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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, con'n:!ctive 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.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 1

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

Specifically, !

On 09/22/2015, during the produfctiun of Glutathione 200mg/ml Injection, lot # 88208, the [ollowing aseptic techniques were
observed in the cleanroom:

A) An aseptic operator was observed placing an
* with are hands;jjlithen proceeded to disinfect (with the
b

ench top inside the ISO 5 LAFH without any gloves. The operator proceeded to exit the cleanroom fully gowned
and walked into the adjacent unclassified gowning area to wash-hands and ands with a paper towel
before returning back into the unclassified "clean room". The pharmacist was then observed putting on sterile
gloves. However,. was observed adjusting the glove with il bare left hand to fit into the glove.

B) An aseptic operator was observed introducing material, such as sterile , into
the hood without disinfecting these materials. | The operator did not disinfect and every timejllreached out of

the hood to grab material from shelves that are located in the cleanroom.

C) Another aseptic operator was also observed introducing material into the hood without disinfecting the surface and
also not disinfecting [Jjfi} gloves when going back into the hood. This pharmacist was producing ALFA-2B Imillion
unit/ml ophthalmic.

D) An aseptic operator was observed walking multiple times into and out of the unclassified "clean room" without
putting on any appropriate gowning. Additionally, there is no procedure in place for gowning and no gowning
instruction in the gowning area.

E) The ISO 5 LAFH is housed in an unclassified room.
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OBSERVATION 2

Procedures designed to prevent inicrobiological contamination of drug products purporting to be sterile do not include
adequate validation of the sterilization process.

Specifically,

A)Th of e NI - - NN c e s:cril73tn

of Triamcinolone diac2tate Injection (on 11/19/14, 1/28/15 and 8/5/15) and Dexamethasone acetate Injection (on
3/10/15) is not appropriate. The firm uses a which has

The firm incubates|the unit withou
Furthermore, there!are no procedures in placz for how to conduct sterilization

process and n

B) Sterile drug produ-:t. and drug products produced from non-sterile coinponents are
Howev:1 the that's performed after the sroduction of the drug products is
; howvvever, according to Mr. TIW, he takes a

inadequate. N

, which would indicate a failing result. Furthermore, the
is not always documented and lhere is no procedure in place for how to conduct
Products such as TriMix Injection, HCG Injection, Methylcobalamin Injection, and Hydroxyprogesterone lmecnon

are [ENEEI 2 ! s site.

C) The most

of Triamcino!«me diacetate Injection
states that the product should be
However, the 1 ~ent method of sterilization of this product i
JW stated that i) he past th

; however, he has not checked the

. The stability of the product aer || G is current!y

UNKnowmn.

]
D) No media fill has been conducted that simulates routine aseptic operation.
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OBSERVATION 3

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

Specifically,

A) Mr. TIW stated that sterility and endotoxin testing of sterile products are conducted_ basis. However,
endotoxin test result certificates' of recently manufactured products could not be produced by the firm. Mr. TJW stated that
endotoxin samples have not been sent to their contract laboratory for the past 9 months.

B) Your firm does not conduct sterility and, endotoxin testing on all sterile drug products produced by your firm. [nstcad-

N ' csiine.

C) Sterility samples are incubated i
sterility samples using media
Furthermore, sterility samples are only incubated at
sterility test.

medium in-house; however, the firm did not evaluate the
intended to support anaerobic microbes.
ere is no data that supports the validation of the

OBSERVATION 4

Drug product containers were not clean and sterilized and processed to remove pyrogenic properties to assure that they are
suitable for their intended use. |

Specifically,

On 09/22/2015, a
used for manufacturing a sterile drug product: Glutathione 200 mg/ml Injection (lot # 88208). Mr. TIW stated

that all glassware / beakers are washed with nd disinfected with* prior to use. Endotoxin
testing is conducted on a [[Jjbasis where to be tested.
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OBSERVATION 5 i

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

Specifically,

The following non-sterile disinfectants are used for sanitizing the ISO 5 LAFH and the surrounding unclassified "clean

room"m. No efficacy study was performed to determine if these
disinfectants are capable of reducing the microbial [oad to an acceptable level in the ISO 5 LAFH and other surfaces (i.e.

benchtop, walls and floor). Furthermore, none of these disinfectants have sporicidal properties.

OBSERVATION 6

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

Specifically,

On 09/22/2015, two aseptic opeLators were observed pel’forming aseptic operations in the ISO 5 LAFH wearing non-sterile
gowning. Specifically, their coat, face mask, shoe covers and pants were not sterile. Additionally, their face mask did not
fully cover their faces, leaving skin around their forehead exposed.

OBSERVATION 7

Procedures describing the calibration of instruments, apparatus, gauges and recording devices are not written or followed.

Specifically,

There are no calibration and qualification records for the following equipment:

used for the sterilization of Triamcinolone diacetate Injection and Dexamethasone

acetate Injection. A however, no

documentation was provided that showed what was conducted.

B) Th. incubator || SN |1 cubator) used for incubating passive air samples, sterility samples and

Additionally, there is no procedure in place for calibration and qualification of the above listed equipment.
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OBSERVATION 8

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

Specifically, |

A) No passive, active and non-viable air is always monitored in the ISO5 LAFH during aseptic operations.

B) Personnel monitoring is conducted on whereby . Passive
air sampling is conducted on the in the unclassified "clean room"

with LA, (O

C) An expired sampling medium, Exp. Date 04/09/2015) used for passive air sampling and for
fingertip testing was observed on uring the|tacility tour.

OBSERVATION 9

. |

Aseptic processing areas are deficient regarding air supply that is filtered through high-efficiency particulate air filters under
positive pressure. '

Specifically,

The last qualification of the ISO 5 LAFH used for aseptic operations was conducted on . The qualification did not
challenge the hood during the smoke study under dynamic conditions. According to Mr. TIW,

OBSERVATION 10

There is a failure to thoroughly review any unexplainedidiscrepancy and 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,

No investigation was initiated to determine the root cause for several potency failure results for products produced in 2013,
2012 and 2011. For example, Diethysitilbestrol 1mg (lot # 49011, dated 10/10/13), "Bactroban, Sporonox, Triam, Xylitol"
(lot # 20085, dated 5/31/12), and Bactroban Nasal Spray 0.2% (lot # 2040103, dated 6/6/12) had the following potency
results: 80%, 80.5%, and 53.5% respectively, against a specification 0_ Furthermore, there is no procedure in
place for conducting investigations.
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OBSERVATION 11
There is no written testing program designed to assess llne stability characteristics of drug products.

Specifically, |

ycin (Ophth) 15mg/ml Drops and Cisapride Smg/ml suspension
ths respectively.

Hydroxocobalamin (B12) 3000 MCG/m injection, Tob

The firm does not have a stability program for sterile aElgon-sterile drug products manufactured at this site.
have an expiration date of 6 months, 1 month, and 2 mo
|

* DATES OF INSPECTION:
09/21/2015(Mon), 09/22/2015(Tue), 09/28/2015(Mon), 09/29/2015(Tue), 10/06/2015(Tue), 10/07/2015(Wed)
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