DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
[~ERTIOCY KESRETE ARG FroAE NOEER [~ SRR OF SRPRTON
10 Waterview Blvd., 3rd Floor 05/02/2005 - 07/01/2005*
Parsippany, NJ {07054 R
(973} 526-6000 Fax:(973) 526-&6069 3004106764
AR 20 TITLE OF WORIOUAL TO WrOM REFORT BIUED
TC: Garth (¥MI) Boehm, Ph.D., Seniox Vice President., Chief Scientific Officer
[T WANE STREETACONESS
Able Laboratories, Inc. One Able Drive
[TV, STATE. B GODE. COUNTRY TVOE EF BBt WEFEETED
Cranbury, NJ 08512 Generic Pharmaceutical Manufacturer

This documment lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional
observations, and do not reprecent a final Agency determination regarding your compliance. If you bave i objection regarding an
observation, or have implemented, or plan to implement, corrective action in response to an observation, you may discuses the objection or
sctign with the FDA rcprescntarive(s) during the inspection or submit this information to FDA at the sddress above. 1€ you have any
questions, please contact FDA gt the phone number and address above.

DURING AN INSPEGCTION OF YOUR FIRM WE ORSERVED:

_Quality System

OBSERVATION 1
The quality control unit lacks suthority to fully investigate errors that have accurred.

The Quality Unit and Senior Management failed to assure all drug products distributed have the safety, identity,
quality, and purity that they are represented to possess. The Quality Unit failed to: review electronic data as part
of batch release, revicw computer audit trails in the Waters Empower Data Acquisition System and provide
adequate training to analytical chemists. These practices led to the Quality Unit releasing batches of drug
products which failed to meet in-process, finished product and stability specifications. These practices also led to
the submission of erroneous data in Annual Reports and Prior Approval Supplement # 004, for ANDA 75-838,
which requested discontinuance of Blend Uniformity testing for Propaxyphene Napsylate and Acctaminophen
100mg/650 mg Tablets. The lack of Quality oversight resulted in: the oeasing of manufacturing on #4305
5/19/05, the ceasing of distribution of all drug products on 526408 5/13/05, the recall of all batches (3,184) of
drug products and the withdraws) of at least five Abbreviated New Drug Applications.

OBSERVATION 2
Drug products failing to meet sstablished standards, specifications, and quality control criteria are not rejected.

Samples of drug products were routinely resampled, and re-injected or rcpmécssed in the
AN Sy'stem during testing in the QC Laboratory when out of specification (OOS) results were obtained.
Therc were no Laboratory Investigations into OOS results or notebook doiuilpmtmm available to explain the re-
injection or retesting of in-process, finished product and stability samples which did not mect specifications. The
OOS results were not reported and within specification results from rcproccssed or re-injected samples were
reported on: In-Process Specification, Product Specification and Stability Study Specification Release Reports
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DEPARTMENT OF HEALTH AND HUMAN SKRVICES
JOD AND DR T B TR
10 Waterview Blvd., 3rd Floer 02/2005 - 07/01/2008*
Parsippany, NJ 07054 b
(973) 526-6000 Fax: (973) 526-6069 3004106764
TO: Garth (NMI) Boehm. Ph.D., Senior Vice Pregident, Chief Scientific Officer
TRM NAME ETREET ADDRESS
| Able Laboratories, Inc. Cne Able Drive
Y, STATY. 25 COOE, COUNTRY TVR ESTABLRWERT ROFEETED
Cranbury, NJ 08512 Generic Pharmaceutical Manufacturer
and Stability Summaery Reports. Examples of drug products which were released with QOS values are listed
below.
Product/Batch # Sample Original OOS Result | Reported Results
Acetaminophen & In-Process | Codeine Phosphate Codeine Phosphate
Codeine Phosphate Blend %RSD: 5.4 % % RSD: 3.8 %
Tablet, 300/30 mg Uniformity
Batch 502022 Testing Spec: Spec: RSD < = S
Acetaminophen & Finished Codeine Phosphate Codeine Phosphate
Codeine Phosphate Product Content Uniformity Content Uniformity
Tablet, 300/30 mg Testing % RSD:8.3% % RSD: 5.5 %
Batch 407148 Spec: RSD B Spec: RSD <
Atenolo] 25 mg Tablet | Stability Dissolution , Tablet Dissolution , Tablet
Validation Batch Sample ~ [ D5=83.7% D5=98.9%
408107A 3moRT D6 = 83.8% D6=987% .
Spec: NLT B Spec: NLT S
Atenolo] 25 mg Tablet | Stability Dissolution Testing Dissolution Testing
Validation Batch Sample Tablet D6 = 30.9% { Tablet D6=102.8%
4081078 3moRT | Spec: NLT Bl Spec: NLT Bl
Atenolo] 25 mg Tablet | Stability Dissolution , Tablet Dissolution , Tablet
Test Batch Sample D5=83.7% D5 =98.9%
TB-203E 3moRT D6 = 83.8% | D6=98.7%
Spec: NLTHE | Spec: NLT Bl
Bethanechol Chloride | Stability Assay | Assay
10 mg Tablet Sample Al =89.6% Al =995%
Validation Batch 9mo RT '
404042A Spec. AN Spec: N
Diphenoxylate HCI In-Process | Blender Location: Blender Location:
and Atropine Sulfate | Blend BR1= 128.5% BR1 = 99.5%
Tablets Uniformity | MIL2 =158.3% MI2 = 101.6%
Batch 404006 Testing TL2 =117.6% | TL2 =108.3%
, Spec. NI Spec. ®
'| Diphenoxyiate HC1 In-Process | Blender Location: || Blender Location:
and Atropine Sulfate | Blend TR1=145.9% il TR1= 96.9%
Tablets Uniformity |
: Batch 403203 Testing spec: S Spec: N
-05 e
EE REVERSE M 7% u{\R_
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
POOD AND DRUG ADMINISTRATION
RN SRR ARG T TSRO
10 Waterview Blvd., 3rd Floor 05/02/2005 - 07/01/20084
Parsippany, NJ 07054 m
R TIE 3 A TSRS ey £ 082 2004106764
TO: Garth (NMI} Boehm, Ph.D., Senior Vice President, Chief Scientific Officer
STREETADBRESE

Able Laboratories, Inc. O%

Cranbury, NJ 08512 Generic Pharmaceutical Manufacturer
Product/Batch # Sample Original QOS Result | Reported Results
Diphenoxylate HCl Stability Assay ‘| Assay
and Atropine Sulfate | Sample Al =784% Al =90.4%

Tablet, Batch 21moRT | A2=78.7% A2=90.8%
301068A Spec: _ Spec:
Diphenoxylate HCI | Stability | Assay {| Assay
and Atropine Sulfate | Sample Al =77.5% l Al1=90.11%
Tablet, Batch 21moRT | A2=77.5% A2=2898%
301068B , Spec. TN spec:'_
| Piphenoxylate HCL Stability Assay Assay
and Atropine Sulfate | Sample Al =758% Al=89.41%
Tablet, Batch 21moRT | A2=78.4% | A2 =90.7%
301068C Spec: ‘| Spec:
Dytan Suspension Finished Assay - Beginning .| Assay - Beginnimng
25mg/5ml Product Al= 89.2"6 A2=979%
Batch 1409001 Testing Spec: Spec NN
Methylphenidate HCl | Finished Dissolution (1 Hour) | Dissolutton (1 Hour)
Tablets, 20 mg Product Tablet: D1: 48.9% :| Tablet: D1: 43.4%
Extended Release Testing D2: 49.0% 5 D2: 43.3%
Batch 303087 D3: 48.2% | D3: 42.4%
Spec: (1 hour) || Spec: INEEEE (1 how)
Methylphenidate HC1 | Finished | Assay : Assay
Tablets, S mg Product Al =950.0% | Al =98.4%
Batch 412184 Testing A2=90.0% A2 =98.5%
Spec./NEIEEEEEEEN | Spcc.
Nitroglycerin 0.4 mg | Finished Assay ‘| Assay
Sublingual Tablets Product Al=75.8% | Al =101.5%
Batch 502038 Testing Spee. '| Spec:
Prochlorperazine Stability | Unknown Impurities | Highest Unknown
Suppositories, 2.5 mg | Sample 0.52% ‘| Impurities
Batch 308029A 12moRT | 0.73% | 0.04%
Spec: NMT Spec: NMT
Prochlorperazine Stability Uninown Impurities Il Highest Unknown
Suppositories, 5 mg Sample 0.44 % || Impurities
Batch 308030A 12moRT |0.56% 0.14%
_ [ Spee: NMT /U _ Spec: NMT L
Mt 305
SEE REVERSE
OF THIS PAGE AMENDED ot F 4& 07/06/2005
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DEPARTMENT OF Mm AN'D IIUMAN SERVICES

Parsippany, NJ 07054

TO:

10 waterview Blvd., 3rd Floor

oslozlzoos - 07/01/2005*

|
3004106764

{973) 526-6000 Fax:(973) 526-6069
[ TRAREE AND TITLE F INCIVIDUAL TO WHOW REPCRT ELUED

Garth (NMI) Boehm, Ph.D., Senior Vice President, Chief Scientific Officer

Fillld WA ME

Able Laboratories, Inc.

CITY. 4TAl
Cranbury, NJ 08512

One Able Drive
FrEERT AR WERT FEFECTED

Generic Pharmaceutical Manufacturer

Product/Batch # Sample Original OOS Result .| Reported Results
Propoxyphene Dissolution Dissolution
Napsylate and APAP | Stability D1=72.8% D1 =98.5%
Tablets, 100/650mg Sample D5=73.2% D5 =96.9%
Batch 303110A 12 mo RT

Spec: NLT BWl, Spec: NLT Sl
Propoxyphene Stability Assay - Propoxyphene i Assay - Propoxyphene
Napsylate and APAP | Sample :
Tablets, 100/650mg 6 mo RT A2 = 89.9% Il A2 =95.9%
Batch 104026B
Validation Batch Spec: T | Spoc:
Propoxyphene Stability Assay - Propoxyphene i Assay - Propoxyphene
Napsylate and APAP | Sample Al=899% Al =100.5%
Tablets, 100/650mg | 24 mo RT | Assay - APAP Assay - APAP
Batch 201016C Al=88.7% Al1=98.9%

Spec Spec:
Propoxyphene Finished Content Uniformity Content Uniformity
Napsylate and APAP | Product Propoxyphenc | Propoxyphene
Tablets, 100/650mg | Testing CU5=1178% CUS5=104.2%
Batch 312015 Spec: l Spec:
Propoxyphene In-Process | Propoxyphene '| Propoxyphene
Napsylate and APAP | Blend TL1=2385% ‘ TL1=1032 %
Tablets, 100/650mg Uniformity | TR1 =80.5 % | TR1 =104.0 %
Batch 310158 Testing ' =\

APAP | APAP

TL1 = | TL1 = 105.6 %

Socc UMM | ;- romm— |

Post -Approval Reporting

L L LT -

9405
SEE REVERSE - M7
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOODANDDI;&MR_A’HGN
[ ORETRET ACOREEE ARG FHONE N ]
10 Watexview Blvd., 3rd Floor oééoz/zoos - 07/01/2005+
Parsippany, NJ 07054 '
(373) 526-6000 Fax: {973) 526-6069 3004106764
WWWWW
TO: Garth (NMI) Boehm, Ph.D., Senior Viee President, Chief Scientific Officer
B L e TTRE
Able Laboratorieg, Inc. One Able Drive
&V, STATE, 5 06 SH0RTRY
Cranbury, NJ 08512 ‘ Generic Pharmaceutical Manufacturer

o - : L

OBSERVATION 3

An annual report did not include reports of investigations involving chernical or physica! properties which, as new
information, might affcct FDA's previous conclusions about the safety or effectivencss of the drug,

8. Annual Reports for ANDA’s that were submitted to FDA did not include out of specification (OOS) results.
Only passing data points were submitted. Due to the submission of crroncous data the following ANDA’s were
withdrawn.

Annual Report submitted 8/24/04, for re rting period 7/12/03 through 7/11/04

Product/Batch # ANDA | Sample OO0S Results - Reported Resnit

Type : .
Propoxyphene Dissolution Tablet Dissolution Tablet
Napsylate and APAP | 75-838 | Stability D1 =72.8% D1=985%
Tablets, 100/650mg Sample D5 =73.2% D5 =95.9%
Batch 303110A 12 mo RT .

Speo: NUTAW | Spec:NLT BN

Propoxyphene Stability Assay - Propoxyphene | Assay -
Napsylate and APAP | 75-838 Sample Al=899% Propaxypbene
Tablets, 100/650mg 24mo RT | Assay - APAP Al =100,5%
Batch 201016C Al =88.7% Assay - APAP

Spec: N | A1~989%

Spec: SN

Annual Report submitted 11/6/02, for reporting period 7/11/01 through 7/11/02

Product/Batch # ANDA Sample O0S Results Reported Result
Type .

Propoxyphene . Assay - Propoxyphene | Assay -

Napsylatc and APAP | 75-838 | Stability J Propoxyphene

Tablets, 100/650mg ' Sample A2=289.9% |

Batch 1040268 6 mo RT A2 ~95.9%

Vatidation Batch Spec: SYN > | Scco: MNNENEN |

0Z0/0T0

AMA r6-08

SEE REVERSE

OF THIS PAGE AMENDED aé m 07/06/2008
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DEPARTMENT OF HEALTH AND HUMAN SERVICES . ]

: FOOD AND DRUG ADMINISTRATION _
[ OEETRICY AOOREEE ARG PN AN [ BATE OF NPT
10 Waterview Blvd., 3rd Ploor 05/02/2005 - 07/01/2005+
Parsippanv, NJ 07054 PR
(973) S$26-6000 Fax: (973} S26-6069 3004106764
TO: Garth (NMI) Boehm, Ph,D., Senior Vice President, Chief Scientific Officer
NAME CT ADDAE !
Able Labhoratories, Inc. One Able Drive
~ETATE TP OO, T ST AR WEREETED
Cranbury, NJ (8512 Generic Pharmaceutical Manufacturer

()

Annual Report submitted 8/11/04, for reporting period 7/12/03 through 7/11/04
Product/Batch # ANDA | Sample 00S Results Reported Result
Type :
- Prochlomperazine Stability | Unknown Impurities | Highest Unknown
Suppositories, 2.5 mg Sample Initial: 0.41% & 0.37% | Impurities
Batch 308029A 40407 | Initial, 6 | 6M:028,029 & 0.23% | Initial; < 0.0]%
end 9 9M: 0.32 & 0.33% 6M: 0.14%
thRT 9M: 0.05%
s Spec: NMTREI
Spec: NMTENEN
Prochlorperazine Stability | Unknown Impurities | Highest Uninown
Suppositories, 5§ mg 40407 | Sample | 3IM:0.32% : Impurities
Batch 308030A 3&6 6M: 0.30% ! 3M: 0.05%
month RT 6M: 0.15%
Spec: NMTEN
_Lspeo rovrBB

Anneal Report submitted 6/9/04, for reporting period 5/10/03 through 4/10/04

Product/Batch # ANDA | Sample OO0S Resuit Reported Result
Type !
Methylphenidate HCI Finished | Dissolution (1 Hour Dissolution (1 Hour)
Tablets, 20 mg 76032 Product D1:489% ; D1:43.4%
Extended Release Testing D2: 49.0 % D2:433%
Batch 303087A&B D3: 48.2 % ! D3:424%
| Spec: MUNENNEE | speo: SUNENENN |

' Aty 760S
gﬁs‘r:IEsvﬁ:gE AMENDED ‘ ot ‘4\)& 07/06/2008

PORM FDA 468 PREVIOUS ETITION OROLETR INSPECTIONAL OBSERVATIONS PAGE & OF 13 PACHS

020/110Q ANVALISHVd * dYaN Vdai 80 9C69 006 ZCL YVA OT:2T £002/90/L0




DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION _
| BERTNICT ADCRESS A0 PO R
10 Waterview Blvd., 3rd Floor 05/02/2005 - 07/01/2005%
Parsippany, NJ 07054 ) . PERORRR
(973) 526-6000 Fax: (973) 526-6069 3004106764
| TRARNE KR TTTCE OF weSIoUAL T WHOM FapGRT s
TO: Garth (NMI) Boehm, Ph.D., Senior Vice President, Chief Scientific Officer
[~ F T NANE ET ADOREBS
Able Laboratories, Inc. One Able Drive
TBYATE, I GOGE, CQUNTRT TVPE CRTABLIGAMENT FEPLCTSD
Cranbury, NJ 085132 Generic Pharmaceutical Manufacturer

Annual Report submitted 5/26/05, for re orting period 3/30/04 through 3/29/05

Product/Batch # ANDA | Sample OOS Resuit Reported Result
Type

Methylphenidate HCI ‘ 18mo RT | Pooled Dissolution | Pooled Dissolution

Tablets, 5 mg 40-404 Stability 84.5% 92.2%

Batch 2020054 Testing | Spec: NLTSY | Spec: NLTNEEE

b. Prior Approval Supplement #004 for ANDA 75-838, Propoxyphene Napsylate and APAP Tablets, 100/650mg,
was submitted on 3/16/04 to provide for the discontinuance of Blend Uniformity Testing. This supplement was
approved 9/23/04. The test data submitted for Blend Uniformity and Content Uniformity did not contain initja]
OOS results for a number of batches, only passiug results were submitted. Due to the submission of erroncoys
data the ANDA was withdrawn. OOS results for these batches are listed below.

Batch # | Sample Type 00S Result Reported Range

309013 | Finished Product Propoxyphene: CUS = 84.1% 102.3% - 108.1%
Content Uniformity | Specification: ()

309014 | Finished Product Propoxyphene: CUS=841% | 101.6%- 107.5%
Content Uniformity | Specification:

309016 | In-process Blend Propoxyphene: BL1 = 110.3% | 97.6% - 107.0%
Uniformity Specification: §)

312015 |Finished product | Propoxyphenc: CUS ~ 117.8% | 102.8% - 10539
Content Uniformity | Specification:
312022 | In-process Blend Propoxyphene: T1.2 = 110.5% | 99.0% - 107.7%

Uniformity ML2 = 110.6%
Spec@aﬁon:v' :
310052 | In-process Blend Propoxyphene: =110.2% | 99.0% - 106.6%

Uniformity Specification;
310158 | In-process Blend Propoxyphene: TR1 = 80.5% 94.7% - 105.2%
Uniformity TL1 =238.5%
Acetaminophen: TL1 =218.9% | 98.5% - 107.7%
Specification:

310150 | Finished product Propoxyphene: CU10 = 80.6% | 99.8% - 106.5%
Content Uniformity | Acetaminophen: CU10 = 80.1% | 97.8% - 99.9%
Specification: [

SEE REVERSE AR 005 s
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DEPARTMENT OF HEALTH AND HUMAN BERVICES

- POOD AND Wy ADMINISTRATION |
[ ERTIOCT ABORERS ARG P R BN O ST
10 Waterview Blvd., 3rd Floor 05/02/2008 - 07/01/2005+
Parsippany, NJ 07054 . _'EWL
(873) 526-&6000 Fax: (S73) 526-6069 3004106764
TURARE ARG TTTE BF Wi ROUAL T6 WS REPGRT TS
¥Y0: Garth {NMI) Boehm, Ph.D. » Senior Vice President, Chief Scientific Officer
[~ FRN NAsE "NTREET ADOAERE ——
Able Laboratories, Inc. One Able Drive
AV, FTATE, 2P 0%, COUHTRY ) FVPE ESTABUR T RareE TS
Cranbury, NJ ¢8512 Generic Pharmaceutical Manufacturer
Batch # | Sample Type 0O0S Result Reported Range
312005 | In-process Blend Propoxyphene: BR1 =110.4% [ 96.2% - 107.8%
Uniformity Specification: :
312007 | In-process Blend Propoxyphene: TL1 ~113.4% | 97.6% - 106.9%
Uniformity Specification:

312044 | In-process Blend Propoxyphene: TL2 = 83.7%
Uniformity : ML2 =84.0%

Speciﬁcationmq
312079 | In-process Blend Propoxyphene: TL1 = 1169%

Uniformity Specification: FINNENEG__

93.3% - 100.5%

95.9% - 106.5%

OBSERVATION 4

An NDA-Ficeld Alert Report was not submitted within three working days of receipt of information concerning a failure of
ane ot more distributed batches of a drug tn meet the specifications established for it in the application.

Field Alerts were not routinely filed when drug products did not meet the specifications listed in the Abbreviated
New Drug Application (ANDA). There is no SOP covering the issuance of Field Alerts. Field Alerts (FA) were
not submitted when the following batches of drug products failed to meet stability specifications.

Product/Batch # ANDA | Sample Failing Result — No | Reported Result
.| F/A Submitted °
Atenolol 25 mg Stability | Dissolution , Tablet | Dissolution , Tablet
Tablet 76-907 | Sample D5=837% | D5 =98 9%
Validation Batch 3moRT |D6=83.8% D6 =98.7%
408107A Spee: NLT 1, | Spec: NLTEH
Atenolol 25 mg Stability | Dissolution Testing | Dissolution Testing
Tablet 76-907 | Semple i
Validation Batch 3moRT | Tablet D6 =30.9% | Tablet D6=102.8%
4081078 Spec: NLT Spec: NLT@
Diphenoxylate HCI Stability | Assay - Atropine Assay - Atropine
and Atropine Sulfate | 40-395 Sample Al =784% Al = 90.4%
Tablet, Ratch 2l moRT | A2~=78.7% A2 =~ 90.8%
301068A Spec: _. Spec:
1
SEE REVERSE ALY 740
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DEPARTMENT OF HEALTH AND HUMAN SERVICES R
D AND DRUG ADMINISTRATION
[ BRTRT AR KNG SR N [T 7 WO
10 Waterview Blvd., 3rd Ploor 05/02/2006 - 07/01/2008+
Parsippany, NJ 07054 !
{973) 526-€000 Fax:{973) 526-6069 3004106764
[~ R A5 YTTLE OF DTSUAL T Whidka REAORT ERLRE—— !
Jo: carth (NMI) Boehm, Ph.D., Senior Vice President, Chief $cientific Officer
[ FIR A TTREET ADDRESS
Able Laboratories, Inc. One Able Drive
Y, WTAYE, I B0k, SO ——
Cranbury, NJ 08512 Generic Pharmaceutical Manufacturer
Product/Batch # ANDA | Sample Failing Result — No | Reported Result
1 E/A Sabmitted
Propoxyphene Dissolution Tablet | Dissolution Tablet
Napsylate and APAP | 75-838 Stability |DI1 =72.8% D1 =985%
Tablets, 100/650mg Sample D5=73.2% D5 =96.9%
Batch 303110A 12mo RT
Spec: NLT Spec: NLT BN
Propoxyphene Stability | Assay - Propoxyphene Assay- Propoxyphene
Napsylatc and APAP | 75-838 | Sample
Tablets, 100/650mg 6moRT | A2=~89.9% A2 =95.9%
Batch 104026B
Validation Batch Spec: SYNN | s
Propoxyphene Stability | Assay - Propoxyphene | Assay - Propoxyphens
Napsylate and APAP | 75-838 | Sample |A1=899% | Al =100.5%
Tablets, 100/650mg 24moRT |
Batch 201016C Assay - APAP Assay - APAP
Al =88.7% Al =989%
| Spee: Spec: |
Prochlorperazine Stability | Unknown Impurities | Highest Unknown
Suppositories, 2.5 mg [ le Initial:0.41% & 0.37%, | Impurities
Batch 308029A 40-407 n;lt?a’} 6M: 0.28, 0.29 & 0.23% | Initiak< 0.01%,
* 1ZM: 0.52, 0.73% OM: 0.05%
12moRT
12M: 0.04%
Spec: NMT
Spec: NMT NIl
Prochlorperazine Stability | Unknown Impurities nghest Unknown
Suppositories, 5 mg | 40-407 Sample 3M: 0.32% . Impurities .
Batch 308030A 3,6, & 12 | 6M: 0.30% . | Spec: NMT 0.2%
mo RT 12M: 0.44% & 0.56% | IM: .05%
. 6M: 0.15%
Spec: NMT 12M: 0.14%
I Spec: NMTENEN_ |
REVERSE AMEN Il o5 BT e
SEE ; )
ormsrace | AMENDED D"i R 07/06/200%
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMIMISTRA

[ORTRICT ACORESS ARG FONE NRBER

10 Waterview Blvd., 3rd Floor

Parsippany, NJ 07054
{973) 526-6000 FaxX: ($73) B526-6069

05/02/2008 - 07/01/2005+

P

04106764

TO: Garth (NMI} Boehm, Ph.D., Senior vice Pregident, Chief Scientific Officer
FIRid NAME

ADDRESS
Able Laboratories, Ine. One Able Drive
CHTY, RTATE, 2P COOE, COOWTRY
Cranbury, NJ 08512 Generic Pharm:nceutical Manufacturer
|
Laboratery Control System
OBSERVATION 5 !

Laboratory records da not include complcte data derived from all tests, examinations and 4852y necessary to assure
compliance with established specifications and standards. F

i
The QC Laboratory natebooks and binders lacked data from all analytical tésting canducted in the QC
Laboratory. Laboratory records did not include all data such as out of specificaﬁon (00S) results,
chromatograms, sample weights, and processing methods. OOS results wete substituted with passing results by

Product /Batch Number | Lack of Complete Data
Products and batches listed | OOS results oot docvm;mnted in
in FDA-483, point # 2 laboratory records. Unreported QOS
- results found in electrdnic data files.
Propoxyphene Napsylate Changed chromatogram headers by
and APAP cutting and pasting, solduring review all
Tablets, 100/650mg sample injections would appear to be in
Batch 303110A sequence, for Dissolution Testing of
Tablets D1 and DS,
Propoxyphene Napsylate | Original Sample Weights not recorded
and APAP in notcbook. Sample weights were
Tablets, 100/650mg changed by the analyst until g passing
Batch 104026B result was obtained for Assay (A2)
Validation Batch I
Acetaminophen & Codeine | Processing methods changed by analyst
Phosphate Tablets, unti] the processing method resulted in a
300/30mg passing result. Ongmal processing
Batch 407148 method not recorded in laboratory
notcbook.
_ AL 76-0s
SEE REVERSE
OF THIS P:GE AMENDED °|"' R 07/06/2005
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Cranbury, NJ 08512 Generic Pharmaceutical Manufacturer
OBSERVATION &

Input to and output fromthcconmumanﬂmcordsor data are not checked for accuracy.

System used to run the HPLC nstrutnents
procesging methods, and sample weights were not reviewed
i of in-process, finished product and stability

OBSERVATION 7

Written records are not made of investigations into unexplained discrepancies and the failure of a batch or any of its
components to meet specifications.

OBSERVATION 3

Employees mmginnmhhgmmmMgoodnm&mm;pucﬁmmdwﬁmnpmmmMukcdbycmgmd
manufacturing practice regulations, ‘

QC Laboratory analysts were not routinely trained in Quality Control procedures such as SOP # QC-011-03,
Laboratory Deviation Investigations and SOP # QC.021-06, Accepmomﬁon Criteria for OOS Analyticat
Test Results. mshckofhiningmdomightbymmgmtm&i to the non-reporting of QOS results
in the QC Laboratory. l
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gﬁ%‘ggﬁg AMENDED o 07/06/200s
|_*osn oA 40 NUVIOUS SCNTION OSSOCETE INSPECTIONAL O_BSIIIWATIONS PACE 11 OF 15 PACEE

0Z0/9T0Qx ANVAJISYVd + d¥4N vdd sn 9C68 0F6 2CL XVA TTI:ZT $00Z/90/L0




]

DEPARTMENT OF HEALTH AND HUMAN SERVICRS

FOOD AND DRUG ADMINISTRATION

[ BATRCY ASCREEE A0 PrORE R
10 Waterview Blvd., 3rd Floor
Parsippany, NJ 07054

[ ST O e aPETG

05/02/2005 - 07/01/2005%
TTENaEA

(973) 526-6000 Fax:(973) 526-6069 3504106754
AN A5 TTTLE G RaBraoU e Fis wriow REPERY s
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TO0: Garth (NMI) Boehm, Ph.D., Senior Vice President, Chief Scientific Offjiecer
|~ Fwad NAVE STRECT ADORESS

ADORESS
One Able Drive

Able Laboratoriea, Inc.
&Y, FTATE, 2% Cooe, Countiy

Cranbury, NJ 08512

Generic Pharmaceutical Manufacturer

OBSERVATION 9

Written records of investigations into unexplained discrepancies and
specifications do not always include the conclusions and followup.

QOS Investigation # 04-00S-031, for Methylphenidate HC] ER Tablets 20 mg 18 month stability lot 303087A

was initiated due to dissolution failing results. The specification required the average of 24 tablets to be within
the range of INEEEEEN at the 1.3, 1 hour dissolution time point. The
48.4% with a minimum result of 45.8% and a maximum of 50.2%.
The investigation concluded that the original failing results were invalid due to an enalyst technique issue. There
was no documentation provided within the investigation or within the

the failure of a batch or any of its components to meet

average of the 24 tablets was reported to be
The investigation was found to be incomplete.

analyst notebook to justify invalidating the
failing dissolution results. Although corrective measures were identified in the investigation, there was no
documentation to show that the corrective measures had been co

data acquired by the same analysts for the same tests for other lots of the same product,

mpleted. Additionally, there was no review of

OBSERVATION 10

or deletion of groups, items, samples, and users to the
¢. There was no SOP describing the use of (SP)

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

a. The Laboratory Records SOP # QC-022-04 cffective 6/25/04
issued and 2 log maintained. Notebook issuance
were not accounted for in the log. Additionally,
management, which indicated a notebook request

available. .
b. SOP Method N 37, approved 10/18/00, General Guidelines for sample Loggimg for Analytical
Laboratory using software did not jnclude procedures and responsibilities to be followed by personnel
authorized to enter samples into the _ldambase. According to management, authorized persorme]

, Specified numerically ordered notebooks wili be
logsxhowedlargeppsinmmbcringofnateboohissued,which
the procedure for issuance of notebooks, as described by
formwbbeumd,mnotdescn%edinﬂxepmoedm

system. Forms to be used to authorize the addition
B svstem s specified by the SOP were not used.

ial samples tested in the Analytical Labaratory. Additionally,
special samples were not listed as a group in the pmoedmc.SpeciJlumplesinthctwﬂngof

Methylphenidate HCl ER Tablets 20mg Lot # 303087A SMRT SP 04-101 dated 4/24/04(6 tablets) and SP04-101

BHHERRD
AlLH 7l -0S
SEE REVERSE a
OF THIS PAGE AMENDED b V&_‘i\ 07/06/2005
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
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TO: Garth (NMI) Boehm, Ph.D., Senior Vige President, Chief Scientific Officer
FR ETAEET ADOREES
Able Laboratories, Ine. One Able Drive
. STATE, 2P COUNTRY E ERTASL)!
Cranbuxy, NJ 08512 ' Generic Pharmaceutical Manufacturer

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

OBSERVATION 11
Established laboratory control mecharisms are not followed.

8. An Investigation was not issued prior to any retesting for Lot 3030878, Methylphenidate HCl ER 18M stability
lot, as required by procedure SOP # QC-011-03, Laboratory Deviation Investigation. Lot 3030878,
Methylphenidate HCI ER Tablets 20 mg, 18M Dissolution stability analysis found that the original L3 testing
results were within specification. Two months after the analysis of 24 tablets for Lot 303087B for 18M stability,
6 more tablets were tested. The results from the final analysis of the 6 tablets were reported as 18 M Dissolution

results.

b. SOP # QC-006-01 Retesting and Resampling Analytical Control Labaratry, effective 8/27/03 was ot
followed for Methylphenidate HC1 ER 18M stability Tot 303087 '

1. There was no documentation of the number of retests to be performed as required by the SOP. The SOP
requimdtbenmbcrofmmmbedocmncntedpiorminiﬁnﬁngtesﬁngtoestablishadeﬁnitelimitbcymdwhich
1o additional testing would be permitted. .

2. The procedure required retests to be conducted by the original chemist and a second chernist, where the second
chemist conducts at least 60% of the tests, or by two chemists, neither of which being the chemist producing the
original result. Retests were not carried out by the original chemist and a second chemist. Additionally, the test
was not carried out by two chemists other than the original chemist.

3. Investigation 04-008-031, initiated 12/8/04 and completed 2/18/05, exceeded 30 working days. The procedure
Tequired investigations to be completed in a brief time frame not to exceed 30 working days from the start of the

investigation.

]

I
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Production System

range of

tablets were within the corres
Research and Development
thickness range 0f0.330”

OBSERVATION 12

Control procedures are not establishsd which validate the performance of those manufacturing processes that may be
responsible for causing variability in the characteristics of In-process material and the drug product.

a. There is no assurance that results for in-process physical testing are recorded accurately. For example, the Pre-

Validation batch record (TR-110) for Hydrocodone Bitartrate and Acctaminophen Tabiets, USP Smg/325mg

shows the specification for tablet thickness range as 0.308™ to 0.358"; this range was crossed out and the correct
handwritten in the batch record. The in-process tablet thickness results show all

ted thickness specification oH

(R&D) In-Process Data Sheet shows the thickness of 60 tablets to be within g

&nd 0.334" which corresponds to the tablet thickness specification which wag

moorrectly written on the Master Batch Record. Retains from this batch were tested on 6/10/05, and the results

show the thickness of the tablets were betwesn

handwritten on the Master Batch Record,

b. Manufacturing Investigations into rejected batohes of drug products did not include an evaluation of the
validated manufacturing prooess.
between May 2003 and November 2004 were investigated in the laboratory, due to initial
OOS results or out of trend results. Two of the seven lab investigations, resulted in the rejection of batches
411021 and 310004. Manufacturing Investigations, 04-008, for batch 310004, and Manufacturing Investigation
05-001, for batch, 411021 did not include an evaluation of the validated manufacturing process for
Methylphenidate ER 20 mg Tablets.

c. There is no assurance that manufacturing ptooessee for drug products are validated in that out of specification
(0OS) results were gencrated, but not reported. Several examples are listed below,

duting compression on 10/15/01. The

which was the correct specification that was

For example, seven of nine batches (78%) of Methylphenidate ER 20 mg

Product Type Original OOS Result Reported Results
Validation Batch # | Sample : '
Atenolol 25 mg Stability Dissolution , Tablet Dissolution , Tablet
Tablet Sample D5 = 83.7% D5 = 98.9%
Validation Batch IimoRT D6 =83.8% D6 =98.7%
408107A Spec: NLTINEE, Spec: NLTINIR _ ‘
SEE RSE ' A ég 7emes T
REVE 0
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Cranbury, NJ 08512 Generic Fharmaceutical Manufacturer
Product Type Original QOS Result Reported Results
Validation Batch # Sample
Atenolo] 25 mg Stability Dissolution Testing Dissolution Testing
Tablet Sample
Validation Batch 3moRT Tablet D6 = 30,9% Tablet D6 = 102.8%
408107B :
spec: NLTIJI] Spec: NLT /BN
Propoxyphenc Stability Assay - Propoxyphene | Assay
Napsylate and APAP | Sample
Tablets, 100/650mg | 6 mo RT A2 =89.9% A2 =959%
104026B :
Validation Batch spec S spec: SN |

05/02/2005(Mon), 05/013/2005(Tuc), 05/0472005(Wed), 05/05/2005(Thu), 05/09/2005(Man), 05710/2005(Tue), 03/11/2005(Wed),
05/12/2005(Thu), 05/16/2005(Mon), 05/17/2005(Tue), 05/18/2005(Wed), 05/19/2005(Thu), 05/20/2005(Pri), 05/23/2005(Mon),
05/24/2005(Tuc), 05/25/2005(Wed), 05/26/2005(Thu), 05/27/2005(Fri), 05/31/2005(Tue), 06/01/2005(Wed), 06/02/2005(Thu),
06/06/2005(Mon), 06/09/2005(Th), 06/10/2005(FH), 06/15/2005(Wod), 06/23/2005(Ths) 06/29/2005(Wed), 06/30/2008(Thu),
07/01/2005(Fri)

FDA EMPLOYEES' NAMES, TITLES, AND SIGNATURES:

Aoy Lell, B4 S

NtncyLRoIl.i,Investigator Daniel J. Grabicki, Investigator
L haa b Nasmen 7-b-0s
K oramon Investigator Joaane Heim, Investigator
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