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Senior Vice Chief Scientific Officer 

Generic Pharmaceutical Manufacturer 

This doCUJI~Cnt li5li obserVations made by the FDA ~cntativC(s) <iurlng the inspc:cti.oo or your Cacilily. They are impcctiooal 
abaerwtioas, and do not nprecent a final A&mcy dctcnninatiOJl Teganiing your complimcc:. If )'Ou bure an objection reprdinJ an 
oblervation. or have implemented, or plm to implement. corrective action in response to an observation, you may discua the objection or 
JetiOil with the FDA rcprc:acDtltivc(s) dming the inspediOD or submit this information Co FDA at the: addrt.u above. I( you have any 
questions, please contact FDA at the phone number and addrA.S above:. 

DURJNG AN IN$P!CTION 01' YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

The quality control unit 1aclcs authority to fully investigate errors that bave oceuaed.: 

The Quality Unit and S~ior Mmagcment failed to usure aD drug products distnbuted have the safety, identity, 
quality, and purity that they are represented to possess. The Quality Unit failed to: review electronic data as part 
ofbatch release, RView computer audit trails in the Waters Empower Data ACquisition System and provide 
adequate training to aalytieal chemists. 1besc practices 1ec1 to 1he Quality Unit releasina batches of drug 
products which fail~ to meet in-process, finished product and stability speciiications. These practices also led to 
the submission of erroneous da1a in Annual Reports and Prioc Approval Supplem~t # 004, for ANDA 7S-838, 
which requested discontinuanc~ of Blend Uniformity testing for Propoxyph~ Napsyl~ and Acetaminophen 
1 00nlii6SO mg Tablets. The lack of Quality ovcnigbt raul ted in: the oeesing of manufac1uring on S/13~& 
S/19/0S, the oeasjng of distn'bution of all dNa producC5 on i.QW'OS S/13/05, the recall of all batches (3 ,184) of 
dtug products and the withdrawwJ of at least five Abbreviated New Drug ApP,lication&. 

I 
OBSERVAnON 2 

Drug products failing to meet established standards, specificadonc, mel quality control criteria are not rejected. 

Samples of drug products were routinely resamplcd. and re·injected or repro<!essed in the 
••• System during testing in the QC Laboratory when out of specifi~ (OOS) results were obtained. 
1h::rc were no Laboratory lnve&tiptions into OOS rellllts or notd>ook dOCUIJ'Cntation available to explain tbe re-
injection or retesti:n& of in-process, finished product and stability samples ~ch did not meet spccificatiorti. The 
OOS results were not teportcd and withln specification results front reprocesSed or re-injected aamplca wc:rc 
reported on: In-Proccaa Spcoification, Product Speoification and Stability S¥y Speoification hleaae R.eporu 
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HCl 
and Atropine Sulfate 
Tablet, Batch 
301068A (-) -( ) 
Diphenoxylate HCl Stability 
and Atropine Sulfate Sample 
Tablet, Batch 21 moRT 
301068B (-) (-) 
Diphenoxylatc HCl 
and Atropine Sulfate 
Tablet, Batch 
301068C -( ) -( ) 
Dytan Suspension 
2Smg/Sml 
Batch IA09001 -( ) (-) 

Tablets. 20 mg 
Extended Release 
Batch 303087 

-( ) (-) 
Methylphenidate 
Tablets. 5 mg 
Batc:b 412184 

(-) -( ) 

-( ) -( ) 

-( ) (-) 

Suppositories, s mg 
Batch 308030A 
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ANDA 

Tablets, 20 mg 
Extended Release 

76-032 

Batch 303087A&.B D3: 
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Product 
Testing 

Dissolution 
01:48.9% 
02:49.0% 
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Almaal Report submitted 8/11104, fo.- re.,.,. ~period 7112/03 thr-oug_h 7/11/04 
Product/Batch t# ANDA Sample 

tm_e 
OOS Results Reported Reaalt 

 
Prochlorperazine
Suppositories, 2.5 mg
Batch 308029A 40407 

Stability
Sample
Initial, 6
and9
monthRT

Unknown Impurities
IDitfal: 0.41% & 0.37%
6M: 0.2&, 0.29 " 0.23%
9M: 0.32 &; 0.33%

Spec

Highest Unknown
Impurities
Jmtial: < 0.01%
6M:O.l4%
9M:O.OS%

Spe
Procbl~c
Suppositories, S mg
Batch 308030A 

4()..4()7 
Stability

3&6
Sample

monthR.T

Unknown Impurities 
3M: 0.32%
Q.{: 0.30%

Spec

Highest Unknown
Impurities
3M: 0.05%
6M: 0.15%

Spe

2 

 



-

Produet/Batcll # 

Tablets, 5 mg 
Batch 202005A ( ) ( ) -

-

309014 

309016 

312015 

312022 

310052 

3101 SO Finished produGt 
Content Unifonnity 

.7% 

-106.6% 

94.7%-105.2% 

98.5%-107.7% 

99.8%-106.5% 
97.8%- 99.90A. 

(-) 

(-) 

(-) 

(-) 

(-) 

(-) 

(-) 

( ) 
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b. Prior Approval Supplement #004 for ANDA 75-838, Propoxyphene Napaylate and AP AP Tablets, 1 00/6SOmg. 
was submitted on 3/16104 to provide for the discontinuance of Blend Uniformity Testing. 'This supplement was 
approved 9/23104. The test data submitted for Blend Uniformity and Content Uniformity did not contain initial 
OOS results for a number cifbatohes, only pa~:siug results were submitted. J;>ue to~ submission of cr.roncous 
data the ANDA was withdravm. OOS results for these batches are listed bel9w. 
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LaboratoryControl System

OBSERVATION 5

 Laboratory records do not include complete data derived fwm aU tests, examinations mel assay necessary to assure
compliance with established specifications llld standard&.

The QC Laboratory notebooks and binders lacked data from all IIJ!llytical t~sting eonducted in the QC
Laboratory_ LaboratoryTtJCOrds did not include aU data such as out ofipCCification (OOS) results,
chromatograms. sample weights, and processing methods. OOS results w~ substituted with passing results by
Analysts and Supervisors. The substitution ofdata was performed by C\1ttiJlg and pastina ofchromatoarams.
substituting vials, changing sample weights and changing proces.sin& methoCis. For Example:

Prod•ct /Batch Number Lack of Complete Data 
Products and batches listed 
in FDA-483, point # 2 

oos teSUlts not documented in 
Ilaboratory records. u~oos 

results found in clectrckc: data files. 
Propoxypbenc Napsylate
andAPAP
Tablets, 1 00/650mg
Batch 303110A 

Changed chtomatograln headers by 
cutting and pasting, solduring review all 
sample injections would appear to be in 
sequence, for Dissolution Testing of 
Tablets Dl and DS. 

Propoxyphen.c Napsylate
andAPAP
Tablets, l 00/650mg
Batch 1 04026B
Validation Batch

Ori.gina.l SIDlPlc WciP,tts not recor;dcd
iu notebook. Sample Weights w~
changed by the analyst until a passing
result was obtained fori Assay (A2) 

Acetandnophen & Codeine 
Phosphate Tablets, 
300/JOm.g 
Batch 407148 

Processing methods ~ed by analyst 
until the processing ~od TCSllltcd in a 
passing result Original processing 
method not ~rded~ laboratory
notebook.
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OBSERVATION 6 

Input to and output fiom the computer and %'CCOI'd$ or data me DOt checlced for acctnCy. 

Audits were not conducted of the System used to nm the HPLC instruments 
durinJ analysis of drug products. injections, processins methods, and sample weiab,ts were not reviewed 
or verified for the accuracy of reported sample results durin& testing of in-process, finished product and stability 
samples. 

OBSERVATION 7 

Writtm records are not made of invest.ipUom into unexplamed discrepaDcles and the fiillllft of • batch or any of ita 
compoacub to meet .specificatioDS. 

Laboratory investigations were not conducted when out of specification (OOS) results were generated during in~ 
proceas. finished product ~n.d stability tcstina of drug products. Examples of batches where OOS reaulu were 
aenerated and not investipte<l arc included in FDA-483, point# 2. QualityiControl Procedure, SOP# QC-021· 
06, Acceptance/R.ejection Cri1m'ia for OOS Analytical Test Results,~ an investigation be ccmductcd wbQ1 
OOS results are generated. 

OIISI!RVAnoN 8 

aq,loyees are uot pen U'aioing iD cumat JOOd ~practices aDd written proccdure6 required by cum:ot good 
mmufiCturiD& ~cc rcplatiOD5. 

QC Laboratory analysts were not routinely trained in Quality Control prooe4urcs mch aa SOP #I QC.O ll-03, 
La\)or&t(xy Deviation Inveltiption& and SOP# QC021-06, Accep1an~on Criteria for OOS Analytical 
Teat Raulta. This lack of1raining and ovmi&ht by mana,ement contributdd to tbc non-rep.octiag of OOS RIUitl 
in the QC Laboratory. I 

I 
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Cranbu~, NJ 08512 Generic Pharro«ceutic~l Manufacturer 

(6 tablets) dated 4/26/04 were u.sed to report L3 Dissolution results for the stability sample #ST04-407 for the 
same lot Dissolution testing for U and L3 were not labeled L2 and L3 in the notebook. 

OBSERVATION 11 

&tabbshed laboratory control J:Deehanisms are not followed. 

a. An Investigation was not issued prior to any retesting for Lot 303087B, Methylphenidate HCl ER 18M stability 
lot,_ as req1Ured by procedure SOP# QC-OI 1..03, Laboratory Deviation Investigation. Lot 303087B, 
Methylphenidate HCl ER Tablets 20 mg, 18M Dissolution stability analysis found that the original L3 testing
resw1s were within specification. Two months after the analysis of24 tablets for Lot 303087B for 18M stability. 
6 more tablets were tested. The results from the fmal analysjs ofthe 6 tablets were reported as 18 M Dissolution 
teSUlts. 

b. SOP# QC-00~1 Retesting and Resampling Analytical Control LaboratOry, effective 8/27/03 was not 
followed for Methylphenidate HCI ER18M stability lot 303087 .k ' · 

1~ There was no documentation ofthe number ofretests to be performed as required by the SOP. The SOP 
required the number ofm:est to be documented prior to initiatin& te&tiDg to establish a definite limit beyond which 
no addltional testing would be pcnnitted. 

2. The Jiocedure required retests to be conducted by the original chemist and a second chemist, where the scoond 
chemist conducts at least 600Aa of the tests, or by two chemists, neither ofwhich beins the chemist producing the 
original result. Retests were not curled out by the oriiinaJ chemist md a second cbcmi&t. Additi<mally, the teat 
wu not carried out by two chemists other than the original chemist. 

3.1nvcstiption ()4.()()S-031, initiated 1218/04 and completed 2/18/0S, exceeded 30 wmlcine days. The proced'UI'e 
tequircd investigations to be completed in a brieftime frame not to exceed 30 working days from the stut ofthe 
investiaation. 
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Prodqction S stem 

OBSERVAnON 12 

Conttol procedures are not established wbicll wlidatc the performaDcoe of those lDIIJilfAci\Jriua processes 1b&t may be 
responsible for causmc variabili1y m the cb.aracteristics of m•ptoeetS material and tbe dru& product. 

a. There is no assurance that re&ults for in-process physical testing are rtearded accurately. For example, the Pre-
Validation batch record (m-110) for Hydrocodone Bitartrate and Acetaminophen Tablets. USP 5mgi32Smg 
shows the~ tablet thickness ranee as 0.308" to 0.358"; this ranae was crossed out and the correct 
range of~ handwritten in the batch record. The in-eess tablet thiclcn~ss results show all 
tablets were within the correoted thickness specffieation ot -·during compression on 10/15/01. Tbe 
Research and Development (R&D) Jn.Proceu Data Sheet shows the thicknea of60 tablets to be within 1 
tbiclcncsa I&Dge of0.330" an4 0.334" which corresponds to the tablet thickness specification which was 
inoon'edly written on the Master Batch Record. RetaioJ ba1ch were 1llcted oo 6/10105, me! the rcaults 
show the thickness of the tablea were which was the correct specification that wu 
handwritten on the Master Batch Record. 

b. Manufacturing lnvestiptions into rejected batchca of drug products did not include an evaluation of the 
v.lidated manufacturina process. For example, seven of nine batches (78%) of Methylphenidate ER 20 ms 
Tablets, manufactured between May 2003 and November 2004 WCl'C inve&tiiatcd in the laboratmy. due en initial 
OOS results or out of~ results. T9f0 of the seven Jab investi~cma, resulted in the rej~on of batches 
41102lmd 310004. Manufacturing JnvectiptioDe, 04-00B, for batch l10004, an.d Mmutilgturing lnwstigation 
05.001, for batch, 411021 did not include 111 naluation of the validated manufacturing proccas for 
Methylphenidate ER. 20 mg Tablets. 

c. There is no assurance that manufacturing pt'OCeS5CI for drug products are validated in tbat out of specification 
(OOS) results wcr:c gencnted, but not reported. Several examples are listed below. 

Pro dad Type Oripul OOS Result Reported Results 
Validatioa Batch N 
Atenolol 25 me 
Tablet 

Sq:g,k 
Stability 
Sample 

Dissolution , Tablet 
05•83.7% 

Diasolution • T•blet 
05=98.9% 

Validation Batch 3 moRT 06=-83.8% D6 98.70.4 = 
408J07A Speo:NL~ . (-) S~:NLT .. 
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