DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

[ HETRICT ADOREES AMD PHONE NUMBER TEill} OF INSPECTION

4040 North Central Expressway, Suite 300 D6/03/2014 - 07/16/2014*
Dallas, TX 75204 [ PO

(214) 253-5200 Fax:(214) 253-5314 3010087152

Industr; Information: www.fda.gov/oc/industry

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge
BTREET ADORESS

[ Firew NAME
Downing Labs, LLC 4001 McEwen Rd Suite 110
CODE. COUNTRY TVPE ERTABLISHMENT INGPEC TED
Dallas, TX 75244-5020 Producer of Sterile Drug Products

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. [f 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 ai the address above. If you have any
questions, please contact FDA at the phone number and address above,

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 1

There is a failure to thoroughly review the failure of a batch or any of its components to meet any of its specifications
whether or not the batch has been already distributed.

Specifically,

A SOP #9.040 entitled, “Sterility Testing of a Finished Preparation™ (Effective date: 6/2012) documents that an
investigation should be conducted in the event that contamination is observed.

My review of approximately &8l Loogged Formula Worksheets for the period between 4/16/2013 and 6/23/2014
revealed that your firm had sterility or endotoxin failures for 22 different lots of drug product. In each case, the
investigations were either absent or incomplete.

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

* Cyanocobalamin, lot #N04302014@ 14

Lot #N04302014(@ 14 was originally on 5/2/14. Subsequent testing for sterility failed (Test dated
6/2/14) and the lot was re-sterilized by [(JXCII on 6/3/14. Subsequent testing for endotoxin and sterility met
specifications. The lot is currently being held in inventory pending distribution.

*  Folic Acid, lot #N04172014@20 (Production date: 4/30/14, BUD: 10/28/14)

Lot #N041720 14@20 was [{sJXEC)] on 4/30/14, Subsequent testing for sterility failed as noted on testing record
dated 6/2/14. The lot is being held in quarantine pending destruction,

Each batch with the failed result is identified in the following table:

/2, [ &
ENPLOTEES) SIGHATURE Cr j Ii:’ DATE BSUED
Stephen D. Brown, Investigator - pi====
SEE REVERSE Darla J. Christopher, Investigator 07/16/2014
OF THIS PAGE
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TO:

Kristi A. Kubosh,

DEPARTMENT OF HEALTH AND HUMAN SERVICES

- 07/16/2014%

i NAME
Downing Labs, LLC
BTATE DP COUNTRY

Dallas,

TX 75244-5020

FOOD AND DRUG ADMINISTRATION
[ TRETRICT ADDRESS AND PHONE NAMER BATE) OF NGPECTION
4040 North Central Expressway, Suite 300 06/03/2014
Dallas, TX 75204 e
(214) 253-5200 Fax:(214) 253-5314 3010087152
Industra}g Information: www.fda.gov/oc/industry

Pharm. D., R.Ph., Pharmacist in Charge
“STREET ADDFESS

4001 McEwen Rd Suite 110
TVET EETABLISMIENT MEPECTED

Producer of Sterile Drug Products

Product Lot # Mfd. BUD Sterility Test | Organism{s) Endotoxin Investigation
Date Result/Day Result/Date
Positive
HCG 5 K Lyophilized NOS082014@30 5/9/14 121214 Negahive N/A Failed endotoxin Yes
5000 U Powder Injectable (Result of
150 75EU vial
versus spec of
vial
Cyanocobalamin 30 mlL. NO4302014@1 4 214 T Positive/Day | Afipia felis 05 EU/mL No
Buffered | mgml "
Injectshiz —
Folic Acid 30 mL 10 NO4 172014@20 43014 102814 Posmive/Day Afipia felis <500 EU/mL No
'ml. Injectabl 12
HCG 5 K Lyophilized NO4OS2014%1 4 V1714 1015714 PosstiveDay | Swaphviococous 450 EL/ NVl Yes
3000 U Powder Injectable _ 5 haemolyticus
Cyanocobatamin 30 ml. NO3272014@7 327714 9723714 PositiveDay | Afipia felis <008 EU/mL No
Buffered 1 mg/ml 4
Injectable
Green Tea (EGCG) 10 NO1202014@8 FOY] ®14 Negative NA Failed endotoxin Yes
mL 10 mg/mL Injectable (Result of 252 64
EW/.ml )
L-Carmtine 30ml N12202013@3 172914 72814 Negative WA Failed endotoxin Yo
$00mg/ml (Result
476 19ELVml
versus spec of
awm
Terbutaline/ NI2202013@4 122313 6722/14 PositiveDay | Metiyloboctertu tested Yes
Betamethasonc § mL 10 m brochiatum
0.0500} mgml
le
Procaune 30 ml 10% Iy NI12182013a@ ) 121913 6718/14 Positive/Day Propuntbacter: Not tested Yes
8 um JCHes
Methylcobalamin NI1042013@1 12/16/13 &/15/14 Posiive/Day | Staphlococers Not fesied Yes
Buffered 30 mL § mg/ml. s epidernidis
p—m—l R
Magnesium Chlonde NHO2013@ 14 1171413 V14 PositiveDay | Saphylococcus Not tested Yes
Hexahydrate 30 mL 200 6 epldermidiy
‘mL
DMPS B-Comgplex 10ml NI0172013@20 116413 2114 PositiveDay | Bacillus Nt tested Yes
4 amyloligueface
ns
Merhyloerophicu
5
Ascorbic Acid (Com) 50 NIDI'!]O_I-J@IO 1030713 A4 Positive Day FProponihactery Not tested Yes
mi 500 mg/ml Injectable ™ 13 um gones
Hyaluronidase 10 mL 150 | NOYO42013@14 11513 131714 Positive/Day | Stpipdococcus Not tested Yes
U/mL Injectable 4 epidermidis
Dexpanthenol 30 mL 250 | NO9032013@ 14 93713 22014 Positive/Day | Not tested Not tested Yes
mg/ml Injectable 1
Calcium Glucosate 50 mL. | NOS152013@20 2213 22314 Positive/Day Bactllus Mot tested Yes
5% Injectable 13 Sastidiosus,
Bacillus
simpies.
Nocardia nova
EWPLOTEES) BOMATURE DATE BSUED
S <
semwyenne | Sovoen 0, o, smestiguiar COF
OF THIS PAGE ‘ L 9
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

T GRS ol PN WO BV OF ST
4040 North Central Expressway, Suite 300 06/03/2014 - 07/16/2014%
Dallas, TX 75204 Bikans
(214) 253-5200 Fax:(214) 253-5314 3010087152

Industr; Information: www.fda.gov/oc/industry

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge
[ A BTREET ADCRESS

Downing Labs, LLC 4001 McEwen Rd Suite 110
TVPE BRTARL AN REPECTED
Dallas, TX 75244-5020 Producer of Sterile Drug Products
Product Loth Mfd. BUD Sterility Test | Organismis) Endotosin Investigation
Date Result/Day Result/Date
Positive
Riboflavin (R5P) 30 m1 NOE21201 325 R213 1174 Pomitive’ Dy | € upriavichu Noi tested Yes
10 %L Inj 5 metallidurons
TIFM IV Baset2 NOTI2201 314 R819/13 /814 Positive/ Day Roseomonas Not tested Yes
Concentrate 50 mL SDV 7 mucose
L-Glutathuone for NOB142013@3 81413 21014 Positive/ Day | Staphiococcus | Not tested Yes
Inhalatian 10 X 4 ml. 3 epidermudn
Solu for Neb —
Ascorbic Acid (Corn) 50 | NOTI72013@26 8313 111314 PositiveDay | Propiombacters | Not tested Yes
mL $00 mp/mlL 12 AR TS
Folic Acsd 10 mL § NO6112013&27 &1113 127813 Postive Day Delfna Not tested Yes
= 2 S acidorvany

L-Prolime 30 ml. 50 NOGDS2013@19 &3/13 12213 Postive Ty Corynbacsersum | Not wesied Yes
mpml Ingectable o afermentan

L

Some examples where an investigation was absent include the following:
I. Cyanocobalamin Img/ml Buffered, lot #N04302014@ 14 (Production date; 52/14, Beyond Use Date: 11/1/14)

Your contract laboratory determined that this lot failed sterility and the contaminating organism was Afipia felis. No
investigation was performed.

2. Folic Acid 10mg/ml, lot #N04172014@20 (Production date: 4/30/14, Beyond Use Date: 10/28/14)
Your contract laboratory determined that this lot failed sterility and the contaminating organism was Afipia felis. No
investigation was performed.

3. Cyanocobalamin 1mg/ml Buffered, lot #N03272014@?7 (Production date: 3/27/14, Beyond Use Date: 9/23/140
Your contract laboratory determined that this lot failed sterility and the contaminating organism was Afipia felis. No
investigation was performed

Some examples where an investigation was incomplete consist of the following:

I, Green Tea (EGCG) 10ml 10mg/ml Injectable, lot #N01202014@8 (Production date: 2/10/14, Beyond Use date:
8/9/14)

Lot #N01202014@8 failed the test for endotoxin with a result of 252.64 EU/ml as documented on a Certificate of Analysis
dated 2/26/14 from the contract laboratory.

2) aseptic technique, or endotoxin in the APL.

Your investigation identified the possible root causes as 1 )[{JEKE))

However, your firm's investigation was incomplete in that:

EMFLOTEE{S) GRaRATURE DATE ISSUED
Stephen D. Brown, Investigator @
SEE REVERSE g '
rel = I = atc 07/16/2014
OF THIS PAGE Darla J hristopher, Investigator /
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

(TIBTRICT ADDRESS AND PHONE NUMBER BATE() OF INGPECTION

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

Industr¥ Information: www.fda.gov/oc/industry
Al

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge

[~ Fii NAME ETREET ALGMESS
Downing Labs, LLC 4001 McEwen Rd Suite 110
ATE 79 COUMTREY TVEE ESTARLISHMENT INSPECTED
Dallas, TX 75244-5020 Producer of Sterile Drug Products

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

was identified as a possible source of the contamination but was not investigated.

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

(glassware) which have not been validated.

d. There was no assessment of[(SYEE)]
2. L-Carnitine 500mg/ml for Injection, lot #N12202013@8 (Production date: 1/29/14, Beyond Use Date: 7/28/14)

Lot #N12202013(@8 failed the test for endotoxin with a result of 476.19 EU/mI as documented on a Certificate of Analysis
dated 3/19/14 from the contract laboratory.

Your investigation identified possible root causes as 1) presence of endotoxin or gram negative bacteria in the API, and 2)
excessive time between preparation and [SYXEH

Your firm's investigation was incomplete in that:

a.  The testing of the raw material, L-Carnitine, which was identified as a possible source of contamination was not
conducted.

was identified as a possible cause but was not investigated.

b. Excessive time between preparation and

(glassware) which have not

c. The investigation did not include an assessment of [{JRCY
been validated,

d. The investigation did not extend to all impacted batches. Per your Pharmacist in Charge, the L-Camitine, lot
which was used in L-Camitine, lot #N12202013@8 was also used in the product, Lipotocin Plus
10 ml for Injection, lot #N01042014@2 (Production date: 1/9/14 Beyond Use Date: 7/8/14) which was sent to
consignees.

3. Human Chorionic Gonadotropin 50001U Lyophilized, lot #N04082014@14 (Production date: 4/17/14, Beyond Use
Datz: 10/15/14)

Lot #N04082014(@ 14 failed the test for sterility as documented on a Certificate of Analysis issued by the contract
laboratory (Organism: Staphylococcus haemolyticus).

ENPLOTEE(S) GIGHNA TURE DATE IBSUED
Stephen D. Brown, Investigato @
SEE REVERSE L‘Jaria ; Chr LSTOE}"IEr Envgst ir"for 07/16/2014
e L L I » i B L I FAVD
OF THIS PAGE : ge
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

| DISTRICT ADDRESS AND PHONE NUMBER TATELS) OF INSPECTION

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

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

NAME AND TITLE OF INDIIDUAL TO

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge

TR NAME T ADDREBS

Downing Labs, LLC 4001 McEwen Rd Suite 110

CITY.STATE. 2P CODE, COUNTRY TYPE EBTABLISHMENT INGPEGTED

Dallas, TX 75244-5020 Producer of Sterile Drug Products

evaluation of the following areas:

Room pressurization
Laminar flow operation
Assessment of container closure

following:

®  Methylcobalamin, lot #N01162014@21
DMSO, lot #N01082014@ 1
¢ Cyanocobalamin, lot #¥#N01062014@]11

Particulates

BUD: 7/1/2014): Precipitation

In each case, vour firm conducted a 100% inspection by [(SJEEY]
Vials identified as containing fibers and/or particulates were then
removed and discarded. However, this method has not been shown effective to detect fibers or particulates in amber vials.

D. A “Sterilizer Test Report™ dated 2/27/14 issued by [(JXE]
one or more test strips and control strips for a test conducted on 2/19/14. No investigation was conducted.

Your investigation identified aseptic technigue by the technician as the probable root cause but failed to include an

Sanitization procedures (Room, equipment, product containers, etc.)
Evaluation of other lots compounded by the same technician

B. SOP #9.030 entitled, “Particulate Testing for Sterile Preparations” (Date: 1/2013) provides

guidance for the evaluation of vials of sterile, injectable drug products for particulates. My review of Q& lots of
drug products manufactured between 4/16/2013 and 6/23//2014 revealed that at least 185 lots had fibers or
particulates. No investigations have been conducted.

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

C. Investigations have not been conducted for sterile, injectable drug products which were rejected due to
precipitation or particulates. Some examples consist of the following:

1. Thiamine HCI 30ml 100mg/ml Injectable, lot #N02212014(@10 (Production date: 2/25/2014, BUD: 8/24/2014):

2. M.LC.A. 126 50ml Preserved 25/50/50/5/50/25 mg/ml Injectable, lot #N12272013@6 (Production date: 1/2/2014,

indicated that a gram stain confirmed spore growth in

THIS IS A REPEAT OBSERVATION FROM THE PREVIOUS INSPECTION CONDUCTED BETWEEN

J/18/2013 AND 4/16/2013.
EMPLOYEE(S) SIGNATURE DATE ISSUED
Stephen D, Brown, Investigator 6':}

gIE:ETEIESVE:(S;E Darla J. Christopher, Investigator 07/16/2014
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DSTRICT AND DATE®) OF INBPECTION

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

Industry Information: www.fda.gov/oc/industry 1

~NAIE AND TITLE OF INDIVIDUAL TO WHOM REPORT BSUED
TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge

Fh WAME ADDRESS

Downing Labs, LLC 4001 McEwen Rd Suite 110

CITY, ETATE. 2P CODE. COUMTRY TVPE ESTABLIS-MENT INSPECTED

Dallas, TX 75244-5020 Producer of Sterile Drug Products
OBSERVATION 2

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not established,
Specifically,

A) Media Fills

SOP #7.007.3 entitled, "Media Fill for High Risk Compounding " (Date: 4/17/14) documents, in part, that a total of{{sJ¥¢:3
ml vials (&Y for positive controls a.nd for product) will be used to conduct media fills.

1) The media fills were not representative of actual production processes in that:

a. The media fills failed to simulate a lot with the maximum number of vials (i.e. Cyanocobalamin, lot #N04302014@14:

b. The number and type of interventions was not included.
¢. The aseptic assembly of equipment (e.g., at start-up, during processing) was not included.

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

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

B) [QXEY) validation

Your firm failed 1o validate the [[JYEN) used for the sterilization of injectable drug products. Some examples of
( utilized by your firm consist of the following:

4

= DATE [SSUED

Stephen D. Brown, Investigator GD
Darla J. Christopher, Investigator 07/16/2014

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

DIBTRICT ADDRESS AND PHONE NUMBER T DATE(S) OF INSFECTION
4040 No xpressway, Suite 300 06/03/2014 - 07/16/2014*

Nallac FEINUMBER
Ldalldas,

(214) . 2314 3010087152

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

NAME AND TITLE OF INDIVIDUAL 10 WHOM REPORT ISSLED ==

TO: Kristi A. cist in Charge

FiaM MAME B ——— e e e e
Downing Labs, LLC 4001 McEwen Rd Suite 110

CITY GTATE. ZIP CODE. COUNTRY TYPE ESTABLISHMENT INSPECTED

Dallas, TX

Producer of Sterile

My review of approximately production records for the period between 4/16/2013 and 6/23/2014 revealed that integrity
testing was not documented as being performed Dlim for approximately fela lots.

D)RCII Sterilization

Your firm failed to validate the [{)NC)) ) used to sterilize injectable drug products and

drug product components such as vials and stoppers.

for the sterilization of drug products and components:

Your firm currently uses the following{{s)XE3]

0) (4)

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

e  DMSO 50 mL 99% Injectable, lot #N01082014@ 1 (Production date: 1/20/2014, Beyond Use Date: 7/19/2014)

¢ Hyaluronic Acid 10 mL X-Link 10 mg/mL. Injectable, lot #N05092014@ 1 (Production Date: 5/12/2014 Beyond
Use Date: 11/1/2014)

e Vitamin A 10 mL 50,000 TU/mL Injectable, lot #N04142014@8 (Production Date: 4/14/2014 Beyond Use
Date: 10/11/2014)

of drug products which are [(SJNE)] . The
and is not tested to ensure the absence of endotoxins.

In addition, your firm uses[{sJEE)]
(b) (4) does not meet the USP standards for [{s)XE3]

E) Qualification of ISO § processing area modifications

Your firm failed to re-qualify the ISO 5 and 7 processing areas after major modifications to the areas. For example, on
4/7/14, 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 cleanroom to the ISO 5 area. There was no documentation
to indicate that cleaning was performed in the controlled areas after the repairs were made.

A re-qualification of the ISO 5 and ISO 7 areas did not occur until 5/21/14. Between 4/7/14 and 6/2/14, your firm

EMPLOYVEE(S) SIGNATURE == ]"&;;‘—E'{g_goﬁ_ ———

& |
5/2014

pner, Lnvestigalitol 1416/

SEE REVERSE
OF THIS PAGE
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

" TABTRICT ADCNESS AND PHONE NOWBER

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

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

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge
STRERT ACOAREE

Downing Labs, LLC 4001 McEwen Rd Suite 110
n TVPE E07ABLIGINIENT INBPECTED
Dallas, TX 75244-5020 Producer of Sterile Drug Products

compounded approximately . lots of injectable drug products of which at least . have been distributed.

Some examples include the following:

¢ Lidocaine HCI 50ml 1% Injectable, lot #N 05122014@12, (Production date: 5/13/14 Beyond Use Date: 11/11/14)
Procaine Potassium Buffered 50ml 2% Injectable, lot #N04142014@5 (Production date: 5/13/14, Beyond Use Date:
11/10/14)

*  Magnesium Chloride Hexahydrate 50ml 200mg/m| Injectable, lot #N04302014@17 (Production date: 5/12/14 Beyond
Use Date: 11/10/14)

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

OBSERVATION 3
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions.

Specifically, environmental monitoring is not representative of the clean room environment during aseptic processing
operations, For example,

A) Viable air sampling is performed in the ISO 5 and 1SO 7 areas once every[EJJEJJ when the rooms are being re-
certified by your outside contractor.

B) Surface samples are obtained randomly [EYNESI i» the clean room. The areas to be sampled are not identified.
C) Routine monitoring for clean room personnel is performed once every [JNEY and there is no monitoring of gowns,
ERFLGTERS) SEHATORE CeEmsEs |
Stephen D. Brown, Investigator @
SEE REVERSE :
. * 07/16/2014
OF THIS PAGE Darla J. Christopher, Investigator /
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

i PHONE DATER) OF
4040 North Central Expressway, Suite 300 06/03/2014 - 07/16/2014*
| FE NUWBER

Dallas, TX 75204

(214) 253-5200 Fax:(214) 253-5314

Industry Information: www.fda.gov/oc/industry
AND T1 7] v

3010087152

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge

’—mm

Downing Labs, LLC 4001 McEwen Rd Suite 110

[~CITY BTATE, 2F COOE, COUNTAY TYPE E5TABLIGHWIENT INGPEG 1ED

Dallas, TX 75244-5020 Producer of Sterile Drug Products

arms, face masks or other areas of the technician.

D) Growth promotion testing is not performed on incoming prepared media (i.e. [{SJXCY)
") used for environmental sampling.

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

OBSERVATION 4

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

Specifically,

A. There is no assurance that the air quality inside the ISO 5 area is adequately maintained. Currently, the |SO 5 area is
separated from the ISO 7 cleanroom by a plastic curtain which descends approximately 30" from the ceiling. The latest
cleanroom qualification dated 5/21/14 failed to include documentation to demonstrate that laminarity can be adequately
maintained between the ISO 5 and ISO 7 areas.

On 6/3/2014, we observed that the sides of the plastic curtain which enclose the 1SO 5 area inside the ISO 7 cleanroom were
absent. | was told by management that the sides were removed on 6/2/2014 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 Injectable, lot #05232014@2, was being processed
within the uncertified 1SO 5 area.

In addition, your firm manufactured the following drug products on 6/19/2014 and 6/23/2014 using the uncertified ISO 5
area:

* AMP Buffered 10ml 25mg/ml Injectable, lot #06192014@23 (Production date: 6/19/14, BUD: 12/16/2014)
*  Methylcobalamin Buffered 30ml 1mg/ml Injeciable, lot #06172014(@ 14 (Production date: 6/23/14, BUD: 12/21/2014)
*  Magnesium Sulfate 50ml 50% Injectable, lot #06132014@9 (Production date: 6/23/14, BUD: 12/21/2014)

in the [SO 5 arca and then([{s] The Pharmacist in Charge told me
since the firm had identified rationale in literature. In addition, | was told that the 1SO 5 area
The three lots are being held in

Each lot was[[YXEY]
that the lots were [(JREY)
was uncertified and that the firm was only compounding products which could be[{SJXED]
quarantine pending the completion of testing for sterility and endotoxin.

There

B. Your firm checks and documents the differential pressure between the ISO 7 and ISO 8 areas[(s)NE3]
are no requirements for additional monitoring.

T EMPLUOYEETS) SaGNATURE DATE IB8SLFED
Stephen D. Brown, Investigator @
SEE REVERSE Dal"labl “l“"i:f ';?:'* r] ?f:v?“' igator 07/16/2014
! e LOK L opne H (=F- 4 b 1 L |
OF THIS PAGE J ! 9
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

[ DIETRICT ADONESS AND PHONE NUMBER
4040 North Central Expressway, Suite 300

Dallas, TX 75204
(214) 253-5200 Fax:(214) 253-5314 3010087152

Industr¥ Information: www.fda.gov/oc/industry

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge
STREET ADCRERS

Downing Labs, LLC
CITY.

Dallas, TX 75244-5020 Producer of Sterile Drug Products

06/03/2014 - 07/16/2014*

4001 McEwen Rd Suite 110
TVEE ESTABLIS aaENT WAPECTED

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

OBSERVATION §

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

Specifically, my review of approximately lots manufactured between 4/16/2013 and 6/23/2014 revealed that endotoxin
testing had not been performed for approximately 180 of the jgil lots of injectable drug products distributed. Some examples
where testing for endotoxin was not performed consist of the following:

¢ Taurine 30ml 50mg/ml, lot #N12182013@13 (Production date: 1/22/14, Beyond Use date: 7/21/14)
¢ Methylcobalamin Buffered 10ml 1mg/ml, lot #N01162014@20 (Production date: 1/23/14 Beyond Use date: 7/22/14)
e Thioctic Acid 30ml 25mg/ml, lot #N12202013@35 (Production date: 1/23/14 Beyond Use date: 7/19/14)

OBSERVATION 6

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

Specifically, your firm has never conducted preventive maintenance o (b) (4) ili

ec _ n the (CYRCYRIN or Iyophilizer used for the processin
of in Jembtﬁ' drug products. My review of the operators' manuals for the [[JXE)) and one lyophilizer revealed tll?trm specit?c
Eﬁg:::::ue IS required to ensure optimal operation. Some examples of the recommended maintenance consist of the

§os

The lyophilizer is used for the production of two products, H

A ,HCGS5SKL hiliz £ .
/GHRP-6/ P-2 3/3/ S S yophilized 5000 U Powder Injectabl

GHRP-2 3/3/3 mg per vial Injectable. Some examples of lots distributed include the follmjvin g: % #d Sermorelin

* Sermorelin/GHRP-6/GHRP-2
Use Date: 9/7/2014)

* HCG 5 K Lyophilized 5000 U Powder Injectable, lot #N03182014

3/3/3 mg per Vial Injectable, lot #N03112014@9 (Production Date: 3/1 172014 Beyond

@10 (Production Date: 3/27/2014 Beyond Use Date:
OATERSUED ]

ﬁtephen D. Brown, Investigator (¥
Jarla J. Christopher, Investigator
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I'he operating manual recommiends the following maintenance:
N(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
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OBSERVATION 7

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

Specifically, your firm has not authorized your contract laboratory to conduct suitability testing for all drug products tested
S T . - - . - r
i testing records for the period between 4/16/2013 and

for sterility as confirmed by management. Review of approximately [ ‘
6/23/14 revealed that at least 80% of the records included a statement from the contract laboratory documenting that the

sterility test did not meet all the requirements for sampling and/or method suitability specified in USP <71>. Some

examples consist of the following:

L-Glutamine 30ml 30mg/ml Injectable, lot #N05122014@8 (Production date: 5/13/14, Beyond Use Date: 11/11/14)

L ]

e  Hyaluronic Acid 10ml X-Link 10mg/ml Injectable, lot #N05092014@ | (Production date: 5/12/14 Bevond Use Date:
1171/14)

*  Procaine 50 ml Buffered 1% 10mg/ml Injectable, lot #N050820 14@23. (Production date: 5/9/14. Bevond Use Date:
1177/14)

OBSERVATION 8

I'here are n e G i = X
o e 'l‘) Written procedures for production and process controls designed to assure that the drug products have the
Y, strength, quality, and purity they purport or are represented to POssess.

Specifically,

(\ ‘f‘{!ilr tirm I”l‘li.ﬂr J (b) () 4 ) I Y l} Al ) i p’ =] L
51 €5 a b ) il
fc!]'l.d o v |If|’“ s h\i ( ) ( “r”t I O I'”“Z’Ii\' N LI‘I.n. - I
€ Lhe irerent {‘fu used fi — : - - LL{ahle dni.':! “)duklr- Y our Irm Iil‘
l\ ‘Pil'”i'f:‘i] - “”” l |[)|‘T'\' l I:u-d’:> L.i g-g‘l- F]L .'1?]3 ”II!;““}” ‘-'! !hc dI‘UL p L?dU(.‘I_\ ”Ull?a!l Cll(’iﬂ.(}lllt (J( ”ddil]”“[.”.” -
« CT and ! more I“I. 20me L’.iﬂ“f"t‘: L ’ B J LL" IC CY LIC‘ ;] > i I
» O §p D rameters consist U’ tht I‘U”““ ”‘lt'”'l

Duration

Frccziug

HCG (Human Chorionic

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

- FOODAND DRUG -':]_lf'-'ll.‘\'l\u’li ATION e _

DiSTHILT ADDRESS AND PHONE NUMBER

|~ FEI NUMBER

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

OBSERVATION 8

Aseptic processing arcas are deficient regarding the system for cleaning and disinfecting the room to produce aseptic

conditions
Specifically,

A.There 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 studies to demonstrate that the disinfectants used to clean the walls,
floors, ceilings, and work surfaces in the ISO 5 and ISO 7 areas can sufficiently reduce bioburden. Currently, yvour firm
utilizes the following disinfectants in the 1SO 5 and 1SO 7 areas:

D) (4)

C. Your firm uses non-sterile wipes in the [SO 5 and 1SO 7 areas for the cleaning and sanitization of surfaces

FHIS IS A REPEAT OBSERVATION FROM THE PREVIOUS INSPECTION CONDUCTED BETWEEN
J/18/2013 AND 4/16/2013.

) = T va st 141 r ('-‘|
SEE REVERSE | ~"°Pnen 0. Brown, 1 v _@
OF THIS PAGE | "% 7+ Christorher, 3
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

| DIETRICT ADDAESS AND PHONE NUMBER GATES) OF INSPECTION

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

Industry Information: www.fda.gov/cc/industr
NAME OF INDIVIDUAL TO WHOM

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge
STREET ADORESS

Downing Labs, LLC 4001 McEwen Rd Suite 110

| IEL2 COUNTRY TVPE ERTABLIGHMENT INGPECTED
Dallas, TX 75244-5020 Producer of Sterile Drug Products
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 1ISO-5 clean room are not sterile and are not disinfected prior to use.

THIS IS A REPEAT OBSERVATION FROM THE PREVIOUS INSPECTION CONDUCTED BETWEEN
/1872013 AND 4/16/2013.

OBSERVATION 11
There is no written testing program designed to assess the stability characteristics of drug producits.
Specifically,

A) Your firm has no documentation to justify the Beyond Use Date of injectable drug products of 180 days. My review of
approximately @8 lots of drug products manufactured between 4/16/13 and 6/23/14 revealed that your firm produced
approximately 8l different sterile, 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 but not labe led accordingly. For

example,

*  Phosphatidylcholine 50ml, 5/2.5% Injectable, lot #N05092014@8, BUD 180 days.
* Lipotocin [0 ml Injectable, lot #N04302014@8, BUD 180 days.

B) Your firm has not conducted anti-microbial effectiveness testing to determine whether Benzy| Alcohol, Methylparaben, or
Benzalkonium Chloride effectively inhibit microbial growth in sterile injectable drug products through BUD. My review of
approximately Bl lots of sterile drug products for the period between 4/16/2013 and 6/23/2014 revealed that your firm
manufactured drug products containing these preservatives with BUDs of 180 days. For example,

e BI123ml (Hydroxo 12.5mg/ml + Cyano 12.5mg/ml) 25mg/ml Injectable, lot #N050820 14@22 (BUD: 180 days)
Contains: Benzyl Alcohol

*  Biotin 30 mi (Preserved) 10mg/ml Injectable, lot #N01282014@10 (BUD 180 days) Contains: Methylparaben

s Acetyl-L-Carnosine Eye Drop 15ml Modified 5% Ophthalmic, lot #N03282014@?7 (BUD 180 days) Contains:
Benzalkonium Chloride

EMPLOYEED) GRANATURE DATE iSSLUE0
Stephen OD. Brown, Invest antcm
SEE REVERSE Darla J. Christopher, Investigator 07/16/2014
OF THIS PAGE
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

[DISTRICT ADDRESE AND PHONE NUMBER BATEL OF INSPECTION _

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

(214) 253-5200 Fax:(214) 253-5314 3010087152

Induatr; Information: www. fda.gov/cc/industry
REPORT ISSUED

TO: Kristi A. Kubosh, Pharm. D., R.Ph., Pharmacist in Charge

[ FiF AME GTHEET ADDRESS
Downing Labs, LLC 4001 McEwen Rd Suite 110
£l COUMNTRIY TVOE EETABL S-AIENT INSPEC TED
Dallas, TX 75244-5020 Producer of Sterile Drug Products

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

OBSERVATION 12

Testing and release of drug product for distribution do not include appropriate laboratory determination of satisfactory
conformance to the identity and strength of each active ingredient prior to release.

Specifically, your firm has not conducted potency testing for any drug products manufactured and distributed. My review of
approximately @l lots of sterile drug products manufactured between 4/16/2013 and 6/23/2014 revealed that potency testing
bad not been conducted for any lots.

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

OBSERVATION 13

Master production and control records lack complete manufacturing and control instructions.

Specifically, your firm does not consistently document the model/lot number of the [BIRCH used in the sterilization
of injectable drug products. For example, Lipotocin 10ml for Injection, lot #N04302014@ 18 (Preduction date: 5/5/14,
Beyond Use Date: 11/3/14).

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

* DATES OF INSPECTION:
06/03/2014(Tuc), 06/04/2014(Wed), 06/05/2014(Thu), 06/067201 4(Fri ). 06/1022014(Tue), 06/1172014(Wed), 06/12/2014(Thu).

06/13/2014(Fri). 06/17/2014( Tue), 06'!8!"014(ch) 06/1972014(Thu), 062 ri
! : _ 2 ! 2072014(Fri), 06724/2014(Tue), 06/25/2014( Wed),
06/726/2014(Thu), 07/02/20 1 4( Wed), 07/0372014(Thu), 07/1422014(Mon), 07/152014(Tue), t)?flta.'z‘:]‘l»t‘:e \i"cd) VR

SIGNATLIRE

B (OVER) SaNATURE f o~ /)
Stephen D. Brown, Investigator #Z U 1;{-

Darla J. Christ
@ J. Christopher, Investigator

DATE SSUED
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