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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, conecrive 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: Note: All redactions are under 
FOlA exemption (b)(4). 

OBSERVATION 1 

Records fail to include an individual inventory record of each reconciliation of the use of each component with sufficient 
information to allow determination of any associated batch or lot of drug product. 

~.-igoxin_ USP, API ~ o t  N o . was dispensed from 1109109 to 1112109. On 1/13/09, 1.352 Kg of lot- 
could not be located. To date, records do not indicate the disposition of the missing 1.352 Kg. 

B. Metformin HC1, API Lot N o . ; on 8/25/08, 15 Kg could not be located in the warehouse. The investigation 
(IR 08-793) was closed on 9122108 with the conclusion that operators combined different receiving numbers of the same 
product. To date; records fail to account for the 15 Kg of Metformin LotNo.- 

OBSERVATION 2 

Written procedures are not followed for the storage and handling of components. 

" was not followed to assure sufficient quantities of raw 
materials were available, as designated by your inventory tracking system)), and the 
return of any excess. 

sbarber
Text Box
Note:  All redactions are under FOIA exemption (b)(4).
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by= Examples include: 

1. Receiving N  o  ,  for ~aoxetine- Lot N o .  an= 

2. Citalopram ~ e c e i v i n g  ~ots-For ~ i t a l o ~ r a a  

C. Failure to document the rerum of excess raw materials for the following batches. Examples include: 

~ e t o ~ r o l o lbatches- Tramadol b a t c h e s ,  ~ e t f o m i n  b a t c h  and Citaloprarn hatches-. 

OBSERVATION 3 

There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already distributed. 

A. Investigation conducted under "NOE; Incident #0?-005" dated 1/6/09 regardingm individual raw material batches with 
OOS iilventory reconciliations, was found to be incomplete in the following insfances: 

1. Metoproloi Tartrate USP, l  o  t  missing 2.61 Kg, thought to be incorrectly used in place of a different lot, but 
lacked evidence supporting this conclusion. 
2. Carbamazepine USP, l  o  t  ,  missing 1.27Kg, believed to be incorrectly used in place of a different lot, but lacked 
evidence supporting this conclusion. 
3.  Carvedilol, l  o  t  ,  a  n  d  found with excess 4.268Kg and 10.379 Kg, believed a third raw material batch 
was dispensed in their phce and was inaccurately documented. Investigation lacked documented evidence that such a switch 

4. Tramadol HCl API, l  o  t  ,  found with excess 2.405 Kg thought to be a result of rollover from previous lots 
dispensed and incorrectly documented but lacked documentation to support this conclusion 
5. Metoprolol Tarirate USI', l  o  t  found to contain an excess of 2.756 Kg was not investigated. 

Patsy J. Domingo, Inveszlgazor 

Danirl J. B r o m ,  Chemist d/& 
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Control procedures are not established which monitor the output and validate the performa~~ce of those manufacturing 
processes that may be responsible for causing variability-in the characteristics of in-process material and the dmg product. 

A. The followikg lots were sorted for tablet defects after in process controls and compression related issues were noted: 

1. Digoxin 0.125 mg Tablets, USP lot 81404 was compressed 9119-22108 and sorted under SP- 
soft tablets. The sort resulted in the rejection of Tablets. 

for noted thick and 

2. Digoxin 0.125 mg Tablets: USP lot 81401A was compressed 6114-20108 and sorted under S  
tablets observed during packaging. 

P  O  for thick and thin 

3. Clonazepam 0.5mg Tablets, USP lot 81529A upas compressed 7117-21108 and sorted under S 
broken, and imperfect appearance tablets following observation of the same during packaging. 

P O for thin, soft, 

4. Clonazepam 0.5mg Tablets, USP lot 8153411 was sorted under two Special Processing Operation orders [SPO- 
(8l19108) and SPO- (1 1/11/08)] following the observation of thin tablets during packaging. 

5. Clonazepam 0.5 mg Tablets, USP lot 81597A was sorted under Special Processing Operation order [~~-9/4108)] 
following the observation of thin tablets during packaging. 

6. Clonazepam 0.5 mg Tablets, USP lot 81532 was sorted under Special Processing Operation order [sPO- (818108)j 
following the observation of thin tablets during packaging. 

7. Metoprolol Tartrate 5Omg Tablets, USP lot 80345 was compressed 3112-14/08 and sorted u  n  d  e  r  for noted 
thin and soft tablets. 

8. Metoprolol Tartrate 50 mg Tablets, USP lot 82496 was sorted under two Special Processing Operation 01-ders- 
(1 1/10/08) and- (1 1/18/09)] following the observation of broken tablets, thick tablets and black spots during 
compression and again during packaging. 

9. Metoprolol Tartrate 50 mg Tablets, USP lot 81786 was sorted under Special Processing Operation order- 
(08/20108)] following the o b ~ e ~ a t i o n  of soft tablets and imperfect appearance during packaging. 

Daniel J. Brown, C h e m i s t D J ' 3  



10. Metoprolol 50 mg Tablets USP lot 81 102A was soned under Special Processing Operation ordel-- (6118108)l 
following the observation of thick tablets during packaging. 

11. Metoprolol25mg Tablets USP lot 80667A was sorted under Special Processing Operation o  r  d  e  r  (5/14/08)] 
following the obse~vation of thick tablets during packaging. 

12. Mirtazapine 30 mg Tablets, USP, lot 81126 was compressed beginning 06102-04;08 and sorted u  n  d  e  r  for 
tablets with imperfect appearance. 

B. The following un-sorted lots were the subjects of complaints relating to compressed tablet defects. The batch record for 
each of the following noted compression issues during production: 

1. Metoprolol Tartrate 50mg Tablets, USP Lot 80959 was compressed 4123.30108 and received complaint C O on ~ 
09/03/08 for tablet size variation. 

2. Metoprolol Tartrate 25 mg Tablets, USP Lot 81739A was compressed 8126-28108 and received complaint C O ~ 
on 1129109 for tablet size variation. 

3. Metoprolol Tartrate 50 mg round Tablets USP Lot 82036A was compressed 9/8-9108 and received C O M on 
1128109 for tablet size variation (thick). 

4. Metoprolol Tartrate 25 mg Tablets, USP lot 80658A was compressed 411 1-14/08 and received COM- on 6116108 
for tablet size variation (thick). 

5. Metoprolol Tartrate 25 mg Tablets, USP lot 82695A was compressed 12126-30108 and received C O on 3112109 ~ 
for tablet size variation (thick). 

Patsy J. Doningo, Investigatorl$& 
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OBSERVATION 6 

Written production and process control procedures are not followed in the execution of production and process control 

A. In process tablet weights as recorded in the Batch Record are not always reflective of actual in process weights obtained. 
For example, tablets w e i g h i n g ) ,  were obtained during in process checks of Metoprolol Tartrate, 5Omg 
Tablets; USP, lot 80345, however these values are not recorded in the Batch Record. The tolerance range for Metoprolol 
Tartrate, 50mg, USP in process weights as specified in the Master Batch Record i  s  t o m .  

,NF,-
1. "Operators failed to perfonn proper verification of materials prior to the dispensing process". 
2. Sufficient quantities o  f  was not given to Dispensing. 
3. Source containers were not scanned. 

Batch instructions r e q u i r e  of drying and 
continued drying at 

increments did not 
occur for this lot. 

80658,80667, 81739, and 82695. 

E. Review of the Batch Manufacturing Record compression section for Clonazepam Tablets, USP, 0.5 mg lot 81534 
revealed the in-process hardness tests conducted between c o n t a i n e r s  a n d  resulted in five consecutive OUT OF 
CONTROL and OUT OF TOLERANCE test results on 8/14/08. Review of the Compression Parameters Record Sheet 
finds no documented adjustments nor indication of hardness problems. 

L'Oreal D. ?owlkes, Investigaisr 
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including product name, lot number, part lot number; and number of hours of total drying at the time of the test. T h e m  
printout ticket for Clozapine Tablets, USP, 100mg, lot 80849 is recorded though it is as-; 
reflective of drying a  f  t  e  r  active drying a  n  d  of air dlying. 

H. There is no documentation to support QA approval to proceed when temperatures in the compression room exceeded 
on 7 occasions during compression of Metoprolol Tartrate, 50mg Tablets, USP, lot 80345 as required per production 

Batch Record instructions. 

OBSERVATION 7 

Batch production and control records do not include the weights and measures of components used in the course of 
processing each batch of drug product produced. 

Master Batch Records do not contain complete weight records of dispensed material for the following: 

A. Digoxin Tablets, USP, 0.25mg; Lot No. 90018 

B. Lactose Anhydrous, NF, Supertab 21AN, Lot N  o  .  dispensed for Paroxetine Lot #82576 

OBSERVATION 8 

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

specified. There is no data to support the acceptability of t  h  i  s  after o- in addition to the 
e x p e r i e n c e d  by this lot. 

Patsy J. Dorningo, Inveszigator 
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this operation in the hatch record. Different rates of addition were stated to 

OBSERVATION 9 

Deviations from written production and process control procedures are not justified. 

Performance Qualification of t  h  e  ,  asset i iobserved in use in metal detecting CMT 
lot 90131 was found inconsistent with routine metal detection use in that the challenge pucks used to determine proper 
functioning of the unit prior to use, and consistent with current practice as observed on 3116109, are not the same sizes as 
those used in the Pel-formance Qualification of this same asset. 

OBSERVATION 10 

The responsibilities and procedures applicable to the quality control unit are not in writing and fully followed. 

A.Change control record, CR 08-3 17, a permanent change reflecting the hatch charge calculations of active and inactive 
materials, did not fully evaluate the hatch impact of the change prior to implementation according to SOP-
. Specifically, the dispensing of Digoxin, USP; active pharmaceutical ingredient; for Digoxin 
Tablets, USP, 0.125mg LOT 81404, under this Change Control resulted i dispensed containers of the material 
instead of the r e q u i r e d m  dispensed containers per the Batch Master Record. 

was not followed in that training was not 
conducted "in a timely manner" and any documented extension was not requested until 3 months past the due date. CAR 08- 
030 issued 5/15/08, CAR 08-043 issued 5/22/08; CAR 08-048 issued 6/12/08; and CAR 08-1 10 issued 8127108, were held 
until 11/7/08 when training for compression personnel on the proper tablet press setup, cleaning of tablet presses, and feeder 
platform set up deemed to prevent repeat issues of metal contamination, black spots and thick and thin tablet issues noted in 

Patsy J. Dominga, Investigator 
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set-up and troubleshooting) ,dated 5/26/08 was not requested or performed though monitoring of the CAPA through 
incidents and complaints was possible. 
Specifically, Clonazepam 0.5mg Tablets, USP lot 8 i529 received a complaint and Metoprolol Tartrate SOmg, USP; lot 81 102 
was the subject of an incident afier impiementation of CAR 08-038. Both investigations reference the- 

of Metoproioi Tartrate, 50mg tablets, USP (not including lot 80959). 

E. A QA Hold was not placed on Citaiopram HBr Tablets, iOmg, lot 80795A, subject to Special Processing Operation, SPO- 
08.491 as required per SOP 

,was not followed to ensure hatches are not released for 

1.0n 3/16/09, an operator was observed inspecting a large pile of Metformin HCI Tablets, USP, 500mg, Lot No. 82742, in a 
scoop rather than a clear inspection tray. 

2. On 3116109 we observed an operator inspecting Aliopurinol Tablet lot 90260 using a scoop rather than the inspection tray 
reportedly called for. 

The QA specialist was observed scooping tablets with gioved hands and inspecting the tablets in her palm for all possible 
critical; major and minor defects, including but not limited to; size variation and soft/low weight tahiets. 
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OBSERVATION I I 

Investigations of an unexplained discrepancy and a failure of a hatch or any of its components to meet any of its 
specifications did not extend to other batches of the same drug product and other drug products that may have been 
associated with the specific failure or discrepancy. 

The investigation of 1.352kg of m i s s i n g ~ i ~ o x i n ,  IR09-067, did not extend to all other drug USP, Lot No.=, 
products that may have been associated with the incident. 

OBSERVATION 12 

Individuals responsible for supervising the processing of a drug product lack the training and experience to perform their 
assigned functions in such a manner as to assure the drug product has the safety, identity, strength, quality and purity that it 
purports or is represented to possess. 

Citalopram HBr Tablet 40 mg lot 81940A was released and distributed after anewly trained QA Supervisor reportedly was 
confused and released this lot based on the i n - p r o c e s s  results, dated 9/16/08, and not based on the final 
product analysis report dated 1215108 which reported failed dissolution results. 

OBSERVATION 13 

Written records of investigation of a drug complaint do not include the findings of the investigation and the follow-up. 

Complaint investigations into the following were not completely evaluated. For example: 

A.Digoxin 0.125mg Tablets, USP, lot 81404 was the subject ofhoth a complaint and an ADE as follows: 

1. Complaint 08-176 was received on 12-04-08 for size and appearance variation. Retain samples (Rl, RZ,and R3) were 

Patsy J. Domingo, Investigator' 
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No Health Hazard Evaluation on the effect of consuming tablets with individual assay values o  f  t o w a s  

B. Digoxin 0.125mg Tablets, USP, lot 80771A was the subject of both a complaint and an ADE as follou,~: 

Adverse Drug Event #OX-101 was received on 7/1/08 from a patient who experienced increased seizures, lips tingling, 
ligl?tbeadedness, and difficulties concentrating 2-3 weeks after taking this d~uug.Complaint #OX-094 was received on 7/2/08 
due to large tablets. An investigation was conducted a  n  o complaint sample tablets was out of tolerance for high 
weight. No action was taken as a result of the OOT finding. The complaint file was originally closed on 9/4/08. 

C. Complaint X08-149 was received on 9130108 for Clonazepam 0.5mg tablet Lot #81529A due to variation in tablet size. 
Retain samples were evaluated (Rl: R2 ,  and R3)which noted one tablet in R3 was out of tolerance for low weight. 
Complaint samples were evaluated: 319 tablets were OOT for low weight a n d  tablets were OOT for low thickness. No 
further action was taken as a result of the OOT findings. The complaint file was originally closed on ll/l0108. 

D. Complaint COM 08-095 was received 7-02-08 for oversized Mirtazapine 30mg tablets, USP from lot 72694A. 
Specifically; the complainant indicated that "5 tablets in the bottle were larger and they jammed the equipment". An 
evaluation of the complaint sample revealed that 3 units were out of tolerance for weight as specified in the Batch Master 
Record. No further action was taken as a result of the findings as listed above. 

E.Clozapine Tablets, lOOmg USP, lot 80849 was the subject of 3 co~nplaints (08-079, 08-080,08-120) within 2 months (6- 
712008) for broken tablets in this finished product. The complaint investigations resulted in a review of the retained samples 
for this lot_ and the isolation of a broken tablet and 3 chipped tablets. A batch record review was also performed indicating 
t  h  a  t  of excess drying was incurred during drying of this lot as a result of a power failure. The written investigation 
into each of the 3 complaints fails to address the excess drying, and any further analysis of the retained samples as a result of 
tile chipped and broken tablet findings. 

F. Complaint COM 08-083 dated 6/16/08 for Metoprolol Tartrate 25 mg Tablets lot 80658A for oversized tablets was the 11" 
of 14 events associated with tablet p r e s s .  A problem with the scraper was documented at the beginning of the 
run. Returned samples were found to exceed Caraco's weight and thickness tolerances by o v e r .  Retain samples were 
pulled on 7/24/08 (80658A) and again on 8/6/08 (80658B). Addendum were added to the investigation on 12/16/08 and on 

OF PAGE Amn Raju Canltl, Chemist 



H. Complaint COM 09-006 dated 1/29/09 for Metoprolol Tartrate 25 mg Tablets lot 81739A for oversized tablets was the 
12th of 14 events associated with tablet press #28840128. Problems with the feed frame were documented at the beginning 
and the middle of the run. The complaint sample weighed well in excess of Caraco's upper tolerance. 

OBSERVATION 14 

Procedures are not established which are designed to assure that the responsible officials of the finn, if they are not 
personally involved in or immediately aware of such actions, are notified in writing of investigations conducted. 

,did not assure the res onsible officials were notified of 
investigations.g u l , USP, Lot N  o d09-067 in which 1.352 kg o missing from the warehouse. An 
initial search was conducted on 1113109. An Incident Initiation Investigation Tracking Sheet was not generated until 1130109. 

OBSERVATION 15 

Records are not maintained so that data therein can be reviewed at least annually to evaluate the quality standards of each 
drug product to determine tile need for changes in specifications or manufacturing or control procedures. 

Specifically, requests for annual product review for Digoxin Tablets USP, Metoprolol Tamate Tablets USP and 
Carbamazepine Tablets uSP revealed only the year 2007 reviews were available in March 2009. 

FACILITIES A l l  EQUIPMENT 

Patsy J. Doningo, Investigator t & L  

i L'Oreal D. Fowlkes, Investigator 
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OBSERVATION 16 

The building lacks adequate space for the orderly placement of equipment and materials to prevent mix-ups between different 
components and in-process materials and to prevent contamination, 

Specifically, Raw material warehouse facility did not have adequate storage available for all of its raw 
materials and in-process materials. For example: 

A D i g o x i n  lot w  a  s  in location "FRSH (Fresh) without a specific location designated for the warehouse from 
10/13/08 to 1/26/09 

B =Digoxin l  o  t  was in location "FRSH" (Fresh) without a specific location designated for the warehouse from 
12130108 until it was reported missing. 

C. =Digoxin l  o  t  was in location "FRSH (Fresh) without a specific location designation for the warehouse from 
9/15/08 to 9/26/08 

D. Baclofen, USP - l o t - was in location "DISP" (Dispensing) without a specific location 
designated for the warehouse from 4/22/08 through 7/25/08. 

E. Metoprolol Tartrate, USP I  o  t  a  s  in location "DISP" (Dispensing) without a specific location designated 
for the warehouse from 5/15/08 through 9/25/08. 

OBSERVATION 17 

Equipment used in the manufacture, processing, packing or holding of drug products is not of appropriate design to facilitate 
operations for its intended use. 

Specifically, temporary change control no. 08-1009 dated 9/19/08 was approved to allow for the compression o- lots 
of Digoxin Tablets using t  h ! tablet press as an alternate tablet press for Digoxin Tablets, 
USP, 0.25 mg without aprocess \rerification to determine whether such a change would have an adverse effect on the finish 
tableted product. For e x a n l p l e m  of t h e l o t s ,  81S19A was subject of a m  after finding soft and thick tablets. 

Patsy J. Domingo, Investigator 
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OBSERVATION I 8  


Written procedures for cleaning and maintenance fail to include parameters relevant to the operation. 


On 3/16/09, written procedures did not exist for the storage and labeling of cleaning solutions and agents used in cleaning 
production equipment and containers. For example, 

A. A large drum of an unlabeled solution was observed in t  
for cleaning component container lids. 

h  e  wash rack area. This solution was stated to be 

B. Two containers l a b e l e d = '  were observed in t  h  e  wash rack area; one container contained a 
clear, colorless solution and the second contained a blue solution. Confirmation of the identity of the blue solution was not 




