these situations reported in the peer 

SEEREVERSE Michele Perry Wi ll i ams, Investigator /-) 5/16/2018 

OF THIS PAGE Sandra A. Hughes , Investigator~~ X 

Mi chele L . Gl endenning, Investigator MU..f 
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DEPARTMENT OF HEALlH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 513 

550 w. J ackson Blvd. 4 /9-20/ 1 8 , 5/3 /18 , 5/7-11 , 1 6 / 18 
Chicago, IL 6066 1 FEI NUMBER 

(312) 353 - 5863 (FAX: 312- 5 96-4190 ) 
1450114 

NM1E ANO fflU; OF INOIVIOUAI. TO'M!OM REPORT ISSUED 

Jona than D. Shoema ker, Vice President a nd General Manage r 
FlRMNAME S'IBEET AOORESS 

Ako r n , Inc . 1 222 w. Grand Ave . 
Cm', STATE , Z.IP OOOE. COUNTRY TYPE ESTABLISHMENT INSPECTED 

Decat u r , IL 625 22 St erile Drug Manu f a ctur er 

review are applicable to the complaint issue. The firm uses the peer review to justify why no 
CAP As for these types of complaints are being initiated. 

G. During review of the CAP A 69622 which was initiated in response to Investigation #PR66072 -
Personnel Bio burden from a fill room Tech recovery on foreann resulting in a ' \(b) (4) I" of 2 
cfus during exit monitoring after filling operations commenced, the CAP A addressed 
[b)(4) l of the employee. However, no effectiveness check was put in place to test the 
effectiveness of the corrective action. 

H. Complaint no. 78593 was opened 1/23/18 after receiving a complaint for (b) {4) I 
{6)(4) 1 lots of product which were observed to have moldy 
packaging. As a part of your investigation for this complaint you failed to do the following: 

• Speciate the mold found on the secondary packaging materials Kb) (4) • which you 
found during your review ofretain samples maintained at your facility. 

• Document in your investigation how many units were found to have mold on them for the 

different reserve lots Kb) (4) ]) ofl(b )( 4) where the mold 
was found. 

• Contact your customer to notify them of the mold you identified in your reserve samples so 
that they could complete their regulatory obligations in a timely manner. 

• Expand your investigation to evaluate other products which used the same lots of 
packaging material as the (b) (4) I product to determine if other products were 
affected. 

• Include in your investigation for this "moldy event" the evaluation of the packaging 
material the mold was identified on. 

I. Nonconforrnance Report no. 61664 was opened on 6/23/17 when your Quality Assurance Unit 
was not notified when Fentanyl 4 lot 051087 skid no was brought to the inspection area 

SEE REVERSE Mi chele Perry Williams, I nvestigator / ~ 5/1 6/20 18 

OF THIS PAGE Sandra A. Hughes , Investigator '611 X 

Michele L . Gl endenning , Investi gator ML</ 
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DIS'TRICT "DORESS AND PHONa NUMlleR 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

550 W. Jackson Blvd . 
Chicago, IL 60661 

4/9- 20/18 , 5/3/18 , 5/7-11 , 16/18 

(312) 353-5863 (FAX : 312- 596- 4190) 1450114 

NAME ANO Tlll.E OF INCMDU& TO WHOM REPORT ISSUl:D 

Jonathan D. Shoemaker, Vice Pres i dent and General Manager 

Akorn, Inc . 
CITY. STATE, 21P COOE. COUNTRY 

Decatur , IL 62522 

STREET ADDRESS 

1222 W. Grand Ave. 
TYPE ESTABLISHMENT tNSPECTED 

Sterile Drug Manufacturer 

for verification of incoming product identity and batch number. CAP A 63662 was opened on 
7 /20/17 to evaluate the in-coming product check process for procedural enhancement with 

assistance from the Quality Assurance to ensure checks are appropriately completed and 
implement procedural enhancement to SOP WI 101 ''Inspection Area Set-Up [o) 4) l 
[b) (4) I Verification, Operation and Clearance" and SOP WP157 "Packaging Line Preparation 

and Completion". You have not completed a timely Effectiveness Check reported in document 
no. 75064 to verify the effectiveness of your changes. 

J. Nonconformance no. 53767 was opened 3/27/2017 after Indocyanine Green (trade name IC 

Green) NDA no. 11-525, lot number 021516 stability sample failed stability for pH at 12 
months. The out of specification result (OOS) was 5.3 with your specifications being to 
As a part of your investigation you tested retain samples within expiry at the time of the OOS 
results for lot 021516. After this evaluation, you initiated CAP A no. 58383 opened 5/16/17 

where you identified five (5) retain lots which you continued to evaluate for lots 021656, 31206, 
041136, 051216 and 061486. On 8/ 10/17 you closed your CAPA No. 58383 stating ' 'there isno 
downward trend in any of the batches". You continued to test these 5 lots of product for an 
addition o epoints and a downward trend is present for each of these lots of product. 

You failed, however, to initiate an investigation regarding this trend and initiate corrective and 
preventive actions associated with this trend. 

Repeatobservationfrom 1112004, 9/2006, 8/2007, 6/2009, 5/2013. 6/2016 

SEE REVERSE 
OF THIS PAGE 

FORM FDA 483 (1>9/08) 
PAGES 

M'chele Perry Williams , Investigator.J..)J 
Sandra A. Hughes, Investigator )j)1 
Mi chele L . Glendenni ng , Investigator Ml)./) 

X 

PllEVIOUS EDmON ODS.OLE'Jl! rNSPECTIONAL OBSERVA TIO S 

5/16/ 2018 

PAGE 190 F24 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PI-IONE NUMBER DAi E(SJ OF INSPECTION 513 
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Jonathan D. Shoerna ke r, Vi,ce Pres i dent and General Manager 
FIRM AAME SlREET ADDRESS 

Akorn, Inc. 1222 W. Gr and Ave . 
CITY, GTATE, ZIP cooe, COUNTRY l'Yl'E EsT/\BUSHW:NT INSPECTED 

Decatur, IL 62522 Steri le Drug Manufacturer 

Observation 8 

Equipment used in the manufacture, processing, packing or holding of drug products is not of 

appropriate design to facilitate operations for its intended use and cleaning and maintenance. 

A. The HEPA filters used in the class I 00 area are not periodically monitored for uniformity of 
velocity across the filter relative to adjacent filters . Velocities of these filters are not correlated 
to the velocity range established at the time of in situ air pattern analysis studies. 

B. The stopper hopper is located on the far side of the filling area. To reach the hopper during the 
addition of stoppersl(b) (4) 1 
[6)(4) which can be accessed by operators. Exposed vials 
are not removed and the line can be moving during the addition of stoppers. Management 
confirmed the design of the line was not ideaJ. 

C. The filling lines are not designed for ease of cleaning. The filling lines are set several inches off 
he floor making it difficult to clean underneath: t

• b 4 line ( aseptic filling) is located [b) off the floor HD 
• ~ ine (ophthalmic filling) is located b) (41 off the floor 

• line iffi4) steril ized) filler is located off the floor 7 
• Lin(:jiHer ( ampu1e) is located ~b) (4 )] off the floor 

Repeatobservationfrom 9/2006, 812007, 4/2017 

Observation 9 

Each container or grouping of containers of components is not examined visually upon receipt and 
before acceptance for container damage, broken seals, or contamination. Specifically, 

SEE REVERSE Michele Perry Wi lliams , I nvestigatorA J 5/16/2018 

OF THIS PAGE Sandra A. Hughes , Investigator ~ \ X 

Michele L . Glendenning , Investigator M.U( 
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OJSTRfCT ,t,OORESS ANO Pr!ONE NU!ABER 

DEPARTMENT OF HEALTH AND JilJMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DA TE(S) OF I ~ECTION 5f.l 

550 W. Jackson Bl vd. 
Chi cago, IL 60661 

4/9-20/18, 5/3/18, 5/7-11,16/18 
l'EINI.JMBeR 

(3 12) 353-5863 (FAX: 312-596-4190) 
1450114 

NAME ANO TITl.E OF INCMOU ... L TO l'vH0/111 REPORT ISSUfO 

Jonathan D. Shoemaker, Vice President and General Manager 
FIRMNAME 

Akorn, Inc . 
CITY. STATE. ZIP CODE, COUl'fIBY 

Decatur, IL 62522 

SlREET AOORESS 

1222 W. Grand Ave. 
TYPE EST A8US1-IMENT INSPECTED 

Sterile Drug Manufacturer 

A. Evaluation of Sterile Gloves: On 04/17/2018 during inspection of the sterile gloves the firm uses 
in the Class 100 Filling Rao b) <4 ) I observed several instances of packaging integrity issues and 
the presence of forei matter within the package cavi . These gloves are sold in cases and in 
each case there are eparate packs, each containing "' pairs of g_loves. We inspected only one 

package ( airs). The results of the visual inspection are follows. (1) as 
• 78% of the pairs had concerning issues. H4 o )(~ pairs). 
• 34% of the pairs had potential bottom seal integrity issues bJ <4>of airs). 
• 70% of the pairs contained foreign matter such as plastic fragments, black, blue or red 

fibers, black or blonde hair bl 4 of pairs). 
• had more than 1 fiber observed > had more than 3 fibers observed; o 4) had 6 fibers 

and a gap in the bottom seal. 

B . Failure to inspect personnel and surface monitoring contact plates prior to use: During the tour 
on 4/10/2018, we observed that the 5) 4 contact plates the firm uses for environmental 
monitoring had defective b)(4 fills. The b) <4Jdid not appear to be b) (4) and was unevenly 
distributed throughout the plate. The fill was uneven leaving the level o b) 4 at or below the 
rim level of the plates for at least (4 of the contact surface area. We visually inspected 
plates which had been used and found that 98% 14 of 4 lates) of the plates had b) () which 
was unevenly distributed in the plate where of the b) <4 )surface area was below the rim of 
the plate. 

We reviewed b 4 plates which had not been opened from lot number b 4 . This 
unopened package contained lates. I found that 4 out of the 4l lates had defects 
which included which includes being uneven 4 and not domed ' . 

Observation 10 

The written stability program for drug products does not include reliable, meaningful, and specific test 
methods. 

SEE REVERSE 
OF THIS PAGE 

FORM FDA 483 (0!1/0S} 
PAGES 

Michele Perry Williams, Investigator~ 
Sandra A. Hughes, I nvest i gator!))! 
Michele L . Gl endenni ng, I nvest igator M IJ..f 

X 
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DEPARTME OF HEALTH AND HU 1AN SERVICES 
FOOD AND DRUG ADMINISTRATION 

OISTRJCT AOCRESS ANO PHONE NUMBER DA '11:(S) Of' INSPECTION 513 

55 0 w. Jackson Blvd. 4/9-20/18, 5/3/18, 5/7-11 , 16/18 
Chicago, IL 60661 FEI mJMBER 

(312) 353-5863 (FAX: 3 12-5 96- 41 90) 
14 50114 

NAME ANO TTTI.E OF INC IVlOUAL TO Y,HOM REl'OilT ISSUED 

Jonathan D. Shoema ker , Vice President and General Manager 
FIRM NAME STREET ADDRESS 

Akorn, I nc. 1222 W. Grand Ave. 
CflY. STA~ Z1P CODE, COUNTRV lYPE ESTABLISI-NENT INSPECTED 

Decatur, IL 62522 Sterile Drug Manufacturer 

A. Acetylcysteine Injection 200mg/mL requires the testing o (o) (4) an (b) (4) 7 unpurities 
during stability testing using[o) (4) J 
~D) (4) J in Acetylcysteine Injection 200mg/ml and Acetylcysteine solution by 
(b) (4)} These tests have not been perfonned during stability testing since 2016. There is no 
assurance that the product remains in specification for the life of the product (2 years). This 
affected the b) (4Jcommercial (validation) lots, plus the 2016 and 2017 annual stability testing. 
The finn has distribute lots of Acetylcysteine Injection. f these lots are still within expiry. 

B. Management confirmed that the compendial methods used during the stability testing of finished 
drug product have not been proven to be stability indicating. The following methods have not 
been evaluated for peak purity and/or the methods ability to detect all unknown impurities: 

Product Met.bod Discrepancies 

(b) (4) (b) (4: Not evaluated for peak purity 

Not evaluated for mass balance 

Not evaluated. for peak purity 

Lorazepam Injection.,2mglml - vial 2 mglmL-1 ml fill Not evaluated for peak purity 

Lorazepam Injection,2mg/ml - vial 2 mg/mL - 1 ml fill Not evaluated for mass balance 

Not evaluated for peak purity 

Mycophenolate Mofetil for Injection USP, 500 mg/vial Not evaluated for peak purity 

Mycophenolate Mofetil for Injection USP, 500 mg/vial Not evaluated for mass balance 

Not evaluated for peak purity 

(6) (4) Not evaluated for mass balance 

Capastat Sulfate (capreomycin for Injection), lg per vial, 10 

ml vials 

Not evaluated for mass balance 

Not evaluated for peak. purity 

Repeat observation.from 8/2007 

SEE REVERSE Mi chele Perry Williams, Investigator;;:) 5/16/201 8 

OF THIS PAGE Sandra A. Hughes , Invest igator ~\ X 

Michele L . Glendenning, Investigator MW 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMlNISTRATION 

DfSTRlCT ADDRESS AND PHOl'E NUMBER D.-.TE(SJ OF INSPECTION Y.l 

550 W. Jackson Blvd. 4/9-2 0/1 8 , 5/3/1 8, 5/7-11, 1 6/18 
Chi cago, IL 60661 FElNIJMBER 

1 450114 
(31 2) 353-5863 ( FAX : 312 - 5 96-4190) 

NAA1E ANO TrTLE Cl' INDIVIDUAL TO WHOM REPORT ISSUED 

Jona tha n D. Shoemake r , Vice President and General Manager 
FIRMNAME STREIT iuIDRESS 

P.korn, Inc . 1222 W. Grand Ave . 
CllY, ST Ale. ZIP CODE, COUNTRY l'IPE EST ABllSHMENT INSPECTED 

Decat ur, IL 62522 Sterile Drug Manufact urer 

Observation 11 

Control procedure are not established which monitor the output of those manufacturing processes 

that may be responsible for causing variability in the characteristics of in-process material and the 

drug product. Specifically, 

A. During the visual inspection process of your finished sterile injectable drug products the 
established descriptions for packaging defects includes Foreign Matter. You have not 
established a baseline for what the foreign matter in your products are along with identifying
in your processing records the different kinds of foreign matter found during your visual 
inspection operations (i.e. white particulates, black particulates, red/brown particulates, glass
particulates, metallic particulate, etc.). You also do not maintain documentation for the 
containers reviewed by your technicians during their review of your product for rejects. 

B. You have also identified High/Low Fill Weights as one of the defects being evaluated during 
your visual inspection process. You have not, however, established alert and/or action limits for 
this defect. This is significant as potential discrepancies in fill weight wiJJ not be investigated. 
For example, during the visual inspection ofKetamine HCI Injection, USP, 100 mg/mL (Base), 
lOmL vial, lot 031858, 878 vials were rejected for low fill weights although all fill weights 
passed inspection during filling. 

Repeat observationfrom 1112004, 912006 & 6/2016 

Observation 12 

Employees engaged in the manufacture, processing, packing, and holding of a drug product lack the 

training required to perform their assigned functions. 

SEE REVERSE Michele Perry Willi ams, Invest~~to~,ib:) 5/16/2018 

OF THIS PAGE Sandra A . Hughes, Investigator 'BJ~\ X 

Michele L . Glendenning , Investigator M l-(fl 
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DEPARTMENT OF HEALTH AND HUI\IL SERVJCES 
FOOD AND DRUG ADMJNISTRATIO 

DISTRICT ADDRESS ANO PHONE NUMBER DA TE(&) OF INSPECTlON 513 

5 50 W. Jackson Blvd. 4 /9-20/18, 5/3/18, 5/7-11 , 1 6/18 
Chi cago, I L 60661 FEI NUMBER 

1 450114 (3 12 ) 353-5 863 (FAX: 312 - 5 9 6- 41 90 ) 
AAME AND Tm.E Of' INDIVIOIJ/11. TO REPORT ISSUEO 

Jonathan D. Shoemaker, Vice President a nd Genera l Manager 
FIRMNI\MI: STREET AOORES6 

Akorn, I nc . 1222 W. Grand Ave. 
ClJY, STAiE, ZIP CODE, COUNTRY lYPE EST /IBUSHMENT INSPECTED 

Decat u r , I L 62522 Ste rile Dr ug Manu factur er 

A. Set-up and the aseptic connection for aseptically filled Ketamine HCl Injection, USJ>, 1 00mg/mL 
(Base), IOmL vial, lot 031858 from March 30, 2018, was performed by >(6) and 6J(G Neither of 
these operators have been certified to perform this activity. 

B. The following employees have perfonned set-up/aseptic connection in a media fill prior to 
completin their iob ce_rtiftcatio, m..J.:\A2J Safe..tY S_e_t-uo and Operation of the 5 4 
Filler: b 6) ---

Repeat observation from 8/2007 

Observation 13 

Reserve samples from representative sample lots or batches of drug products selected by acceptable 

statistical procedures are not examined visually at least once a year for evidence of deterioration. 

Specifically, 

During your annual review of reserve samples maintained at your facility your documentation for this 

review does not include the name of the employee who performs the review of the specific reserve 
samples. Your reserve sample review documentation lists all employees who were involved in the 

review of that product at the bottom of the page and does not include the date the reserve lot was 

reviewed along with the name of the person performing the review for the individual lots reviewed. In 

addition, the documentation does not include the types of defects the reserve samples are being 

evaluated for along with information on.how many defects are identified during this review. 

SEE REVERSE 
OF THIS PAGE 

Mi chel e Pe rry Will " ams, Investigator 
Sandra A. Hughes, Investigator 
Michel e L. Glendenning, Investigator 
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