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This document lists observmions made by. the FDA repres~::ntative(sl during the inspection ofyom facility. They are inspcctional 
observations, and do Jloi represent a iinal Agency determination regai·ding your compliance. If yon have an ol~ject ion regarding an 
observation, or hnve implemented, or plan to implement. corn:ctive action in response to an observation, you may d i~cuss the oqjection or 
action with tht: FDA representntive(s) dlll'ing the inspection or submi l this information to FDA at the add ress above. If you have any 
questions, please contact FDA al the phone number and address above. 

· 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Control procedures are not established which vaiidate the performance of those manufactnring processes that may be 
responsible for causing variability in the characteristics of in-process material and the drug product. · 

Specifically, 
L (b) (4)(b) (4) I blenders, were used 
jnterchangeab1y for the production of Triamtererre and Hvdrochlorothiazide (50/25_LCapsules between 
1998~2007 . (b) (4) (b) (4)

Blenders (b) (4) re identical in the- construction. Blende1 ~.,,as used for the 
(b) (4)

process validation of Triamterene and Hydrochlorothiazide (50/25) Capsules. BlenderO .'as 
equipped ·with a (b) (4) ~'~'hich was removed for the roduction of 

, 
: 

Triamterene and Hydrochlorothiazide (:50/25) Capsules, leaving . . -·---~_. 
~~--(b) (4)~~~~-=~-----____. 'The average finished product dissolutio11 history documented a 

downward trend for Triamterene and Hydrochloi·othiazide (50/25) Capsules JX~~· deviuti·un # 1 0-0065, . 
(b) 

dated 02/11/2010, and was attributed by the firm as being "directly associated ·witb the use of blender (4)
based on review of product history." "It is suspected that the blencting of i material is 
optimizec} with the use ofblendeJD(b) rhich does not have the (b) (4) . In 2007, 

(4) (b) (4)blende1 (b) (4) was removed from service. Blender - were used interchangea 1998-
2007 without any form of process validation for the productioi1 of Triamterene and Hydrochlorothiazide 
(50/25) Capsules with blender (b) 

(4)

Currently manufactured products blended with blenders that ':vere not' validated for the product during 
process validation include: 
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This is a repeat observation from the 5/28/2010 FDA inspection. 

OBSERVATION 2 

Investigations of an unexplained discrepancy did not extend to other batches of the same drug product and other drug 
products that may have been associated with the specific fai lure or d iscrepancy. 

Specifically, 
14 out of 79 (18%) laboratory investigations (LBINV) lacked documentation of an investigation into 
other batches or products or the estabiishment of a corrective action: 

a) In-process specification for blend uniformity was not met for validated processes, including: 
wu; /f./. 
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(b) (4) (b) (4)
APl identity out of specifications for 
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03/ 15/201 1 and finished product related compound 
__ J on 12/07/2011 '"'ere rerun without the establishment of root cause 0._1 __ -co- I-.1.e- -ct...,i_v_e_a_c_tl.,...o_.ns. 
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c) The purified water in the laboratory failed specification for microbiology testing on 02/07/201 1 
(b) (4) (b) (4)for \Vater sampling point on 02/14/201 1 for water sampllng pointc=J Q.u_Q2/22/20 11 

(b) (4)(b) (4)for water sampling point and on 03/07/201 1 fo r water sampling point! JTb.e 
laboratory investigation stated that "the assignable cause is biological contamination due to 
stagnation of water in a DOn-circulating branch of the water system." "Laboratory water is not a 
product ingredient and does not affect product quality." Each time the problem was fixed with 
flushing of the system and retesting. Investigations were not performed on any impact the purified 
water might have had on the laboratory tests performed between the previous check and the one that 
was out of specification. 

This is a repeat obsen·ati~n from the 5/28/2010 FDA inspection. 

OBSERVATION 3 

The quality control unit lacks authority to fu lly investigate errors that have occurred. 

 Specifically, 
a) On 6/30/2010, a report was received from your contract packager that black specks were 

observed on tablets while blister packaging Loratadine 10 mg batches j 95524, 195525 and 
195529. Yom· investigation found an 11excess amount of the active" present in the extracted dark 
particles. The Quality Assurance evaluation concluded the dark spots are characteristic of the 
material and closed the investigation on 7/9/201 0. There '"'as no investigation as to the potency 
or purity of the speckled tablets or if they would pose harm to the consumer. The finished 
product lots were released and distributed. 

·

, (b) (4) (b) (4)
b) On 04/19/2011 the ocated in suite was "On Hold" as noted in the 

E ~pment/Room Use and Cleaning Log for 11 011 hold for rust and paint bubble. Previously 

"-:------~--=----:----"""":"-~___.(b) (4) An investigation was not performed to evaluate any 
impact on previously run drug products. 

(b) (4)(b) (4)
(b) (4)
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OBSERVATION 4 

Equipm~nt and utensils are not cleaned and sanitized at appropriate intervals to prevent contamination that would alter the 
 safety, identity, strength, qLtality or purity of the drug product. 

Specifically, 
Equipment was observed not clean and in sanitary condition. Below is a list of the unclean equipment 
observed: 

'

(b) (4) Complete Clean accompiished and 
verified, equipment is on hold status. 

Complete Clean accomplished and 
verified, ready to use. 
Diclofenac 75 mg Tablets_ Batch 

(b) (4)- was c;ated pri;r to the 
complete clean. 

Observed a thick (approximate l inch) build-up of pink Complete Clean accomplished and 
coating material adhering to the exhaust bypass vaives. 
Exhaust valve is located within the confines of the 

verified, ready to use. Diclofenac 75 
(b) (4)mgT ablets, Batch 

porous coating pan. coated prior to the 

(b) (4)Observed Kettle a parts cart had incorrect Room labeled "Complete Clean," on 
status labeling, indicating "in:.process" instead ofthe 4/25/11. 
"comp lete clean" performed status. 

Observed a cleaned processing hose return line stored on 
the floor after "complete clean" had been performed. 
Hose transfers coating material from mixer into the 
tablet coater · 
Observed a dirty cloth wipe underneath the tablet coater 
after the room had been labeled, "complete clean." 
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OBSERVATION 5 
l 

An NDA-Field Alert Report was not submitted within three working days of receipt of information concerning significant 
chemical , physical, or other change or deterioration in a distributed drug product. 

: 

Specifically, 
On 12/29/201 0, your firm received a complaint from a pharmacist who reported finding a · 
Methazolamide 50 mg tablet (batch number 191103 2 that appeared to look "twice as large as the others. 1' 

(b) (4)Your investigation found the tab~et weigl:edl . "' . . . lher(b) (4)~t 
(b) (4)

ilirn the targeted 
tablet weight ofl jrl11S exceeaed your upper specmcCl.t10n lnmt of grams. The FDA 
Denver District was not notified of this out of specification. 

! 

E 

OBSERVATiON 6 
l 

Not all adverse drug experiences that are both serious and unexpected have been reported to FDA within 15 calendar days of 
initial receipt of the information. 

Speciftcally, - - . -
Since 1 0/2008 until 04/1512010, there were 6082 Serious and Unlisted Adverse Drug Experience Ale1i 
Reports submitted to FDA by your firm, of which 116 were not submitted in a timely manner. For 
example the following is a list of ADE reports submitted past the 15 day time frame: 

I 

' 

Case Number Product Day Submitted to Manufacture Number of days 
FDA Receipt date of Late to FDA 

ADE 

GXKR2009GB 12154 Citalopram/Lamotringine I 1/ 11/2010 11/4/2009 53 
CHNY2008GBOI J 14 Ibuprofen 3/1 9/2010 3/3/2008 731 
GXKR2009GB07550 Omeprazole 3/30/20 I 0 7/1 /2009 257 I 
GXKR201 0USI 0030 Carisoprodol 10/25/2010 9/3/201 0 37 

This is a repeat obsen'ation from the 10/08/2008 FDA inspection. 
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O~SERVA TION 7 

Equipment used in the manufacture, processing, packing or holding of drug products is not of appropriate design to fac ilitate 
operations for its cleaning and inaintenance. 

Specifically, observed. the following equipment not maintained. 

.. ,· •: , ... 

(b) (4) Observed too numerous to count Complete Clean accomplished and verified, 
ready for use. 

m~~·rvl'n metal lters in disrepair, j agged 
stl'ands protruding from filtering surface. 

Complete Clean accomplished and verified. 
Previous! ' run procluct was Orphenadrine, lot# 
(b) (4)

This is a r(;! eat observation from the 5/28/2010 FDA ins ou. 

OBSERVATION 8 

Buildings used in the manufacture, processing, packing or holding of drug products are not maintained in a clean and sanitary 
condition. 

Specifically, 
Multiple production rooms were observed not clean and in sanitary condition after a "Complete Clean" 
was accomplished and verified, including: 

! 0 

•. '· 

(b) (4) Observed a used pipe seal, and piece a paper 
approximately 2 X 2 inches located underneath a vertical "Complete Clean," on 
mixer after coinplete clean. 4/2511 1. 

Observed a pool of standing water on the fioor, directly 
under mixer and below mixer outlet contained within an 
~Ipproximate 2 X 2 foot floor stain. 

(b) (4) Observed a nest of packaging 
(b) (4)debris undemeath 
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components- cleaned weekly. 4/26/ ll . 
(b) (4) Observed plastic packaging debris throughout. Room labeled, 

"Complete Clean," on 
; Observed clumped debris (approximate Y:, inch in size) 4/26/11. 

along NE corner of room. 

i Observed a dirt/rust rype substance, covering a 2 inch 
 sg_uare surface on the floor, in the NE corner ofrocnn. I I 

.I 

OBSERVATION 9 

Deviations from ·written laboratory mechanisms are not recorded. 

 
Specifically, 

(b) (4)
Standards requiring storage at - emperature were not documented to be returned on the day of 
analysis between 20 10-201 0. 

~~$'£*~flff~tl.~'i;&~i~Y!Kil~~~!illi(f~~~ru?~'M1~~~\~ ~~~~~ir~~~zy;~~i$~itl~lfi~~~~tU:kte.f!~!;ii~}.~jl 
(b) (4) 09/30/2010 I Not listed 

I 
I 

10/07/20 10 
I0/22i201 0 
11 /29/2010 

Not listed 

I Not listed 
Not listed 

I 1/2912010 Not listed 
11 /29/20 10 I Not listed I 

l 12/01/20 l 0 Not listed 
I 

12/01/20 10 Not listed 

12/16/2010 Not listed 
12/ 16/20 10 Not listed 
0 Ill 1/2011 Not listed 
Ol/20/2011 Not listed 
02/15/201 1 Not listed 
02/15/201 1 · Not listed 
02/24/201 J Not listed 
02/21/2011 04/18/2011 

···--·--~---·--------------···-········ .. ·--·-··· 

~

·- --

I 
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(b) (4) 02/24/20 I I Not listed 
03/03/20 J J Not listed 
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OBSERVATION "i O 

. Established laboratory control mechanisms are not followed . 

S pecifi call y, 
SOP MATA008 "Laboratory Reference Stru1dards", revision 09, validity date 08/30/2010, was not 
foll()wed in that there ,;o,,as no documentation for: 

(b) (4)

OBSERVATiON 'I 1 - .. _ ... - .. . --· - ... 

There is a lack of rotation so that the oldest approved stock of components is used first. 

Specifically, 
l (b) (4)For at least two productions of metformin tablets 1. multiple older lots of 

metformin API (b) (4) lwere available for use 
and a newer lot of APl l (b) (4) I was selected by warehouse personnel to send to production. 
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