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This document List11 observations made by the FDA repn:senta.tive(s) during the inspection of your facility. They are inspeclional 
observations.. nnd do not represent o fmal Agency determination regarding your compliance. If you have an objection regarding an 
observution. or nave implemented, or plan to rmplemenL corrective action in response to Wl observation, you may discuss the objection or 
action with the FDA reprcsentalive(s) during the inspection or submit this information to FDA at the address above. Ifyou have any 
questions, please contael FDA Dl the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

There is a failure to thoroughly n:view the failure ofa batch or any of its components to meet any ofits specifications 
whether or not the batch has been already distributed. 

Specifically, 

A 	 SOP #9.040 entitled. "Sterility Testing ofa Finished Preparation" (Effective date: 6nO 12) documents that an 
investigation should be conducted in the event that contamination is observed. 

My review ofapproximately. Logged Fonnula Worksheets for the penod between 4/1612013 and 612312014 
revealed that your finn bad sterility or endotoxjn failures for 22 different lots of drug producLin each case, the 
investigations were either absent or incomplete. 

All lots which failed testing for sterility or endotoxin were destroyed with the exception ofthe following: 

• 	 Cyanocobalamin, lot #N04302014@14 

Lot #N043020 14@ 14 was originaJJy on 5!2/14. Subsequent testing for sterility failed (Test dated 
612/14) and the lot was re-sterilized by on 6/3/ 14. Subsequent testing for endotoxin and sterility met 
specifications. The lot is currently being pending distribution. 

• 	 Folic Acid, lot#N04172014@20 (Production date: 4130114, BUD: 10128/14) 

LotiiN04172014@20 was~ on 4130/ 14. Subsequent testing for sterility fuiled as noted on testing record 

dated 612/14. The lot is being held in quarantine pending destruction. 


Eact-. batch with the fiUied result is identified in the following table: 


Stephen D. Brown, InvestigatorSEE REVERSE 07/16/2014Darla J . Christopher, Investigator
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Some examplb "here an investigation 'W8S absent rnclude the follov.;ing: 

I. C}'anocobalamin lmg!ml Buffered. lot #N04302014'li 14 (Production date: 5!2/14. Beyond Use Date: liJl / 14) 

Your contract laboratol) detennined that this lot failed sterility and the contaminating organism "'as Ajipio felis. No 
inve~tigation was ptrfonned 

2 Folic Acrd IOmgtml, lot liN0417201 4@20 (Production date: 4f.3 0fJ4, Beyond Use Date: 10'28114) 
Your contract laboratory determined that this lot failed sterility and the contaminating organism was Afipiafelis. No 
investigation was perfonned 

3. Cyanocobalamin I mglmJ Buffered, lot #N0327201410}7 (Production date: 3n7114, Beyond Use Date: 91231140 
Your contract laboratory detennined that this tot fa iled steril ity and the contaminating organism was Aflpiofelis. No 
investigation was performed 

Some examples where an investigation was incomplete consist of the follow ing: 

I . 	 Green lea (LGCG) IOmllOmg!mllojectable, lot #NO 12020 14 @8 (Production date: 21 10114, Be)ood Use date: 
8 9114) 

Lor #N012020141!'8 failed the test for endOloxin with a result of252.64 EU ml as documented on a Certificate of Analysis 
dated 2n 6 14 from the contract laboratory. 

Your investigation identified the possible root cau:;e:; as 1)- 2) tUCptic technique. or endotoxin in the API. 

However, )OUr finn's investigation was incomplete in that: 

....u>YUIII """'~-
Stephen D. Brown , Investigalor ~ SEE REVERSE 
Dd r la J . Christopher , Inves~igdlo 07/16/2014OF THIS PAGE 
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TO: Kr~sti A. Kubosh, Phanm . D., R. Ph ., Pharmacist in Charge 

Rd Suite 110 

a. 	 The raw material, EGCG, was identified as a possible source ofendotoxin contamination but was never tested. 

b. 	 - was identified as a possible source ofthe contamination but was not investigated 

c. 	 Aseptic technique was a lso included as a possible source of the contamination but was not investigated 

d. There was no assessment o (b) (4) 	 (glassware) which have not been valida1ed. 

L-Carnitine 500mg/ml for Lnjection, lot #Nl22020 13fii\8 (Production date: 1129, 14, Beyond Use Date: 7128fl4) 

Lot #N 12202013@8 failed the test for endotoxin with a result of476. 19 EUfml as documented on a Certificate of Analysis 
dated 3119114 from the contract laboratory. 

Your investigation identified possible root causes as I) presence ofendotoxin or gram negative bacteria in tbe APJ, and 2) 
excessive time between preparaUon and[UJJD 

Your fum's investigation was incomplete in that: 

a. 	 The testingofthe mw materia" L-Camitin~. which was identified as a possible source of contamination was not 
conducted. 

b. 	 Excessive time between preparation and WQI was identified as a possible cause but was not invesrigated. 

c. 	 The investigat ion did not include an assessment of(b) (4) (glassware) which have not 

been validated. 

d 	 The investigation did not extend LO all impacted batches. Per your Pharmacist in Charge, the L.-Carnitine, lot 

--which was used in L-C'amitine, lot liN 122020 13@8 was also used in the product, Lipotocin Plus 
10 mJ For Injection, lot #NOl042014@2 (Production date: J/9/14 Beyond Use Date: 7/8114) which was sent to 
consignees. 

3. 	 Human Chorionic Gonadotropin 5000I U Lyophilized, lot #N04082014@ 14 (Producrion date: 4/ 17114, Beyond Use 
Date: 10/ 15/ 14) 

Lot IIN040820 I 4@ I 4 failed the test for sterility as documented on a Certificate of Analysis i:~sued by the contract 
laboratory (Organism: Staphylococcus haemoiyticus). 

Stephen D. Brown, lnvestigatcr (!?SEE REVERSE 07/16/2014Darla J. Chriscopher, Investigator
OF THIS PAGE 

I'OMM f'DA 433 O'IIVI 	 lNSN:CTIONAJ. OBSERVATIO'IS PAOI\~ OF IHAOJ!~ 

http:of476.19


firm conducted a I000/o inspection by (b) ( 4) 

DEPART\tENT OF HEALTH AND HtJMAN SERVlCES 

FOOD AND DRUG ADMINISTRATION 


06/03/2014 - 07/16/2014*4040 North Central Expressway, Suite 300 
FiiNUMMRDallas, TX 75204 

(214) 253-5200 rax:(214l 253-5314 3010087152 

Industry Information: www.fda.gov/oc/industry 


TO: Kristi A. Kubosh , Pharrn . D., R. Ph. , Pharmacist in Charge 
FIRM NAME STREET AC0RESS 

4001 McEwen Rd Suite 110 
RY 

Dallas, TX 75244-5020 Producer of Steri le Dru Products 

Your investigation identified aseptic technique by the technician as the probable root cause but failed to include an 
evaluation ofthe following areas: 

~ 
Room pressurization 
Laminar flow operation 
Assessment of container closure 
Sanitiz,ation procedures (Room, equipment, product containers, etc.) 
Evaluation ofotber lots compounded by the same technician 

B. SOP #9.030 entitled, "Particulate Testing for Sterile Preparations" (Date: 1/20 13) provides 
guidance for the evaluation of vials of sterile, injectable drug products for particulates. My review of. lots of 
drug products manufactured between 4/1612013 and 6/23/12014 revealed that at least 185 lots had fibers or 
particulates. No investigations have been conducted 

Vials identified as containing fibers and/or particulates were then 
""'"v••r, this method has not been shown effective to detect fibers or particulates in amber vials. 

The remaining vials ftom each lot were then distributed to consignees. Some examples consist of the 
following: 

• 	 Methylcobalamin, Lot #NO I 1620 14@2 I 
• 	 DMSO, lot #N010820 14@1 
• 	 Cyanocobalamin, lot #NO10620 14@I I 

C. investigations have not been conducted for sterile, injectable drug products which were rejected due to 
precipitation or particulates. Some examples consist ofthe foUowing: 

1. 	 Thiamine HCI30ml lOOmglmllnjectable, lot #N02212014@10 (Production date: 2125/2014, BUD: 812412014): 
Particulates 

2. 	 M.l.C.A. 126 50mJ Preserved 25/50/50/5/50/25 mglml Injectable, lot /IN 122720 13@6 (Production date: I /2/20 14, 
BUD: 7/112014): Precipitation 

D. A "Sterilizer Test Report" dated 2/1:7/1 4 issued by- indicated that a gram stain confirmed spore growth in 
one or more test strips and control strips for a test conducted on 2/19/14. No investigation was conducted. 

THIS IS A REPEAT OBSERVATlON FROM THE PREVIOUS INSPECTION CONDUCTED BETWEEN 
3/18/2013 AND 4/16/2013. 

DATEEMP\.OVEE(O) --Ti.IRE 
Stephen D. Brown, Investigator ~ SEE REVERSE 07/16/2014Darla J. Christopher , InvestigatorOF THIS PAGE 
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Dallds, TX 75244-5020 Producer of S~erile Dru Products 

OBSERVATION 2 

Procedures designed to pr~vent microbiological contamination ofdrug products purporting to be sterile are not established. 


Specifically, 


A) Media Fills 


SOP #7 .007 J entided. "Media Fill for High R.isl.. Compounding" (Date: 4 17/ 14) documents, in pan. thar a total ot[Q)JUJ 

ml vials - for posittve controls and. for pToduct) will be used to conduct media fills . 

I) The media 6tls were not representative ofactual production processes in that: 

a. The media ti lls failed to simulate a lot with the maximum number of vials (i.e. Cyanocobalamin, lot #N043020 14@14: 
lllvials) 
b. The number and type of interventions was not included. 
c. The aseptic assembly ofequipment (e.g., at start-up, during processing) was not included. 

2) The- tubes of media used as positive controls with the media fills were not inoculated with a known number/type of 
organisms. Instead, the- tubes were exposed to the environment (undefined), capped and then incubated for . days. 

3) Media fills for l)ophilized products were not conducted (i.e. Human Chorionic Gonadotropin and Sermorelin) 

B) tmBIJvalidation 

Your finn failed lo validate the~ used for the slerilizarion ofmjf:(;table drug products. Some examples of 
- utilized by )Our firm consist of the following: 

(b) (4) 
E-OYU!c-) -1\JII£ 

Stephen D. Brown, Investigator ~ SEE REVERSE 07/16/2014Darla J . Christopher, InvestigatorOF THIS PAGE 
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DEPARTMENf OF HEALTH AND HUMAN SERVICES 
fOOD AND DRUG ADMINISTRATION 

Ex pressway , Suite 300 - 07/16/201 4* 

3010087152 

TO: Kristi A. Kubosh , Pharm . D., R. Ph . , Pha rmacis t i n Char e 

4001 Mc Ewen Rd 

Prod ucer o f Ster i l e 

Sui t e 110 

Dr u Prod uct s 

My.review ofapproximately. ?roduction recor~between 4/ 1.6/2013 and 6/23/2014 revealed that integrity 
testmg was not documented as bemg performed on~ for approXlffiately. lots. 

D)@WM Sterilization 

Your ftrm failed to validate tbe ) used to sterilize injectable drug products and 
drug product components such as vials and stoppers. 

Your flilll currently uses the follow in (b) ( 4 ) for the sterilization of drug products and components: 

(b) (4) 
Some examples of sterile, injectable drug products which were terminally sterilized include the following: 

• 	 DMSO 50 mL 990/o Injectable, lot #NOJ082014@1 (Production date: 1/2012014, Beyond Use Date: 7/ 19/20 14) 
• 	 Hyaluronic Acid 10 mL X-Link 10 mp/mL Injectable, lot #N050920l4@1 (Production Date: 5/ 1212014 Beyond 

Use Date: 111112014) 
• 	 Vitamin A 10 mL 50,000 TU/ml Injectable, lot #N04142014@8 (Production Date: 4/14/2014 Beyond Use 

Date: 10/ 1 1/2014) 

In addition, your firm products which are (b) ( 4) . The
tmJu. does not meet and is not tested to ensure tbe absence ofendotoxins. 

E) Qualification oflSO 5 processing area modifications 

Your firm failed tore-qualify the ISO 5 and 7 processing areas after major modifications to the areas. For example, on 
4nl I4, your vendor conducted major repairs in the ISO 5 and ISO 7 areas to include the re-positioning of four HEPA filters 
in the ISO 5 area and re-location of the lyophilizer from the ISO 7 cteanroom to the ISO 5 area. There was no documentarian 
to indicate that cleaning was performed in the controlled areas after the repairs were made. 

A re-qualitication ofthe ISO 5 and lSO 7 areas did not occur untiiS/21/14. Between 417/14 and 6/2/ 14, your firm 
EMPI.OV££(SI 81GHA1UIE 

Stephen D. Brown, Investigator r;:;:>SEE REVERSE 
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lNSPICTIONAL OBSERVATIONS 	 PAGE 7 OF ISPAGES 



D£P~T\fEJ\TOF IlEAL01 A'ItO Ul MA~ ER\ I('f. 
FOOD A/110 DRUG ADMIN!) IKA~l~I<.:.:.>NTfim~r-:;;j;i!iC'i'ii5N----------1 

F.xpressway, Suite 300 - 07/16/201 4* 

3010087152 

Pharm. D., R.Ph., in Char< e 

110 
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compounded approximately II lots of injectable drug products of which at least . h3vc been distributed. 

Some example) include the following: 

• 	 Lidocaine IICI SOml I~o Injectable, lot #N 05 1220 14@ 12, (Production date: 5113/14 Beyond Use Date: 1 1/ ll /14) 
• 	 Procaine Potassium ButTered 50ml2% Injectable, lot ttN04142014@)5 (Production elate: 5/13/14, Beyond Use Date: 

11/ 10/ 14) 
• 	 Magnesium Chloride Hexahydrate50ml200mglml lnJe<:table, lot#N04302014(a 17 (Production date: 5112/14 Beyond 

Use Date. 11110/14) 

THI I A REPEAT OBSERVATION FROM mE PREVIOU IN PF.CTION CONDUCfE() BETWEE 
J/ 1812013 AND 411612013. 

OBSERVATION 3 

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

Spc..-ctfically. environmental monitoring is not representative of the clean room en"ironment during aseptic processing 
operations. I'or example. 

when the rooms are being re-

B) Surface sample:' are obtained randomly (b ) (4 ) in the clean room The areas to be $AillpJed are not identified. 

C) Routine monitoring for clean room personnel is performed once eve!)- and there is no monitoring ofgo" ns. 

Stephen D. Brown, :1ves~igat~ ~ SEE REVERSE 07/16/2014DaLla J. Chris~opher , 1nvest~J~t _
OF THIS PAGE 
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Producer of Sterile Dru Products 

is not performed on incoming prepared media (i.e. (b) ( 4) 
used for environmental sampling. 

THIS lS A REPEAT OBSERV A TlON FROM THE PREVIOUS INSPECTION CONOUCfEO BETWEEN 
3/18/2013 AND 4/16/lOJJ. 

OBSERVATION 4 

Aseptic processing areas are deficient regarding systems for maintaining any equipment used to coolrol the aseptic 
conditions. 

Specifically, 

A There is no assurance that the air quality inside the ISO 5 area is adequately maintained. Currently. the ISO 5 area is 
separated from the ISO 7 cleanroom by a plastic cunain which descends approximately 30" from the ceiling. The latest 
cleanroom qualification dated 5121/1 4 failed to include documentation to demonstmle that laminarity can be adequately 
maintained between the ISO 5 and ISO 7 areas. 

On 6/J/20 14, "e observed that the sides of the plastic cut1ain which enclose the ISO 5 area inside the ISO 7 cleanroom were 
absent. I "as told by management that the sides were removed on 61212014 based on recommendations from the HVAC 
vendor since they were opaque and needed to be clear. The ISO 5 area was not recertified after this modification. We also 
observed on 6/3/ 14 that the product, HCG K Lyophilized 5000 U Powder lnjectable.lot#05232014@2, was being processed 
within the uncertified ISO 5 area. 

In addirion, your firm manufactured the following drug productS on 6/ 1912014 and 6123/2014 using the uncertified ISO 5 
area: 

• AMP Buffered 10ml25mglmllnjectable, lot #06192014@3 (Produc1ion date: 6/ 19/14, BUD: 12/ 1612014) 
• Meth)'lcobalamin Buffered 30ml lmg/mllnjectable, Jot #06172014@14 (Production date: 6/23114, BUD: IZ/21120 14) 
• Magnesium Sulfate 50ml 50% InjectabJe,lot #06132014@9 (Production date: 6123/14, BUD: 1212112014) 

Each lot in the ISO 5 area and then- The Pharmacist in Charge told me 
adentified rauonale in literature. ln addition, I was told that the ISO 5 area 

was uncertified finn was only compounding products which could be- The three lots are being held in 
quarannne pending the completion of testing for Sterility and endotoxin. 

B. Your frrm checks and documents the differential pressure between the ISO 7 and ISO 8 areas (b) ( 4) There 
are no requirements for additional monitoring. 

OA1EI88UED~~-lURE 

Stephen D. Brown, InvestigQto~ ~ SEE REVERSE 
Darla J. Christopher , Investigator 07/16/2014
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THIS IS A REPEAT OBSERVATION FROM THE PREVIOUS rNSPECT'ION CONDUCTED BETWEEN 
3/18/201 3 A ND 4/16/2013. 

OBSERVATION 5 

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

Specifically. my review ofapproximately. lots manufclctured between 411612013 and 6123/2014 revealed that endotox.in 
testing had not been perfonned for approximately ISO of theII lots ofinjectable drug products distributed. Some examples 
where testing for endotoxin was not performed consist ofthe following: 

• Taurine 30mI SOmglml, lot #Nl21820 13@13 (Production date: 1/22/)4, Beyond Use date: 7/21/14) 
• Methylcobalamin Buffered IOmJ lmgiml, Jot #NOJI62014@20 (Production date: 1/23 14 Beyond Use date: 7122114) 
• Thioctic Acid 30ml25mglml. lot #N 12202013@5 (Production date: 1/23/ 14 Beyond Use date: 7/1 9/ 14) 

OBSERVATION 6 

Equipment and utensils are not maintained at appropriate intervaJs to prevent malfunctions and contamination that would 
alter the safety, identity, strength, quaJity or purity of the drug product 

S~c.ifically, your firm has never conducted preventive maintenance oo or lyophilizer used for the processing 
of •_nJectable ~rug p~oducts. My review of the operatOrs' manuals for the and one lyophilizer revealed that specific 
mrunte.nance ts requu-ed to ensure optimal operation. Some examples of lhe recommended maintenance consist of the 
followmg: 

A. (b) (4) 

The lyophilizer is used for me producti ftw od · • 
IGHRP-6tGHRP-2 3 3!3 mg per vial I '?" o bl oJ': 

nJecta e. 
ucts, HCG S K Lyophthzed .5000 V Powder Injectable and Sermorelin 

me examples of lots distributed include the foUowing: 

• Semlorehn/GHRP-6/GHRP-2 31313 m r 
u~e Date· 9/712014) g pe 

v·aJ 1 . 
I OJCCiable, lot IIN03 112014@9 (Production Date: 3/ J J/20)4 Beyond 

• HCG 5 K Lyophilized 5000 U Powder fn . bl 
IF\.0\U(S)S~GM lJCCta e. lot 11N03182014@. 10 (Production Date: 312712014 Beyond Usc Date: 

SEE REVERSE Stephen D. Brown, Investigator r,:J ~lusum 
OF THIS PAGE Darla J · Christ opher, Invest!gat~; 
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INSPI::CJ JONAL OBSER\'ATIONS 

http:endotox.in


DEP<\RT\fE"-T OF IIEALlll A.~ ffi'MA.~ ERVICES 

- 07/16/2014. 

110 
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FOOD AND DRUG ADMlNI~"TTV.TlON 

Expressway, Suite 300 

3010087152 

Pharmacisl in Char e 

Qf23 '2014) 

The operating manual recommends the following maintenance: 

l.tiDUM 

I 
2. (b) (4) 

s.r... 

. '·(b)(4) ·--··

• (b)(4) 

SEE REVERSE 
OF THIS PAGE 
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Dallas TX 75244-5020 Producer of Sterile Dr Products 

OBSERVATION 7 

/\dcquote lab facilities for testing and approval or rejection of drug products are not available to the quality control unit. 

Specificnll}. your finn has not authorized your contract laboratory to conduct suitability testing for all drug products tested 
tor sterility as confumed by management. Review of approximately. testing records for the period between 4/ 16120 I 3 and 
6 '23/14 revealed that at least 800'0 of the records included a Statement from the contract laboratory documenting that the 
sterilny test did not meet all the requirements for sampling and/or method suitability specified in USP <71>. Some 
examples consist of the following: 

• 
• 

L-Giutamine 30ml30mglml roject:able.lot #N05122014@8 (Production date: 5113d4, Beyond Use Date: 11111 /1 4) 
Hyaluronic Acid lOml X-LinJ... IOmg/mllnjectable, lot #N05092014@1 (Production date: .5112114 Beyond Use Date: 
II I 14) 

• Procaine 50 ml Buffered 1% IOmgfmllnjectablc. lot ~t-N050820 14@23. (Production date: 5/9114, Beyond U~ Date: 
111711 4) 

OBSERVATION 8 

fhere are no wril1cn procedures for d 1 · d 
idcnt ity. strength quali tv and 't pthro uc ton an process controls designed to assure that the drug products have the 

' J • pun Y ey purport or are represemcd to possess. 
Specifically. 

SEE REVERSE 
OF THIS PAGE 
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THIS I ~ A REPEAT 08 ERVATION FROM THE PREVlOU INSPECTION CONDUCTED 
BETWEEN 3/18fl013 AND 411 6/2013. 

OBSERVATION 9 

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

Specifically, 

A.Tbcre is no documentation to indicate that the plastic curtain separating the ISO 5 and ISO 7 areas has ever been cleaned or 
sanitized. 

B. Your firm has not conducted disinfectant effectiveness srudies to demonstrate that the disinfectants used to clean Lhe walls. 
noors, ceilings, and work surfaces in the ISO 5 and ISO 7 areas can sufficiently reduce bioburden. Currently, your firm 
utmzes the following disinfectants in the ISO 5 and ISO 7 areas: 

(b) (4) 
C. Your firm uses non-sterile wipes in the ISO 5 and ISO 7 areas for the cleaning and sanitization of surfaces. 

THl IS A REPEAT OBSERVATION FROM THE PREVIOUS fNSPECTIONCONDUCfED BETWEEN 
3/18/2013 AND 4/1612013. 

-Stephen D. Brown, Investigator ~ SEE REVERSE 
Dorla J . Christopher , Investigatoc 07/16/2014OF THIS PAGE 

li"'SPlC IIONAL OBSERVA riONS 



DEPARfMF.J"(T OF lit: \LTH A1'iD lll'\1AN SER\. ICES 
FOOD AND DRI)(', ADMINlSTRATION 

OISTRJCT.o.DOII£66 . tu.l8tR ""'"m go INSPECTION 

-104 0 Norc:r- ~"ent ral Express•...,ay , su~te 300 Oo/03/2014 - 07/16/2014" 
Dallas . TX 75204 fEJ~ 

(214) 253-5200 f ax: i~41 253- 531-l 3010087152 
Indust r y Information : www.fda . gov/oc/indust r y 
NAMf 1\HD TTTU: CIINCMilUIIL 0 IIIH)UREPQif1 I&8UED 

TO : Kr isti A. Kubosh , Pharm.,__ D., R . Ph ., Pharmacist in Charge 
• ~ · --

Downing Labs , LLC 4001 McEwen Rd Suite 110 
CITY,IHAT~, D"~ T;QUNTI<T tYPE ."""""'Clti> 

Dallas , TX 752 44-5020 Pr oducer of SLerile Drug Pr oducts 

OBSERVATION 10 


Clothing of personnel engaged in the manufacturing of drug products is not appropriate for the duties they perform. 


Specifically, the goggles used by technicians in the LSO·S cJean room arc not sterile and are not disinfected prior to usc. 


THIS IS A REPEAT OBSERVATION FROM THE PREVIOUS INSPECTION CONDUCTEO 8£TWEEN 
3/18/2013 AND 411612013. 

OBSERVATION 11 

There IS no wriuen testing program designed to assess the stability characteristiC!. ofdrug products. 

Specifically, 

A) Your firm has no documentation to justify the Beyond Use Date o f inJectable drug products of 180 days. My review of 
approximately. lots of drug products manufactured between 4116 13 and 6 '23114 re"ealed that your finn produced 
approximately · · dirTerentsterile, injectable drug products with Beyond Use Dates (BUDs) up to 180 days, to include 
preserved and preservative free drug product units which are intended for single use bul not labeled accordingly. For 
example. 

• 	 Phosphatidylcholine 50ml, 5/2.5% Injectable, lot #N050920 1-1@ 8, BUD 180 days . 

• 	 Lipotocin 10 mllnjectable,lot #N04302014@8, BUD 180 days. 

B) Your firm has not conducted anti·microbial effectiveness testing to dctennine whether Benzyl Alcohol, Methylparaben, or 
Bcnt.alkonium Chloride effectively inhibit microbial grov.lh in sterile injectable drug products through BUD. M) review of 
approximately- lots ofsterile drug products for the period between 4116/2013 and 6123/2014 revealed that your nrrn 
manufactured drug products containing tllese preservatives with BUDs of 180 days. For example, 

• 	 B 11 3m I (llydroxo 12.5mg/mJ ~ C)'ano 12.5mglml) 25mglmllnjectable, lot #N050820 14@:22 (BUD: 180 days) 
Contaans: Benzyl Alcohol 

• 	 Biotin 30 ml (Preserved) I Omglml injectable. lot #NO 1282014(ii1 1 0 (BUD I80 days) Contains: McLhylparaben 

• 	 Acetyi·L-Camosine E)'e Drop 15m I Modified S~o Ophthalmic, lot #N032820 14@7 (BU D 180 days) Contains: 
Benzalkonium Chloride 

Llll'\.~)61<iNA ~ QIITE ~$$JeD 

SEE REVERSE 
OF THIS PAGE 

Stephen u. Brown , Investigat ~ 
Oatlci J. Christopher , Invest.J..gat. r 07/16/2014 
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DEPARTMEI"''T OF IlEAL Til A~mMANS ERVICt:.s 
fOUl) AND DRUG ADMINISlRATION 

QISTRlCT )IIHOO£NUUIJER ""''~Ia>OF IN9'£<:T10N 

4040 Nortt> Central Expressway, Sui te 300 06/03/2014 - 07/1 6 /201 4'" 
Dallas. TX 75204 Rl
(21 4 ) 253-5200 Fax: (214) 253- 5314 3010087152 
Industry Information: www.fda.gov/oc/ind ustry 
Mloll ANOTlT\L 01 ............... lO\MtOMIIL~T I6Q.EO 

TO: Kdstt A. Kubosh, !?harm. D., R. Ph., Pharmacisl in Charge- lllou:cl.........,_ 

Dowr.ing Labs , LLC 4001 t1cE:wen Rd Suit.e 110 
O lY STATE. II' CXXl£ ClOl.HTRV O O~E HT-.otm 

Dallas , 1'X 75244-5020 Prooucer of Sterile Drug Products 

T HIS l A REPEAT OBSERVATION FROM THE PREVIOUS INSP£CTJON CONDUCTED BETW EEN 
3/18/2013 AND 4/1612013. 

OBSERVATION 12 

Testing and release of drug producr for distribution do not include appropriate laboratory detennination ofsatisfactory 
conformance to the identity and strength ofeach active ingredient prior to release. 

Specifically, }Our firm has not conducted potency testing for an) drug products manufactured and distributed. M) review of 
approximately. lots of sterile drug products manufactured b~Meen 4/16/20 13 and 6123/2014 revealed that potenc) testing 
had not been conducted for any lots. 

THIS I A REPEAT OBSERVATION FROM THE PREYJOU INSPECTION CO NDUCTED BETWEEN 
3/1812013 AND 4/ 1612013. 

OBSERVATION 13 

Mruiter producnon and comrol records lack complete manufacturing and conrrol instructions. 

Specificall). your firm does not coru;istently document the model/lor number ofthe~ used in Lhe sterilization 
of injectable drug product~ . For example, Lipotocin I OmI for Injection. lot #N04302014@18 (Production dare: 5/5/14, 
Beyond Use Date: 11/.3/14). 

THJS IS A REPEAT OBSERVATION FROM THE PREVIOUS INSPECTION CONDUCTED BETWEEN 
3/18/2013 AND 4116non. 

• 0 \TES OF INSPECTION: 

:~;~g:::,~ ~~>·:,f.;OI4(Wed). 06/0512014{Thu). 0610612014(Fri). 06.11012014( Iuc). 0611 112014(Wed), 0611212014(Thu). 

0612w20141 ~u·, 0~1o~~ci~{~e)d~~80'j~10~[W~). 06t l9 201-t(lllu). 06'2012014(fri). 0612412014{Tue). 0612Y2014(Wed). 
· ~ e · 4( u), 07 1412014(Mon). 0711St2014{1ue). 07116/201-«\ved) 
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