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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ATMINISTRATION

| CIBTRICT ADDRESS AND PHONE NUMBET DATE(G) OF INSPECTION

4040 Nerth Central Expressway, Suite 300 09/14/2015 - 1G/09/2015%
Dallas, TX 75204 [ e R

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

Industry Informat
HAMT TILE

ion: www.fda.gov/oc/industry

TO: Ashley M. Downing, Co-owner

T STREET AODRESS
Downing Labs, LLC 4001 McEwen Rd Sulte 110
CITY, STATE. ZIP CODE, CCUNTRY o

Dallas, TX 75244-5020 Outsourcing Facility

monitoring on 8/7/15 recovered multiple organisms from multiple locations within the clean room suite and from
fingertip sampling from muttiple aperators.

_Location Result | Organismy(s)

1 cfu Penicillium corylophilum
TNTC | Penicillium cornylopkiluom
Bacillus coreus
i cfu | Penicillium carviophifum

1cfu | Terribaciflus sp.

1 cfu Cladosporium sp.
S5cfa Massilia timonae
Bacillus circedany
Kocuria carniphila

You failed to thoronghty investipgate these results prior to distributing the affiected batches. Your preliminsry
tnrvestigation did not correctly identify the batches affected. Y our imvestigation addandumn completed after 9/14/15 also

did not comrectly identify the batches affected.

iL On 7/6/15, 7/7/15, and 7/8/15, environmental monitoring of the ISO 5 area via settle plates and active air samples
resulted in numerous TNTC recoveries for bacillus circulans. Your investigntion states that the plates were likely
contammnated prior to use, but did not address the fact that spore forming organisms were brought into the ISO 5
workspace prior to end during aseptic processing of the following batches.

*  Cyanccobalamin 1 mg/mL Buffered in 30 ml vials lot 07062015@5 filled on 7/6/15

EDTA Sodium 150 mg/mL in 100 mL vials lot 07022015@13 filled on 7/7/15

s Folic Acid 10 mg/ml. injectable in 30 mL vials 1ot 07022015@17 filled on 7/8/15

»  Magnesivm Sulfete 50 mL vials lot 07072015@12 filled on 7/8/15

»  Phosphatidylcholine/DCA 10/4.75% injeciable in 50 mL vials lot 06292015(@2 filled on 7/8/15.
OBSERVATION 5

Time limits are not established when appropriate for the completion of each production phase to gasure the quality of the drug
product.

Specifically,

A. Your firm has no datn to support pre-sterilization hold times for sterile injectable drug products end no pre-sterilization
bioburden or endotoxin testing is performed. There fe no assurance that the sterile filters used are capable of removing
this wnknown level of bioburden. Tn all cases I 7o cxample:

»  Ascorbic Acid 500 mg/mL injectable in 1wy mu. *Hnl- Tn+ n‘052015ﬁ9 wit ials made ]

ith sterile filiration occurring This is a preservauve uee
ERMFLOYEES) SEEHATURE DATE 580D
Jeffrey D. Meng, Investigator
SEE REVERSE | Patrice S. Hall, Investigator g‘gg 10/09/2015
OF THIS PAGE | Jenny Bgila Sefen, Inveatigator
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

THETERCT ADDRESY AND FHONE NUNBER
4040 North Central Expresaway, Suite 300
Dallas, TX 75204

09/14/2015 - 10/09/2015%
TOWEER

{214) 253-5200 Fax:(214) 253-5314 3010087152
Industry Information: www.fda.gov/oc/industry

NAME AND TITLE OF IWINYIDUAL T WHECHM REPORT BSUED

T0: Ashley M. Downing, Co-owner

FRANAE SHEET ACOREEE

Downing Tabs, LLC 4001 McEwen Rd Suite 110
CITY. STATE, ZIP SODE, CTHLUNTRY TYPE ESTABLUISHMENT MEPECTED

Dallas, TX 75244-5020 Cutsourcing Facility

OBSERVATION 7

] Testing and relezse of drug product for distribution do not include appropriate laboratory determination of satisfactory
conformance to the final specifications prior to release.

¥ Specifically,

A. Your Green Tea (EGCG) 10 mg/ml. injectable product in 10 ml. vials does not have a specification for endotoxins and
only states "report results". For example;
o  Green Tea (BCGC) lot 0605201 5@)1 5 with endotoxin results of 6.3 EU/mL.
o Green Tea (ECGC) lot 08092014(@22 with endotoxin results of 34.2 EU/mi..

B. Your finished product testing does not including testing for drug prodnct immurities that may be present, For exammla,
the batch record for Procaine 1% injectahle 1ot 06042015@6 states it i EEEEE s o ve B
and is currently on BUD study with & sotency resalt of 10427 7.

C. Your firm has not established spevifications or performed testing for your lyophilized products HCG and Sermorelin for
characteristics such as water contentt and recoagtiiution time,

D. Your firm has not established any specifications or performed any finished product testing for the majority of your non-

sterile drug products. For example, no testing for identification, assay, impurities, content uniformity, dissolution, ar
microbial testing is performed for the following products

s  Ergoloid Mesyl: capsules lat 04152015@)1 bottled and labeled as HYDERGIN-PRO.

¢ Phenytoin 25 m t 12082014@25 bottled and labeled a3 PHEN-PRO

+ Hydrocortisone les Tot 1208201421 bottled and labeled as HY DROCORT-PRO
OBSERYATION B

Buildings vsed in the manufacture, processing, packing, or holding of a drg product do not have the sufiable construction io
facilitate cleaning, maintenance, and proper operations.

Specifically,

Ohservatinn afwoir firm's smoke study date

around th cleanroom certification dated

re is inadequate assurance
are sufficient to minimize ingress of contamination from the ISO 7 area during

B) BIGNAT DATE WEBLED
Jeffrey D. Meng, Investigator fo\_\
SEE REVERSE | Patrice S. Hall, Invesatiqator pst 10/09/2015
| OF THIS PAGE | Jenny Agila Sefen, Investigator
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRIJG ADMINISTRATION

DI TRICT ADGRESS AND FHONE FLWoCH Y 78] OF NGPECTION
4040 North Central Exzpressway, Suite 300 09/14/2015 - 10/05/2015+
v NOER

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

Industr; Information: www.fda.gov/oc/industry
MAME AND TITLE HOM FEPDRT |

TO: Ashley M. Downing, Co-owner

EIRN AN SIREET ADCRESS

Downing Labs, LLC 4001 McEwen Rd Suite 110

CITY, STATE, ZiP CODE, COUNTRY ESTABLIBHMENT

Dallas, TX 75244-5020 Qutsourcing Facility

routine @oﬂs The iSO 5 arca is ﬁaraied from the 1SO 7 area by veriical piastic panels that exten -

OBSERVYATION 9
There is Do written testing program designed to assess the stability characteristics of drug products.

Specificalty,

A. Your firm does not have data to support the beyond-use-dates (BUD) applied to drug products produced and distributed.
As of 9/14/15, no siability studies were campleted. For example:

o  Phosphstidylcholine/DCA 10/4.75% injectable in 50 mL vials lot 07302015@7 with BUD of 2/5/2016 (180 days).
*  Ascorbic Acid 500 mg/mL injectable iv 100 mL vials lot 05052015@9 with BUD of 11/1/15 (180 days).
»  Testosterone Cypionate 200 mg/mL injectable in 10 mL vials kot 07302015@9 with BUD of 1/26/16 (180 days).

B. Your firm docs not have data to support that any preservatives such as benzyl alcobol end chlarobutanol added to all
preseived sterile injectable drug products remain in adeqeate quantities through the labeled BUD. For example:

» Phosphatidylcholine/DXCA 10/4.75% injectable in 50 mL vials lot 07302015@7 with BUD of 2/5/2016 (180 days)

countaining benzy! alcohol.
»  MI.C. preserved 25/50/50 mg/mL injectable in ## mL vials, lot 072220154 with BUD of 1/18/2016 (180 days}

containing benzyl alcohol.
e Vitamin D3 100,000U injectable in 10 mL vials, lot 05042015@9 with BUD 8/11/15 containing chlorobutanol

THIS IS A REPEAT OBSERVATION

OBSERVATION 10

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

Specifically,

A, T~vonhilizatio or drug prichicts have not been edequately validated. Your firm uses
or the tyophilization of injectable drug products, including Human Choricnic Gonadotropm (HCG) 5,000 Units
Lyopailized Powder in 10 mL vials lot 07092015@7 and Sermorelin/GHRP-6/GHRP-2 in 10 mi vials Iot 07222015@7.
The Summary Report for the Installation, Operational and Performance Qualification (1Q/0Q/PQ) Protoco! for this
. signed o states "Based on the results of the execution of the protoco! and & review of all data and

DATE ISEUED

EMPLLr coyoy o | URE

Jeffrey D. Meng, Investigator f&u’_
8EE REVERSE | Patrice S. Hall, Investigator st 10/09/2015
OF THIS PAGE | Jenny Agila SeFen, Investigator
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DEFARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

[ GATEE] OF INGPECTION
4040 North Central Expresaway, Suite 300 05/14/2015 - 10/09/2015*
Dallas, TX 75204 [ FER
(214} 253-5200 Fax:{214) 253-5314 3010087152
Industry Information: www.fda.gov/oc/industry
[ NANE AN TITLE OF DTWDUAL TO WHOM FEPGHT PReD
TO: Ashley M. Downing, Co—owner
FIRM MAME BTREET ADORESS
Downing Labs, LLC 430 McEwen Rd Suite 110
TITY, STATE, ZIF COCE, COUNTRY TVEE ERTADLIGHRENT EFEGTED |
Dallas, TX 75244-5020 Cutsourcing Facility
excursion, Biometrix concludes that the performance of th Syste™ ~~ tesh | e ——
Tre J 1] wil
For example, at th masmements within th rangea fic |
is oo —

Batch record documentation statﬁﬂlefollowing
Step rmorelin

Balches produced using th [l include:

#  Human Cherionic Gonacowopin (HCG) 5,000 Units lot 05192015@9 lyophilize: [}
»  Sermorelin/GHRP-/GHRP-2 lot 0619201 5@2 lyophilizex -

» Human Chorionic Gonadotropin (HOG) 5,000 Units lot 07uv.au15@7 lyophilize: I

B. No process performance qualification activities have been perfunned For the following drug products produced by your
firm assure they are of appropriate quality. For example, no in-process testing is performed to supporl blend uniformity

ot content uniformity.

¢  Ergoloid Mesyia [l capsutes o 04152015@1
»  Phenytoin 25 mg 5 lot 12082014@25

s Hydrocortisone 3 psules lot 12082014@21

For example. the Ereviona mvicsyrawss lot 04152015/ hatch record states that the batch wa
 E—— e i_ -

THIS IS A REPEAT OBSERVATION

!
I OBSERVATION 11
The accuracy, sensitivity, specificity, and reproducibility of test methods have not been established.

Specifically,
ENPLOYEES) SIGNATINE DATE 85T
Jeffrey D. Meng, Investigator ,:f:""-""
SEE REVERSE | Patrice S. Hall, Investigater Fsth 10/09/2015
OF THIS PAGE | Jenny ARgila Sefen, Inveatigator
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DEFARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
DATE{S) OF WNSPECTION

AL PHOMNE NUMBER

4040 North Central Expressway, Suite 300 09/14/2015 ~ 10/09/2015*
AR

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

Industry Information: www.fda.gov/oc/industry
AND TITLE OF INCIVIDUAL TO WHDM BEPORT BIOUED

TQ: Ashley M. Downing, CoO—-0OWNer
R EREET AT

Downing Labs, LLC 4001 McEwen Rd Suite 110
CITY. BTATE, ZiP CODE, CCAINTRY TrPE

Dallas, TX 75244-5020 Cutsourcing Facility

There is no assurance that test methods used for potency testing of your drug products for release and stability are accurale,
sensitive, specific, and reproducible a3 no product and formulation specific method validation activities have been performed.
For example, multiple potency test results from your coniract laboratory state that the results were generated using n
proprietary metbod and that the method cannot be considered validated unless specificity of the farmulation has been
performed per USP/ICH guidelines. Product lots and 1est results with this statement include:

e  Pmeaing 1% mjectable lot 0604 MT S in 3 BUD study with initial potency results of 104.27%. Thia product is
and tha
»  ryneoxine 100 mg/ml. injectabie 101 V323201 5@6 in a BUD study with: ___[JJJ] result of 97.72%
Testosterone Cypionate 200 mg/mL injectable lot 07302015@9 with a result of 92.94%

OBSERVATION 12

The labels of some of your outsourcing facility's dmg products do not include information required by section
503B(a)(10XA) and (B). Specifically,

The following information is not found on some of your drug product labels, as required by section S03B(a){(10)(A):
A. The statement, "This is a compounded drug".
B. The establighed name of the drug.

C. The dosage form of the prodoct,
D. A list of inactive ingredients, identified by established name, and the quantiity or proportion of each ingredient.

Examples of drug product labels that do not contain this information include:

Potassium Chlorids (20 mEq/10mL), lot 07312015@ 12
EDTA Calcium Disodium, lot 07282015@135
Thiamine, lot 67282015@8

Zine Sulfate (elemental), lot 07272015@9

L-Camitine, lot 07272015@4

Ascorbic Acid, lot 07212015@10

M.L.C. Injectien (preserved), lot 07222015@4

DMAE, lot 0716201 5@6

HCG (lyophilized), 1ot 07092015@7

L-Ghntathione, lot 06262015@9

OBSERVATION 13
DATE HBELED

ENFPLOTEHS) SIGHATURE
1 Jeffrey D. Meng, Investigator it"
SEE REVERSE | Patrice 8. Hall, Investigator 10/09/2015

OF THIS PAGE | Jenny Agila Sefen, Investlgator
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DEFARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUKG ADMINISTRATION
NUMBER - | DATEE) OF MEPECTION

DIETRICT ADDREED AND

4040 MWorth Central Expressway, Suite 300 09/14/2015% - 10/09/2015*
Dallas, TX 75204 FEN

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

Industrg Information: www.fda.gov/oc/industry
NAME AR T ERED

TQ: Ashley M. Downin Co—owWner
- L ar

HTREET ADDREES
Downing Labs, LLC 4001 McEwen Rd Suite 110
GITY, BTATE, OF COOE, GOLRTHRT TYPE EHTABLEHMENT MGPECTED
Dallas, TX 75244-5020 Outscurcing Facility

Your outsourcing facility has not submitted a report to FDA identifying all products compounded during the six months prior
to registration as reguired by section S03B(b)(2)(A). Specifically, the following products were produced and not identified on
the rneport submitted on 6/30/15..

»  Pentoxifylline 20 mg/ml Preserved injectable in 30 mL vials Jot 04082014@3 produced on 4/8/15 consisting ¢ __ Aals

with a BUD of 10/5/15

o Marine Water [l | injectable in 100 mL vials lot 01222015@38 produced on 1/23/15 consisting « _ vials
with a BUD of 7/21/15.

»  Magnesium Sulfite 50 % injectable in 50 mL vials lot 05112015@4 produced an 3/12/15 consisting ¢ vials witha
BUD of 11/10/15.

OBSERVATION 14

Bulk drug substances used by your facility to compound drug products are not each manufactured by an establishment that is
regislered under section 510. Specifically,

For exsrrmmla:

. B marufi was used in
I royspstidylcholine/l injectable I mth a BUD ¢
I

* DATES OF INSPECTION:
09/14/2013(Mom), 09/13/2015{Tue), 09/16/2015(Wed), 09/17/2015(Thu), 69/1872015(Fri), 09/2172015(0an), 09/22/72015(Tue),

097241201 5(Ttu), 09/30420 15{Wed), 10:01/2015(Thu), 10/02/201 5(Fri), 10/057201S(Mom), 10/062015(Tne), 10/08/2015(Thw),

10409/201 S(Fri)

CYEE[G) BIGHATURE [T TR
1 Jeffrey D. Meng, Investigator
SEE REVERSE | Patrice S. Hall, Investigator . SE 10/09/2015

OF THIS PAGE | Jenny Agila Sefen, Investigator
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